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AREROIERE « MR % Xa A F-FLEFHI O DA% andexanet # R — 7 A# 5. L1z & & 04k, &
AN, SEBRER USRI E 2T 5 T L X MU T EER, 7T R, HEE
B R R

VRSR M MERR B OV ¢ 1 MR CRIE)

B - WERBIIG R (RO OBERE ORER) 1201246 A | A

R T B GRgoumeroszTH) 20248 |
AEROFE - 14

E):p]
1) fEEEEBRE |Z andexanet (LA = : PRT064445) Z HiAIR—F 2% 5 L, 8K OE
KMEZ T 5,
2) fEFEHERE 1T andexanet & BN —F A8 H- L, BB RHEZ TS 5,
3) fREEFERTE I andexanet & HilalAN— 7 AP 5 L, FEIJFRRE A TG 5,
4)  FEFEHEREIC andexanet & HA[RIAR— 7 A8 H L B R 2RI 5,

REBRT A v

AR IR LD 7 VXA MEHER, 77 R, HEEE, HEEERBR T, fHE
PR |Z andexanet XX 77 B AR Z 10 5370 F THEIR—F 2AF L5 Uiz, @i L7z 5 2O ak—h
(30, 90, 300, 600 K% T* 990 mg #%5-) 2. A& 40 Bl &AL AN D5 TH 72 (990 mg &
B3 Lo 70), & ad— T, 8 il 6 #17° andexanet, 2 I 77 RO G 25215 7= (B
WD 2 Bl % andexanet # 5L VT T RFEHIZT X LML, RWTEY O 6 FlzEIfF 5:1 T
andexanet & 5 N T T v R EEIZT X L LT,

K1 58T 2 (andexanet & 5- K N7 7 B REHA 1 #]) 2T, AU am— hofiopk
B~ 595 24 BERILL ERIICTIRBRIE 2 5 L7278 0 OWRE 11X 1 BH7=0 261% ERE L,
BERZT O L THRE L, £5EE L, ROBGE~HET HH0IC 3 BRI EOBIEHIH
g A DR RO DY

—H O 3R — T L7225 5 andexanet 30, 90, 300, 600 % T) 990 mg % #% 53 B 5 HE CTH -
Tens, IR R S IRBRIKEHE N A E LI2hEIE, Wi oEZ2/NS <35, FRAESL L VK
MEZRGFT D, FACEGEZEVIETRE, RBPICREEZ2ETETCEXIL0E L, Fiz,
bLEGETHARMEDRD NPT GG, DBEOHEELRIETLZ 8 & LT,

600 mg £ TOFLGRHET LIckR T, 747U UofgiEy) (LT, D-#A~—), 7uabtmrr
BT A M 142 (LLF, FI1+2) kQ*harber-7rF har e @A (LLF, TAT) ©
BR8N FRD DALz, 1RBRIKEE XA 2 il U CIRRRR R 2 BN L, & Ofs
FAZEADNT, BAE G TO 990 mg ~OHEITATHOT, MkEEE S Xa A+ (BLF, FXa) FHF
FIOEH T CHEMTEDOH 2 KRR A~BITT D2 E2RE LT, LEN-> T, AEBRTIE 4
Dar— MIEF326] (Kads—F 8Bl &I,

PR 1T 50 B > D G- 24 e & CIRBRIEMhEa% IS ABE L, #&54% 7. 14 XO'28 HHIZ
BRA D 7= KBt LT, SWRE OIRBRSINMIIR A S B[ 5RO 2 7 U —= Z M 28 4 8,
TRBRIR P 5D ABTHIf 2R T 5% 28 HEH (R TH) OkbiE T 4] ThoTo,

FANTHE LT AT Y a— Vit THRINT 5 & 3Lz, BRI 28 U CHRBE 21T 7,
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7o, BHEDBAIIA T UV —= 0 TRER K N — 2T A 2O SRR CRaVEs iR

TEHZ L,

TRBRILY AT O HIWT T, BEAEIE, BRET A, ODER K OVSA WA AT ERRAITHT & 2
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<. LT OHEB IS ICEERNTH D Z &,

a) IMEEEEMRA : 7'r be U (LR, PT) ., &ML b e AR 7T A F IR
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b) MEFHRE : ~~hr27 Vv b, ~EZ LY

c) HNFHERERE : TANRNTIXU®T I/ b I A7 2T —8 (LUF, AST), 77=27 3
Jh T AT =T —8 (LIF. ALT) (CBEYEREPH FERZ FEl- TH Ky, FRUERIPH
REB22N L)

Body mass index (LA N, BMI) 73 19~32 kg/m? 7> >{KE A 60 kg LA EDOFH,
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BRLR2NZ EICHEE LEE,
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M PERESE OBERE (R z &) & L IMERNHDE, WETREAT 58, X
M e 2 o= L 72,
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ROBEEZ AT 54,

BRERAT 30 H LAPICALT SESUIIEEIEIED 2 F 1 L7, BREkal 2 PP iR (R
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6) IRBRIREEERET 3 » HLANIC 500 mL Z#8 2 5 kI 21T - 724

7)) BHRTH2HERE L T30 HUWIZHMOIRERIZSIN L7238, XATS IR O o 5 15
DNIZEGRTH NG ENDH,

8) A7V —=V7RERIEGHTHOEHEND AV ) —=2 T ThHMEEZ R LTEH,

9) EWOMHE LT D ATREMED B D WRHO SUIABHDIREE I & 534,

10) WTFNOBEBESy (R A, TAX=0 g, v afEROHRY Y Lx— 1K) 1Zxk LT
TN —2HT5HH,

1) L oH,

12) #BRE OIRRE UL E DIRIEINRBR O FHEIZ 2 % KAF T HEMEN & 2 2o, #E5rE O RREN
BRRIZBINT 52 DY A7 IS5 ATREMEN & 2 & IRBRILY RS HIM L=, 7
b3 —)VIE, PRI SUTELA, B#EE, TADAKRNRRAHOT Z v 7 7 7 N3
BT DN, ZIDICEL AW,

BRER O EHE
WHRE, RERVCHE. BEHRH

Andexanet VES FHEA] 0 3 mg/mL, 10 mL//3A 7 /v

Andexanet ¢ 5127 X MMEINT-HERF 12X LT, 28— M1 Tl 30mg (10mL), Zdh—k
2 TiZ90mg (30mL), =A— k3 TiX300mg (100 mL), =A— k4TI 600mg (200 mL) ®
andexanet % 10 3723 CHEIR—7 A5 L7,

722, ad— b4 T2 6 H OBRE THEFRS QEAILEI ROS) BRIL, EAEEL
60 mg/min (10 mL/min) 7> 30 mg/min (5 mL/min) ~EH L7=& Z A, ERPER LT-, ZD7
O IRBRE(EEMIL, PO T X CTOBRE CIHEAKEE L 30 mg/min ~EH 3252 & & L, 600 mg
Z 20 43T T B LT,

SHRIE, RERCHE., BE5EHM

7T AR OKEHERG ARAEERK (0.9%HE/T MY T AESHER)

TTRREEINZT X PMEENTHERE K LT, R L adk— b andexanet $¢5-OHEREZ
ELTHELOEARE T, KEHEF S FHEEREY BEAN—7 25 LT,

#RAlmzE B

4%+ andexanet ® PK /XT A — X4

PAF OFRESICERIM U, M4EH andexanet &2 IE L7z, 7272 L, B58 T 1% 168 RfE] D i A 1L,

RIEEN IR+ Thol oot Lo T, E& TR (LUF, LLOQ) 1% 12.0 ng/mL THh o7z,
BeG-BAGART 1.5 RERILAN, #E5-AT [2 R — b 1~3 (BEHREHE 10 43) TiEA—7 A& 54 T 17 0.08
RefE], =2A— b 4 (BGIEH 20 47) TlEA— 7 A58 THT0.16 FEfE], 0 K¢ (R—7 A& 5
BTER) ., FEKTH0.08, 0.17, 025, 0.5, 1, 2, 3. 4, 6, 8, 12, 16, 24, 168 IF[H]

B 544 T 1 24 R £ TOMAEF andexanet I DHERIZE S & | EEORMEHZHWT, /&~

av =y Mgz kol Fo PR 72—z a2Em L, w2 |
T -

e MAEPIREE (LUF. Couad i MAEPIREERERH] (LT, toa) o 5 0 REH2> 5 24 BF[H]
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L HECh S RS AR A (DU R, AUCo) . $5- 0 BRI 0 SR S G 0D M 458 o il o e ]
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L), 2527 V7722 (BUF, CLT), RAF ONTAR (BUF, Vo). EHRIEOS A (L
F. Vo)

. I Bl ) 2o 25— b A MRS & D i

D tip BRD T,

JRH andexanet @ PK /XT A —X

LI OWIMICHER L, JRE M QYR T andexanet I 2 2 |I7E L7z, LLOQ 1% 15.0 ng/mL ToH -7z,
TEETHO (R—T ARG TERE) ~2, 2~4, 4~8, 8~12, 12~24 IFff#

B B ;. kR, BEURDHREER, B U T T2 R R OUR kR

rRHMTLZEE LT,

FKI#F

PD OFHE B IZLL T LB & LTz,

PUFXa iEME, FHARIR TF R b e v B U pEARE, D-Z A ~—., FI1+2, TAT. IikEEREH X K1
(LATF. FX) *, 747U =7 (BT, Fg) *, #M#ER &K A e — (LUF, TFPD
T UF byl (BUF, AT-ID *, #ifResr C3 (LR, C3). flifkR sy C4 (LLF, C4),
MBHAM (LT, CHS0) ., #AfRT7 v e viedggtEReE (BLF, dRVVT), PT, aPTT. ACT

PR EE L CHIE

F7-. adm— b4 TR, BRBEEZHNTELFO PD ~— 7 — &2 HEAITHIE L=,

FEREA T TFPL, TFPL{&ME, FIEMEAARIA 1 (LLF, sTF), At e RET 2 (BLF,
sTM) , #7723 7 =7 AEMA LR (BLF, tPA), 7T AIV - 2-T v F 7T AIVER
& (LR, PAP), I/MES 4 R+ (BLR., PF4)., JEGGEESER 7 (LLF. TNF)

o R R

BERTH, 85 HO®&GRT, #5% 14 L1028 H HIZERIML L. $T andexanet HLii, Pt b FX HT
EEOPIE b FXa FLIAOFELZ BT LT-, W TN OHERNEBIEZ R LA ik, mfEsg
andexanet OMEREIEMEZET D Z LI LD, FRPUBRHBLO REMZFHMET D Z & & LT,

ZetE
ZEMFHMIE B IL, A XY A > BRREM, SRR, 2FE0EXLEOEERFSE L
776

EFIE
BREBRDORE

ak— h T & OWERFE LK O andexanet £ 5- & 7T B ARG OEI L, BERAHIBNC S X |
ARIGER & RIFEOEBR T2 b O &2 RE Lo, FHE#ERALBITEFHH 40 B (55 =a8— k8 f1)
Thotz, amk— FIZ EIZHEIID 2 % andexanet 5K O T T EREHGIZT 2 2L, KWW
THED D 6 5|2 EIfT L 5:1 T andexanet & 5K O 7 7 ¥ ARG T7 2 b LT,
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IYE R

M andexanet JEFE & N PK /8T A — X |[ZHOWT, # 58 2 LICihfat & (s, &
FRIE, BEERZE (LT, SD) | ARYERRGE, fo M, T, e K A OVEENRE (LLT, CV(%)) ]
ZHEH L7, AUC KO Chay TUEEEATEE K QAT CV(%) bR 7=, MAEH andexanet JE )3
LLOQ RifiDHA L, OO EREARERM £ TIX 0, ZHLSMIKHENE & U Cilab# it &4 %
L7,

MAEH andexanet JEFEIZ OV TC, BIFEHEOHBN, HEEZ DA T o 7Fay b (&
WERE DREHREZ 1T ry N LK) ROWERE 2L OWBXZIER L (A7 T 4
Tuy MIRAREA T — DI ZRLSMIIET AT — VB O R T —L),

Andexanet D5 8% X 82, PK /N7 A —4 (Cmaxs AUCo X TN AUCo0) TS LTCY
7 ey FLEHEONTREEKR L, 260N T72A—20BBLEOHELIMEELZBHRIZED
FEAM L 7=,

K%

PD FEAMTE B OBPEM L NR—R2 T A b ORI ONT, FHER R OB E [
BREHL RN, SD, ARERRZE. B/ME, PRE, BREKR O CV(%)] Z#G5HZ &R
Lico 7 3V INT =& TIIBELHEITo72, 2R — M boT | 77 Rh & EH o7 —
BIIHEA LTRINT LTz, R—AT A %, HBERTH KOS Ao GhT (0 B OFHfEe L
776

HIEMEAY LLOQ ARl DAL, LLOQ @ 172 & L Citib#iat &2 R L=, #5810 XI5
A OFGHTOMENS RPN TH > 72 HE 1L TE OFEOD D ITWF I aFIH Al e 7 2~ — A
TALELT, X=RAT7A LD EZRDT-,

FIEHOPEE R RN—RZ T A b DELRICONT, BT PHIEOHEBK, BEHT LD
BWERE OWREHBOT 1 v MR OWERE Z L OHBK (Wb i@ A7y —n) Z1ERK Lz,

PD FHAMEE H OfEMT Tld, KRR E & FHE L 72 o 72,

Zett

LARMNT — 2 3G OWMERR Z & ICERH Lie, difeT — % TRl st & (B,
ERIE, SD. /M, H B K OV K AIE) 2R L wT:)ww7~&T %E%ﬁ%ﬁoto
aR— MIbL LT, T eREGHOT—XITHRE LTI LT,

Wi XA EFSL%E MedDRA Version 15.0 2 WV CTan i 2, SR GHLOEEKOGERS
R R OB EIIREAGEE AV CTER L7z, B, HICHLRVRY | AEFRITIRREK
(andexanet X (37" 7 &AR) HEBABZICHEEIIEE L -FHR 2R,

FRRIRA, A XAV A RO 12 FELEROREME PR—RA T A b DOEITONT,
HEHEBEZER LD, £, BRREE I, BHBOZIEZRT V7 b T —7 NV EER LT,
ERAR R AL O B E K O FRIEM O — TR ZER LTz,
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UEES

BERE DR, N—R T4 VRO A BREEHFH R
BRE 32 BINBERL YT & MM S dL, 4 32 BISEBRZ 58 T L72, Andexanet X377 EAHRD
5 %517 32 1% PD K OVZEMOMATIZER A L. andexanet D3R 5-%2 52T 7~ 24 il % PK Ofi#

BEICERIT LT,

R—=R T A DO NAMEHFERRE % Table 2.7.6.1-1 (2777,

Table 2.7.6.1-1: R—X 54 O AOKETFrIESE

Andexanet
Placebo Overall
Trait 30 mg 90 mg 300 mg 600 mg
N 6 6 6 6 8 32
Gender  Female 2(33%) 3(50%) 2(33%) 4(67%) 6(75%) 17(53%)
Male 4(67%) 3(50%) 4(67%) 2(33%) 2(25%) 15(47%)
Race? American  Indian/Alaska
Native 0(0%) 1(17%) 0(0%) 0 (0%) 0 (0%) 1 (3%)
Black or African American 0 (0%) 000%) 1(17%) 1(17%) 0 (0%) 2 (6%)
White 4(67%) 5(83%) 4(67%) 5(83%) 8(100%) 26 (81%)
White, Black or African
American 2(33%)  0(0%) 0 (0%) 0 (0%) 0 (0%) 2 (6%)
White, Black or African
American, American 0 (0%) 0(0%) 1(17%) 0(0%) 0 (0%) 1 (3%)
Indian/Alaska Native
Ethnicity  Hispanic or Latino 5(83%) 3(50%) 3(50%) 4(67%) 7(88%) 22 (69%)
Not Hispanic or Latino 1(17%) 3(50%) 3(50%) 2(33%) 1(13%) 10(31%)
Age (yrs) Mean 27.0 33.7 38.2 35.8 37.5 34.6
SD 5.33 6.28 11.79 9.22 7.35 8.69
Median 28.5 34.5 40.5 35.5 40.0 35.0
Minimum 20 22 23 20 21 20
Maximum 33 41 50 46 43 50
Weight  Mean 72.95 85.33 76.50 74.23 77.81 77.39
(kg) SD 6.123 15.211 9.455 7.358 6.954 9.777
Median 73.15 78.90 75.00 71.90 76.45 75.90
Minimum 66.0 72.2 64.0 67.9 70.4 64.0
Maximum 79.0 109.0 90.4 87.0 93.6 109.0
Height  Mean 165.8 170.5 171.7 160.3 165.8 166.8
(cm) SD 9.60 15.86 5.24 8.26 9.35 10.31
Median 167.5 169.0 170.5 160.5 163.5 166.5
Minimum 150 152 166 150 155 150
Maximum 176 196 178 174 180 196
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Table 2.7.6.1-1: RN—RX 54 O AO#fEHERRE

Andexanet
Placebo Overall
Trait 30 mg 9Omg 300mg 600 mg
N 6 6 6 6 8 32

BMI Mean 26.718 29.260 26.023 28.872 28.453 27.902
(kg/m?)  SD 3.2107 2.2310 3.2226 2.1929 3.0114 2.9215
Median 26.820 29.775 26.460 29.190 29.410 28.560

Minimum 22.16 26.56 22.15 26.19 23.48 22.15

Maximum 30.86 31.30 30.07 31.88 31.85 31.88

2 Subjects were allowed to report multiple races at screening.
BMI = Body mass index
Source: 11-501 study CSR Table 3

BREE DRI

#ad— b 84 (andexanet $¢ 56 {5, 77 LAEE 2 41) . AFF 32 BIOWRE & 2R — b 1~
4|2 %k L, andexanet X (X7 7 BARZHBR—TF 25 L7-, Andexanet D& 5-&ElX, =R — K1
M BIEIZ 30, 90, 300 &M 600 mg Th -7z,

232 FH 4 I TIE, LTI RTEB CRBIEORENRE IR o T,

° %ﬁ%ﬁ%‘%%- (z7AR— b 1. andexanet 30 mg #f) : £l 722 A

o YiEaFEEKE - (z7R— b 2, andexanet 90 mg #f) : HEFL GEAICHED L)

o WiEaF XK= - (z7AR— b 2. andexanet 90 mg #f) : HEFLR (EAILED BUS)

o W EEK S - (z7AR— b 2. andexanet 90 mg #f) : R TN TEEIHDO—FN Kb T-9
4% andexanet 2 &

4% andexanet 32 B O SEEE O HERE % Figure 2.7.6.1-1 \Z/R T,

g, ak—b 1014 @sEES | andexanct 30 mg #1) TiE, 0 BER (54 T %)
DI AEF andexanet JEFEAY, [F U 2R — N OMOBERE & HEg LR 10 f5EfEx R~ Lo, AgkR
FHOMOPERF R ORREITZ Y RFEHANICH Y, BBRERGEORBNI o7, ZD7d, Ed
andexanet £ £ K N PK /3T A — & Tld, RgEERE O 0 FEOREZ Z D756 LRI LIz HE O
2189 OEFHEITV, BRSO LIG a2 R R E L TLLTFIOR L,
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Figure 2.7.6.1-1: M#Edh andexanet (PRT064445) EENDTHEDHTE : AR —IL (PK
fRMT T REH)

1000000 4
B—=H  Administration of 30 mg PRT064445 IV Bolus ECohort I1N= 63
© -~ 9 Administration of 90 mg PRT064445 IV Bolus (Cohort 2 N = 6
@— =% Administration of 300 mg PRT064445 IV Bolus ECohort 3N= 6;
&4 Administration of 600 mg PRT064445 IV Bolus (Cohort 4 N =6
100000 4
%\
=
= 10000 +
o
g
=
E=]
g
S 1000 A
o
@]
[T
S
3
Ny 100 4
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o~
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104
17‘\|\\‘\\\\‘\\\\‘uw\\‘\.\\‘\\\u‘\\\\‘\\\\‘\.\\‘\\uu‘\\\\|\\\\‘\\\\‘\\|\‘
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Hours from Dosing

Without the 0 hour concentration value of Subject -
Source: 11-501 study CSR Figure 1

M andexanet @ PK /3T XA — 4
J vy o= kA MENTIC XD BH L7z i

WZRT,

® Coux X OVAUC OMYIEIL. andexanet D& 5- B DML - TR LLFIFIICHE M L 7=,

® ERAHD tip DFEIEIX 6.4~7.5 hr OFEPH, CLT ON-H)fEIL 5.1~6.3 L/hr OFEHICH D | &
HEIZ» b L TRETH -,

® VyDNWHIEIL 30 T 90 mg F 5L IZENZE I 65.3 TN 673 L, 600 mg %5712 485L Th
0. B EOHEII LS TP T 2N AL, £, Ve OFEIMET 30 mg 2 5-1%
I225.0L, 600 mg & 5-1%I278L TH Y. Vq & AERICE G- EOHANZES TR L7,

andexanet @ PK /X7 A — & % Table 2.7.6.1-2

Table 2.7.6.1-2: /a2 /N— A MERIZK YEH L =M%+ andexanet D PK /A5 A —4
(PK f# Tt RE&EH)
Cohort 1* (N =6) Cohort2 (N=6) Cohort 3 (N=6) Cohort4 (N =6)
Pharmacokinetic
Parameters Mean + SD Mean + SD Mean + SD Mean + SD
Cumax (ng/mL) 3078.35 10779.47 + 5278592 + 93288.30 £
389.220 4113.716 13160.802 14212.071
tmax” (hr) 0.214 (0.17, 0.29) 0.227 (0.18, 0.29) 0.260 (0.17, 0.34) 0.506 (0.42, 0.52)
AUCq.24 4564.204 + 12472.89 + 61030.90 + 117230.5 +
(ngehr/mL) 472.51849 3492.4875 15438.452 17385.398
AUC.; (ngshr/mL) 4508.725 + 12463.56 + 61037.41 + 117246.9 +
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Table 2.7.6.1-2: / ra2/s— A2 MEHIZEYER L-M%E D andexanet D PK /N5 A —4

(PK f2rt R&EH)
Cohort 1* (N = 6) Cohort 2 (N=6) Cohort3 (N=6) Cohort 4 (N =6)
Pharmacokinetic
Parameters Mean + SD Mean + SD Mean + SD
471.64143 3474.0231 17384.605
AUCy., (ngehr/mL) 4712.788 + 12621.60 + 117712.9 +
507.68220 3445.4374 17276.645
ti2 (hr) 7.250 +2.1400 7.378 £2.2142 7.460 + 1.5821 6.403 + 1.8788

L, (/hr) 0.1028 £ 0.030034  0.1087 £ 0.059644  0.09592 + 0.017299

0.1142 + 0.024816

CLT (L/hr) 6.303 £ 0.68095 6.241 £ 0.91761 5.126 £ 1.1629 5.175 £ 0.63863
Va (L) 65.27+17.614 67.29 + 23.052 55.39 £ 19.891 48.49 £ 18.463
Vs (L) 24.95+5.5773 14.80 +4.1589 8.272+£2.3977 7.818 £1.8110

2 Without the 0 hour concentration value of Subject -
® Tmax is presented as Median (Minimum, Maximum)
Cohort 1 = Administration of 30 mg andexanet IV bolus
Cohort 2 = Administration of 90 mg andexanet IV bolus
Cohort 3 = Administration of 300 mg andexanet IV bolus
Cohort 4 = Administration of 600 mg andexanet IV bolus
IV = Intravenous

Source: 11-501 study CSR Table 4

= B A MR &0 B L7z M andexanet O 534 AH O ti2 % Table 2.7.6.1-3 12779,
®  ARAHD tip OEHMEIZ, 9 0.4hr 2555 0.8 hr OFEIPHIZH > 7=, HGEOHIMNZ E - TIER
T HMM M2 DAL, 600 mg £ 5K DfE 1T 30 mg H GHEOEDOK 2 5 TH - T,

Table 2.7.6.1-3: a2 /N\—FA Y MEHFIZKYEH L-MIEH andexanet D 2D t12 (PK £Z

et REMH)
Pharmacokinetic Cohort1*(N=6) Cohort2(N=6) Cohort3(N=6) Cohort4 (N=6)
Parameter Mean + SD Mean + SD Mean + SD
Distribution ty/, (hr) 0.3867+0.21311  0.5466 + 0.34629 0.8407 + 0.12402

2 Without the 0 hour concentration value of Subject -
Cohort 1 = Administration of 30 mg andexanet IV bolus
Cohort 2 = Administration of 90 mg andexanet IV bolus
Cohort 3 = Administration of 300 mg andexanet IV bolus
Cohort 4 = Administration of 600 mg andexanet IV bolus
IV = Intravenous

Source: 11-501 study CSR Table 5

R andexanet Ji &

® JR andexanet 2 1TV T OB G-E T b EHERE O2HE R T LLOQ A Td > 7272,

R andexanet @D PK /XT A — X RO D Z LIXTERhoT=,

#17%

FRZHr S 720 RY . BURIZIE PD §HEEE (AIEESUIRN—R2 T A in b OZEER) O E
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DR 7T,

Andexanet Z &5 L7- BB O MAEEZ W, FXafREAY X—a 2V XU OTFEE T, ex vivo
THLFXa iEMEZHIE LR, U —a X002 k0 B L72P FXa iEMEAS, 90 mg DL E
DEEHETN—RAT A Ll LT 80%LL FAK T L., 300 & Tr600 mg BETlId /e & bih
% 3 Al & THL FXa I PE DR T 25Fft L7 (Figure 2.7.6.1-2), £ 72, andexanet & $¢5- L 7-#
BE o2 AW Texvivo Chur U EVREAREZRIE LI Z A, hr B VEARD LA
(VR—a X P _RURgE 2T b e B EARREOIS]) 23580 Sz (Figure 2.7.6.1-3),
T ERBHETIEINL OERITRD bR o7,
Andexanet % #5- L 7= 5E O Mk E= AT, PUBEBEFI= 930 VOFTE T, ex vivo T
ha v U PEAREZRIE LS, andexanet 600 mg B ClX hr v BV pEARED EH (=
XN UNFI X T b o B pEARREOH]) 235890 547z, Andexanet 30 2 OY 90 mg
MO U EVEART T 7R LRETH -,
Andexanet # 5% D D-# A ~—, F14+2 LN TAT I, _X—R T4 U EOT T BREEL il L
TN L7z, D-# A ~—KO FI1+2 TiL, EEOHEINIES> TR—=AT A4 b
DELENRKE L 20T,
Andexanet ¢ 5-1% ¢ TFPI (Z—@PEIZAD LT, XR—=2 T4 VKO TR REEE Flalb L~L
THERE L, BG5EOBINCHE- TR VD3 20858 biviz, FX, Fg KO AT-IIT OH#E
Bl2iE, —EOMMIEERD b oz,
C3, C4 KU CH50 DX—2 T A b DEALEROHERIZ, andexanet DI G- #&IZ K HiE W
<, TR LERKTH ST,
dRVVT |[JIEBREER G HITIER L, 5% 14 HHOX—ZX 7 4 U b O L#IX, andexanet
DA 5HET 0.802%~12.918%., 77 EAHRHET 8.046% CTh o7z,
Andexanet #5-% @ PT, aPTT KX ACT OD_R—2Z2 T A b OELRIT, W T H+10%0A N
Thh, F7F7ERHELFEKRTH T,
278 — b 4 T andexanet 600 mg $¢ 5-% O 4-Fl PD ~— B — % FEMNHE U755 TFPI (GE
FEOTIRIE R OYENE) NR—A T4 U ROT T REE & e LT 5% 24 Rl E CIRME %
IRUTED, IRIFAR—R T A UAFE~EIE Lic, [RFRFZ, tPA, PAP XY TNF [ EX— R F A
YINDDEACENT T AREEL Y &fEA ., sTF, sTM & U PF4 [ 3ARfE 2 7~ L7z,
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Figure 2.7.6.1-2: Andexanet (PRT064445) XIXT75tAR%#&%5 L -HEBREDMIEIZ ex vivo T
JN—0OFH/N> 50ng/mL ZHFMLIzEEZDH FXa BHEDOHRE . R—X 54
UhHDERE (%) OFHE (PD@EFTIRER)

80 B——F Administration of 30 mg PRT064445 IV Bolus (Cohort 1)
©--9©  Administration of 90 mg PRT064445 IV Bolus (Cohort 2)
$— —  Administration of 300 mg PRT064445 IV Bolus (Cohort 3)
601 &4 Administration of 600 mg PRT064445 IV Bolus (Cohort 4)
#—*  Administration of Placebo PRT064445 (Placebo Group)

Mean % Change From Baseline Anti fXa Activity (50 ng/mL Rivaroxaban) (%)

\ \
Day 14 Day 28

Day 1 - Hours from Dosing
Source: 11-501 study CSR Figure 19

Figure 2.7.6.1-3: Andexanet (PRT064445) X(I 75 tR%E%xE L -HEREDOMEEIZ ex vivo T
JX—0OFH/N2 100 ng/mL ZFMLIZEED MOV E VELROHER . N—
RSAUNEDELRE (%) DOFHE (PD FEHTIRER)

100 G—F  Administration of 30 mg PRT064445 IV Bolus (Cohort 1)
&~ -9 Administration of 90 mg PRT064445 IV Bolus (Cohort 2)
&= —  Administration of 300 mg PRT064445 IV Bolus (Cohort 3)
80 - &~ A Administration of 600 mg PRT064445 IV Bolus (Cohort 4)
*——  Administration of Placebo PRT064445 (Placebo Group)

60

40

Mean % Change From Baseline Thrombin Generation (%)

Day 14 Day 28

Day 1 - Hours from Dosing

Source: 11-501 study CSR Figure 21
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S R

® Andexanet XL 7 7 EREK LG INTWTHOHEERE TH ., U andexanet Hifk, HT FX Hiik &
UL FXa LRI 2 s S 2o 7z,

®  Andexanet 600 mg #ED 1 T4, $T andexanet FLR DG Z 7~ L7223, FIE TRt i
BENT, RPEERE CTliE andexanet (219 2 P FIEMEIZERD LR ho 7=,

Z4etE
BEFROME% Table 2.7.6.1-4 |\Z7T,

® Andexanet 30~600 mg % B[R 5 L7z & & OFRMEIZRIEIT R0 o T2, 4 32 BB ARIRER 2 52
TL, HEROEKRRLZENE EORBEIZRD N7z, MEMES LI Lo 72,
EAZSE D BUGEFRWT, AR CREL LA EFEFRIT —RICIEFFRN T, k5 &E& L OR%
LARD LRI T,

o R IIHEEDOIEREERIENIMED SIEA 3 HITAF 15 R b, BB L ORE
BRIV TRED 2000 LLRVWESBEDH Y | Th-o7z, 3 6 2 6113 90 mg #ED
W T TR LG T IEICEY (1 F11E 600 mg FEOPEERE T G HEDLEF 2 LT,
FEAITPE D ROSOWNEITRAL, FF, IRE, PP iies ., Mo, Bhi, Moiedum, SR,
WK O NEECH Y | F LWIATEIREDOZELLT 7 4 7 F U — 130T hoiRETYH
BOLNRoT=, 1 FITIHER (P72 RIIVoBEERKRAO®KYE) 2ELZN, 2 4
FALE 7 < [BIHE L 7=,

® HEENAEFSLL LT, andexanet 30 mg FED 1 B THIR N FRD BTz, FERFHITIEBRIEHK
H#% 3 A T, APt 2 L, B & ORRERIL TR L/EER WD L Thol,

° AMmmawm%ﬁ®1w(dﬁ@ﬁﬁ)Tﬁﬁﬁ%ﬁﬁ%éhtoxﬁu~:yﬁ@§ﬁ
K O H-i H O MIEEIRREIXEECH 720, & 5% 28 H B p-t MEEEITF R
Fr ' (BUF, B-hCG) 7% 85.6 mIU/mL (FEYERIPH : 0~29 mIU/mL) &[Gtz r Uiz, £92 %
A %23kt U 7= BE o Mg ERR A I ZENE (B-hCG : 0.0 mIU/mL) T& - 7=, 1RERFE Y ERfiIE.
AFELR LRI E O EREGRE Bh#b 500 LW oBEH Y | LHE L,

® 32 17 6] (53%) THE S HOAEFEFELNHREL L=, BEREAIDONFRIL, andexanet 30 mg
FET 6 4 3 451, 90 mg AET 6 Bt 5 i, 300 mg #ET 6 15t 3 5], 600 mg T 6 5 2 4,
T ERBET8HIF 4B TH ST,

® MedDRA DOEEHIRSIATIE [ - £HEEL LOERGHMAOKE] [CoBEI A HESF
S %<, 32 B 8 Bl (25%) THAFF 12 38 Uiz, 12 9 10 13 M 48 22 M ERAL K OY
NN OB EEG Th > T, [l 2 OF EFEFG CTIIEHR & O & 22RO i AE (% 4 41, 13%)
BEb <. WOTHEANICED UL BBl 9%) »3EhoTz, SIFOFEEFEFERD S L 44 1
SRR 7 (EACEE D SOS L OB B34 2 . SR, DR OWRAE 1 4) »
HEETholo, IRBRIKE ORFEREGEN BEH 00 LW EaREH D | LHEIH
TAERGIL, S1FEFR30FETHo T,

® [ERMARHOAERLIL 2 HCRRD L vz, WRRITGHEREGRD 23 1 61 (andexanet 300 mg
), 79=27 7 b7 AT7 27BN, TARNTXUBTI /) N7 AT 2T —8
RO 7 V7 F AR AR T — B4 1 6] (andexanet 600 mg Ff O [F]—#EERFE |
HRGE L bE—) Tholo, BIREE OREREMBRITNTILE TBHER L/EIEZR NS LU
Tholo, HFEELOHEMITEG% 14 HENOERD HIL, ALT 28 185 TU/L [FEUERIPH (10~
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60 IU/L) ], AST 78 434 TU/L [JE¥EHIPH (14~471U/L)], 7 L7 F > FF—F (LLF, CK)
23 19740 TU/L[FEYEFEPH (34~200 TU/L) J~H400 L 7=, FLER I K %55 (LDH) O H4N (752 TU/L,
FLUERPH ¢ 125~248 IU/L) MO CK-MB O/ (29.49 ng/mL, FUEHIPH : 0~2.8 ng/mL) %
BOONTZ, BV NLEEORT VAN RAT 7 X4 —BILIERW ThHh-o7l-, 388 7 BHHEIZIE, ALT,
AST KON LDH I3 EHERPHN (22 47, 25 ROV 220 IU/L) ~, CK [3IE#EEPE EIR % b
TMNIHEZHRE (201 TU/L) ~EE L, A5 OEZOEINTIWTS i ETh o7,

® NAxYA Ly DB, FRETR L OERREMOHER IS < ZaMRii ¢k, EER
FTRITFRO o7,

Table 2.7.6.1-4: BHEZEZROHME (REeMETIREM)

Andexanet
MedDRA Preferred Term 30 mg 90 mg 300 mg 600 mg Placebo Overall
Adverse Event? (N=6) (N=06) (N=6) (N=6) N=398) (N=32)
Number of Subjects Dosed 6 (100%) 6 (100%) 6 (100%) 6 (100%) 8 (100%) 32 (100%)
Number of Subjects With AEs 3(50%) 5(83%) 3(50%) 2(33%) 4 (50%) 17 (53%)
Number of Subjects Without AEs 3 (50%) 1(17%)  3(50%) 4 (67%) 4 (50%) 15 (47%)
Number of TEAEs 10 15 6 13 7 51
B R 1(17%)  0(0%) 1(17%) 1(17%) 0 (0%) 3 (9%)
HE R 0 (0%) 0 (0%) 0 (0%) 1 (17%) 0 (0%) 1 (3%)
TREE R 0 (0%) 0 (0%) 1 (17%) 0 (0%) 0 (0%) 1 (3%)
NI 1 (17%) 0 (0%) 0 (0%) 1 (17%) 0 (0%) 2 (6%)
M i 0 (0%) 0 (0%) 0 (0%) 1 (17%) 0 (0%) 1 (3%)

— % BHEEBLOBEWMD  2033%)  1(17%) 2@33%) 1(17%)  2(25%) 8 (25%)

7T — T VR AL 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 (13%) 1 (3%)
H T —F VR SR AT H 0(0%) 1(17%)  0(0%) 0 (0%) 0 (0%) 1 (3%)
AT —T VR BN E 1(17%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 (3%)
77— T VR E S SR 1(17%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 3%)
AT —T VR AL B 1(17%)  0(0%) 0 (0%) 0 (0%) 0 (0%) 1 3%)
AR 25 B 1(17%)  0(0%) 0 (0%) 0 (0%) 0 (0%) 1 3%)
TN 0 (0%) 0(0%) 1(17%) 0 (0%) 0 (0%) 1 3%)
Jm%%?ﬁﬁu%wmlﬂ% 0 (0%) 0(0%) 1(17%) 1(17%)  2(25%) 4 (13%)
B 2R BT 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 (13%) 1 3%)
JEYSIE 5 & OVER A HUE 1(17%) 0 (0%) 0 (0%) 0 (0%) 1 (13%) 2 (6%)
Jiti 2% 1(17%)  0(0%) 0 (0%) 0 (0%) 0 (0%) 1 3%)
ARGE R 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 (13%) 1 3%)
BE, hER X OWLE S DHE 0(0%) 2@(33%) 0(0%) 1(17%)  1(13%) 4 (13%)
PR BB T 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1 (13%) 1 (3%)
TEAIZPE D B 0(0%) 2(33%) 0(0%) 1(17%) 0 (0%) 3 (9%)
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Table 2.7.6.1-4: HEEZZROME (ReMUBIIRER)

Andexanet
MedDRA Preferred Term 30 mg 90 mg 300 mg 600 mg Placebo Overall
Adverse Event® (N=6) (N=6) (N=6) (N=6) (N=8) (N=32)

BRI A 0 (0%) 0(0%) 1(17%) 1(17%) 0 (0%) 2 (6%)
TI=T I T AT 0(0%) 0 (0%) 0(0%) 1(17%) 0 (0%) 1 (3%)
5 —-P N

TARTERUBET I b7 0(0%) 0 (0%) 0(0%)  1(17%) 0 (0%) 1 (3%)
A7 =7 —EHEm

M7 L7 ForRZRFF—  0(0%) 0 (0%) 0(0%) 1(17%) 0 (0%) 1 (3%)
B

B HREREC R 0 (0%) 0(0%) 1(17%)  0(0%) 0 (0%) 1 3%)
B HS R KOS kb 0(0%) 2(33%)  0(0%) 0 (0%) 0 (0%) 2 (6%)
R 0(0%) 1(17%)  0(0%) 0 (0%) 0 (0%) 1 (3%)
5 R 0(0%) 1(17%)  0(0%) 0 (0%) 0 (0%) 1 3%)
PR R P 2(33%) 1(17%) 2(33%)  0(0%) 0 (0%) 5 (16%)
RAEPED F 0 1(17%)  0(0%) 0 (0%) 0 (0%) 0 (0%) 1 (3%)
GIEpR 2(33%) 1(17%) 1(17%)  0(0%) 0 (0%) 4 (13%)
fBETHR 0 (0%) 0(0%) 1(17%)  0(0%) 0 (0%) 1 (3%)
IR, PERRIS K OVE EEH] DK EE 0 (0%) 0 (0%) 0(0%) 1(17%) 0 (0%) 1 3%)
H SR PE 0 (0%) 0 (0%) 0(0%) 1(17%) 0 (0%) 1 3%)

2 AEs are classified according to System Organ Class (SOC) and Preferred Term of MedDRA Version 15.0.
AE = Adverse event, TEAE = Treatment emergent adverse event
Subjects with more than 1 AE (preferred term) are counted only once in the overall total, or if relevant, in the total by SOC.

Source: 11-501 study CSR Table 6

=2,
i i

o

Andexanet & & NMIFIOTEEG L7z “EHEMR Y 7 AR T, 30~600 mg H[a[# 5K
BENER BBV R SN, SECROERRZENE EOMEITFEO b T, mietEFEs
HFRBLL 2o To, BE IR EEOIEEERIEAITED KOS 3 FITHREL L=, Z0fh
DHEEFRGII - RICHEREN T, BEGELOBEBRLRD NIRRT,

Andexanet O [ 4EFREE B3 ITIEHEFLAIATHMN L, R D t1p OFEEIL 6.4~7.5 hr D
FHICH > 72, JRHIZ andexanet R SN2 o722 b, B2 U7 7 2 Al andexanet
D FEFRTE IR TRV T L AVRIR E L7z,

Andexanet Z # 5 L 7R E O MAEAE HNT, U A= XA OFET, HL FXa {EPER
ha B UREAREE ex vivo TRRETLTZEZ A, UAA—a P08 B L72HL FXa i
PEOR BN RETE, brr EVEARD EH (U A—a X U ngl&iRzd ey
v U EARRE OINH]) 2338 H AL, andexanet DAEFMEFE & —E T AR TH T, FT7-.
andexanet & #¢5- L 72 #5RE CiL, TFPI OO T & ZHUCfHES D-# A ~v—, FI1+2 &
O TAT OHIINFE® B, andexanet 23 TFPLIZAS G35 2 L AR &7z,

WL OHERE T 4 L andexanet HUA, Bt FX HLA KL UL FXa URITR O HivZe -7z,
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2 16-512 388 (MEABKREXNR. £F5EH. E221—)L5.3.1.2-1)
FIR OO R R A FREHE R A 1 L RS TR ¢y U 7= andexanet & ¢ 5- L 72 & & O IR BEIRE,
REVER OBFMEZFHET 5 T > % b, “EEHR, 77 2R 1 R

VRBR M MERR B OV ¢ 1 MR CRE)

BRI - RERBALEH (W OBERE OXERR) 201742 H 26 H
REE T H (RgowsEoszTH) 2017449 A |0 [ssremmyin s
55 Xa {7 (LUF, FXa) BLEH (7 EFH A0, U A—mHP 0 Ix R
o) frhak—r] 2017 A e DR PXa EA (DT,
)X PN ) FEhHak— K]

RERO - 55 148

A
NX—F1

AIEBRO = 1 O BWE, # LWRERLE T (Generation 2, LL T, GEN2) Tl L7z
andexanet Z FV 72 844] [LLF, andexanet (GEN2 #5) | &7k D JFEERIE T#2 (Generation 1,
PLF. GEN1) THiE L 72 andexanet 2 7= #%] [LLTF, andexanet (GENI #5) ] % FXa [
(T EXT AN RN N—m N BENTEEIREEORBRE TG LT & & 0EyE)
e (IR, PK) KROSETERER (LLF, PD) ORI AEMZ 7R3 Z LI ONT GEN2 fufl
® PK, PD ROLLEME 7T vRELE L, T2 THotz, /S—b | OHMOEME
Table 2.7.6.2-1 127”7,

Table 2.7.6.2-1: /A— k1 DBE®

HH H Y

Hpghre | FEHM | &5 0 K O EIREEME F Cof g R ERFRE MR T EE (LT, AUC.0)
ZHEIE & L C. andexanet (GEN2 $U%|) @ PK % FHMii4 5.

Eor

RIRBH) | 35 0 RefH] D> & Bl i B AT REREIR] &£ C o0 I A v i EE e ] b bt T imifg (AR

AUCo.) « s MR EE (BAF . Conax) « B ML PR FE B ERER] (BLF | tmad)

EARMBOMICEEH (LT, tin), 2V T T A, EFIREOSAER,

KO IHEEE (LLF, Lz) @ PK /N7 A —Z 2451 & LT, andexanet
(GEN2 #44) @ PK Z#Hii74 5,

HFH | EEEM | P FXa 5% PD OFERE L LT, andexanet % 5- L7= & & D FXa [HEA|ID
1EH PrEgE /EH O b & FH 3 5,

IER | @ FEFEAS FXa FLEAIRE 2 PD OF5EE L L T, andexanet Z % 5- L 70 & &
O FXa BREA OHUEEE 1B O L 2 T3 2.

® ul B UEARDEIEZ PD OFEME L LT, andexanet Z %5 L7z &
O FXa FHEH OHUEERE1EH O b 2 7l 5,

Hl

BERIMED e TurrvE UM (LLF, PT)., &MALEH D ba R 7T X F e
(AT, aPTT) K ONEMEEEERE (LT, ACT) ZHEfEL L <, &#EE
MDA RIET B E TN 5,

X ® Andexanet (GEN2 $UA]) oZ4e: (Hmmpksige, maethFge k O E R
MEETe) T 5,

R
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N—hF2KO/S—F3

ABBRO/S— K 2 KO3 OHMIE, FXafLEA] (T x> U R—agXH 0 /%4
RY U ROT REP30) OPRRFEEMNEF IRIEO @R I GEN2 #UF| 2 5 L7 & & D GEN2
#EID PK, PD KOVE2ME T TR L, FHliT5Z & Tholz, /X— 12 KUVS—1 3
® BHIDFEM % Table 2.7.6.2-2 1279,

Table 2.7.6.2-2. /A—Fr2RU/N—F3DHEW

HH HE

T g ® AUC,.. %45 & LT, andexanet (GEN2 #Al|) & PK Z§Hlid 5,
® AUCO-t\ Cmaxx tmaxx t1/2\ y U 7? :/X\ A’:‘Eﬂﬁ%ﬁé@%ﬁﬁ%\ Lz ©® PK /\Oif
— X ZRfE L LT, andexanet (GEN2 fiAl) o PK %34 %,

HAVFER | @ BLFXaifihtEa PD OFEfE L L C. andexanet Z %5 L7z & & ® FXa BLEH| O HL%E
[ D RN 2 R Al 3 5

® JEfEAM T R¥H N RES PD OfEEE S LT andexanet Z % 5- L 72 & & D FXa
PLER OHUEEEER OB 2T T2 (= F:R AU EHEark—FDOH),

® | UEUVEAROEIEZ PD OfFfEL LT, andexanet Z 5 L 72 & & D FXa
FH. A O B E 1/ H o 2k 2 584 %,

® HLMikEEE S a K1 (BLF, Flla) i&PE% PD OFFFE L LT, andexanet % {5 5-
L7z & & Dft Flla OFEEEFEHOELZFIT 2 (= FF Y b ak
— hD#H),

® PT, aPTT M UNACT Z48F & LT, BEENEIEDZEAIC KT I B 27T 5.

e ® Andexanet (GEN2 #Hl) 724t (Mg, et F8 8 Oe g JF Mk 2 &
) LT 5,

REBRT YA v
ATEER L FXa L EFEE N EEIREBICET S CRE SN @FEERE L SR E LT 2 A
ft. —EHEBRRRTH-T-,

AJRERTITLA T 23 L7z
® Andexanet (GEN1 7' &2 & & 2 filHl) }% ON andexanet (GEN1 7'zt & 3 HlA&l) & andexanet (GEN2
) D PK KU PD ORI

® Andexanet (GEN2 ##() 12 L% FXa [LEAOFUEEEH OB (77 2 AR%H) ORE
® Andexanet (GEN2 #Al) Dzt OB

ARIGBRIEL 3 73— b 11 28— b T & 47 (Table 2.7.6.2-3) . #RE X, WTFho=ak— kT
b A7 V== T ROBEIZICT o F LM S, TRBRERMMERIZ 8 AMARBE L, FXa PHLEAIE
ENEFIREIZET D L 912 FXa BLEAI% Day 1~4 F TRE SNz, /S—F 1 KOX—=1 2 T
IZ. Day 4 @ FXa BHER ORERG N HK 3 XiE 4 Rk (FXa FREA] D tmax 73T) 12, andexanet
DAR—TF ABLEATH N TRl G2 M S iz, 23— b 3 Tk, FXa BEEA OG- 8 R %
WK & D andexanet # #5935 adm— bk (am—h 10 KON 11) 2ED7, #RF 1L Day 8 I[Z1R
BRIERfERE 7> HIRBE L, Day 32 (+3) £ CLEMNELE I,

Table 2.7.6.2-3 |2/ A — F &% (T, LA O PK KU PD OFALMEZ i L 72,
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TEXY AN Smg a1 H2EERELEEE, ZOREES 3 KiH#%2> 5 andexanet (GENI
a3 AN ZEHETKRE LSS (24— 1) &, andexanet (GEN2 #5]) %K
AETEE LSS (2h— 14 OPKKUPD O (ah—b lvs adk—h4)
TEXRY AN Smg A 1 H2EERELEEE, ZOREES 3 KH#%2>5 andexanet (GENI
a2 A ZEHECTKRE LSS (24— 3) &, andexanet (GEN2 #45]) %K
AETEEG LZEA (28— F4) OPKLKOPD Ok#E (2h—h3vs 2dk—h4)
U= X" 20mga 1 H1LEIHRE Lz L & ZOREE 5 4KF 77> 5 andexanet (GEN1
a3 AN ZEHECTHRE LSS (24— 2) &, andexanet (GEN2 #%]) % &
AETES L7256 (ah—135) OPKLKOPD O (ahR—hk2vs 2FHR—15)
TEXY AR 10mg & 1 H2EEEG Lz d X2, F0R&E5 3 FrE# 7> 5 andexanet (GEN2
AN AEHETERSG LGS (2F—188) &, 7EXI AU Smga 1 H2EIES LIE
X, FOEMEBEE 3 %55 andexanet (GEN2 Al Z{LHE TR E L1254 (24—
~4) ©PD DG (adk—k 8vs AR — | 4)
UNR—a X" 20mg 2 1 H 1 EHERELEZE X, ZOKKES 4 K75 andexanet
(GEN2 ) Z@mHETHE LSS (ah—8s5) &, U AA—mXH A" 10mgak 1 H 1
Bl G- Lo & &0, EORKEE 4 K% )5 andexanet (GEN2 Al Z{EHETHER L L1
Yt (2A—19) OPDDkKE (2AR—hKS5vs 25K—109)
T XYY Imgkg & 1 H 2 EEL Lizd X2, ZORKES 3 K755 andexanet
(GEN2 K #EmHETHRG LGS (adh—h6) &, =/ XFH ) v Imgkeg % 1 H 2
Bl 5 L7 & ZI2, ZOKERE 8 K% 2> 5 andexanet (GEN2 i) #{LH=ETHRE L7
Y& (2AR—h 10) O PD OE (aF—F 6vs 2A— T 10)
T REH AN 60mgZ 1 H ARG L& XIC, ZORKEE 3 %225 andexanet (GEN2
A ZEHAETEELESGS (A —F7) &, = R¥EHPAU60mg & 1 H 1 REE LK
L XD, FORKES 8 K7 5 andexanet (GEN2 Al ZKHE TR E L7254 (=K
— b 11) ®PD O (m4—h7vs 2d8R—F11)

AR — h 1~3 TET T ERBEEZR T RP o707 U MUIARE TH o7, 2R — 4 K

5 TiX. andexanet (GEN2 #H|) Zt h~HOTHEETDHZ D, HWREOLREEHRT ST
DERYIO 3 PNNIA =T TV TEREG LTI KD O 10 flz@Eii7 vy 71Kk > TT7 7 ok
L andexanet (GEN2 #A|) MiX7'Z7®HFOWT NN 73 OEETE Y 172, 24— bF 6~11 T
I L8BRE % andexanet (X7 7 BEARDWT I Table 2.7.6.2-3 IR Lz BVEIVHIFHZ & L
L7,
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Table 2.7.6.2-3: FaR— FTEREMNFESN-EH., K58, BEAZRUVHERER
Part Cohort FXa Inhibitor Andexanet Dose Andexanet Dosing N (active/
Time placebo)
1 1 Apixaban 400 mg bolus + 4 mg/min 3 hours after last 10/0
5 mg PO BID 120 minute infusion dose of apixaban
(Generation 1 Process 3)
2 Rivaroxaban 800 mg bolus + 8 mg/min 4 hours after last 10/0
20 mg PO QD 120 minute infusion dose of rivaroxaban
(Generation 1 Process 3)
3 Apixaban 400 mg bolus + 4 mg/min 3 hours after last 10/0
5 mg PO BID 120 minute infusion dose of apixaban
(Generation 1 Process 2)
4 Apixaban 400 mg bolus + 4 mg/min 3 hours after last 10/3
5 mg PO BID 120 minute infusion dose of apixaban
(Generation 2)
5 Rivaroxaban 800 mg bolus + 8 mg/min 4 hours after last 10/3
20 mg PO QD 120 minute infusion dose of rivaroxaban
(Generation 2)
2 6 Enoxaparin 800 mg bolus + 8 mg/min 3 hours after last 12/3
1 mg/kg SC BID 120 minute infusion dose of enoxaparin
(Generation 2)
7 Edoxaban 60 mg 800 mg bolus + 8 mg/min 3 hours after last 12/4
PO QD 120 minute infusion dose of edoxaban
(Generation 2)
3 8 Apixaban 10 mg 800 mg bolus + 8 mg/min 3 hours after last 10/3
PO BID 120 minute infusion dose of apixaban
(Generation 2)
9 Rivaroxaban 400 mg bolus + 4 mg/min 4 hours after last 10/3
10 mg PO QD 120 minute infusion dose of rivaroxaban
(Generation 2)
10 Enoxaparin 400 mg bolus + 4 mg/min 8 hours after last 12/3
1 mg/kg SC BID 120 minute infusion dose of enoxaparin
(Generation 2)
11 Edoxaban 60 mg 400 mg bolus + 4 mg/min 8 hours after last 12/4
PO QD 120 minute infusion dose of edoxaban

(Generation 2)

BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; N = Number of subjects; PO = Orally; QD = Once daily;

SC = Subcutaneously

Source: 16-512 study CSR (direct inhibitors) Table 2
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ERES (BHERe & OVENTIE)

FHERE © 144

FRATIRE  EHAERA FXa BHER] (T XA U AA—a AN RN y) b o
A=k (maFR—hk1~5 7~9 KO 11) 122 il [PK 96 f5 (andexanet ¥ 5-f50>7+) . PD 118 {5,
2t 18 fl], =/ XYY o ak— K (adk—F 6 &0 10) 31 #] [PK 24 fi (andexanet
5o, PD 31, Z24tt 31 6]

SRER GRINEMER BRI EEDOE)
LUF OBRIERE R 3T 72 U BRAMEED W 4L S ViR U 70 W SREE 2 RTS8 ek LT,
HER L UE

1) BEFEEE, BRpr R (ER OWREEcE i) . 12 8.0 BRI R ORI RS E | 155k
Y ERR MR &I L=, 2B, MUllcay br—v&hiz, ZELEWEE (=
b= VSN EMmERE, A A CIMEANERERIE . ZTEIERIEIE, ORISR IR T
FE7R &) AT HE L, IRBH Y EA O BRI EIENIC RS X B ERATRE L LT,

2) Him%ﬁ®$#@1&ﬂsm@%

3) fER L T2 5B R 5 LR ARG A 2 TR Y AT 2SR L TR Y AT O 5
W o lga . IR EN O OFRE R ILT 2 Z LICFE LcH, RN~ LT
BEX I VAR R T ARG ANEE R AR & Lz,

4y PIE OB IE L OVEREHIIR 2 #5735 Z SICEE LaE, BRI A7 U —= 0 JRdi
O Day -1 OIHHEMRA CRENHR TE 52 &,

5) A7 U —=V7HR&ERKD Day -1 ([ZUGHFE MEA 160 mmHg A 2> -2 41558 ) if )£ 23
90 mmHg A DF

6) Day -1 OHi[ 28 HLUNOMRA TLL T OERRMRAE 2 FEERHEAN O,

a) PT, aPTT, ACT
b) ~NEZmbEY ~v 7 Uy b MR

7) Day -1 OFi[ 28 HLUNOEA TLL T OERRRA B FEERP LR 2 f5LLFOF,

Q) TANRIXUBETI ) NI AT 2T7—8, 7I9=20T7 I M0 AT7=27—8, ¥
U LE Y

8) Day-1 D128 HLUND A7 J—=2 7E TGS L7 F =20 1.5 mg/dL Kl DF&,

9) Body mass index (LLF, BMI) 2% 19~30 kg/m? /> > {KE 2 50 kg LA EDF,

10) AB#ifhic T L a— L2 EBER LAV D & & R TIcEHED 2 # i LanZ s
mE L=,

1) FEHRACEZFRACTRET2EAPH D IRREEZBES IIMN LM ZESNARL
RIEEICEA LTEH,

SROM AL YE

1) WZEIZ andexanet DF G A2ZIT-Z Enb D, NFIKIBRICSIM LTI LB H 554,

2) BEH M OB ERE, JEEIEH L oEEE L ER, ATH IO GERK 7263 5%,

3) AZU—=27Fi 6 » AUNIFAZ VU —=2 7 I U 728 8 AR 0338 i Bk &
RLUTEE,

4)  nARSEOBEEREE L IXBUREN H 53 S tEomfiEs L < dmetkdigo ) 2 7 18
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5)

6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

16)

17)
18)

19)

20)

Iz rmed HEE L IHEREZ AT 58, UXMARFED U 2 7 28NS 5 ATREED &
%5 5 T E OB RRER L7,

B« VEEE THE T2 D eV BRI ZEARSE . PRESERIRIMARSE . 2R b DA gE, s (72
72 UM B E LA O R SRR R ATRE L L), DEMIEY, DARE, DDAIE. FRkZE X
WX FREERIEOREEE, Day -1 ORI 2 # A LUNO KT IIME, Day -1 O 4 BHLAN D 2
REfH] DL B OFATHEFS S . B MERENIRRE

PUBEREA 7 X0, UR—aF PN =) F P8 v I RE AR oK
B/ RIS TH D E,

BHREEMDT, TAEY Y (KHETAEY v &2ET), VU FAERE, k¥ FL
i, Tofofii/MEAl (Fl . Frreyr, 7a R7 L), ERAT A RERE
JE A BRMER IR L < IXPuEEE A O 5-% Day -1 O 7 BUWNIZ 1 B THZIT 724,
AT P G0N B L 72D 2 E N TRENDH,

B HGRE AW DT ., FE VBT OER S RGO R VE CMiTEE (TREZ G 1)
HLLUIIT A MAT RO % Day -1 Ofi 4 BUNIZZ T 72F, XIXIRBREIF I Z
NOENMEERDZ ENRTHRINDHE,

LU OWT AN 34 3 2 B T U MARE O FHEREA L < IXfElRN 7263 5%,

a) IMIREEESE VIRTFI74 T %y U7 —XIHREHEAIK
b) FuTArC, FuTAr S XIETF bu e O TG FEERP T FRA

i B 24 U < 1308 PAZEME it B OB 2 3 2 . ST AR &% A3 L < XA
LTWBH,

IHEMED B RIFR U A VA& CRIFR 7 A )V AJEYF . T MR T A LA
1A U< 1k 2 ARG,

F k71— 2 P450 3A4 L O P BEE B O 7 D58 7 72 A XAXFEE A O 3 5% Day -1 O
Al 7 BUWICZ T 723, UXEBRWIM IR G N 0E L 0D Z LR TRINDFH,

Day -1 D#T 28 B LLNIZHLOIEERIZB I L TW D, UL OIEBRED ik 5%, 4%
RN O D 5 5 LLINIC Day -1 BNE E D,

Day -1 OEAIEY I T NV a— A7 ) —= 7Tt E R L, o H LT aL0738
ANSY N VIS YIRVAJIRE S

W) (FXa PHEHRI XL andexanet) DOREA 155 5 RIRENED & 2 NEHA X ITAV IR REIC
HDHHE,

WD DOIEBEA Y (R AL TAX=0 vall iR, v~ = =L KR VX
— 1 80) IZXLTT LIAX—2HFT5H,

RKEXIFIRGREIZT VAR —52HT 53,

BHFOE, XFA 7 V—=2 7 L <X Day -1 OIEIRRE CTHMEZ /R LT3,
BBRFE DIRFE T E DIGIRINIRBR D Fhfi T AE R ORI B % RIF T Al RErEN & 25 0>,
PR OIRFENTIRBRICBINT HZ DU A7 ZINSE 5 A[REMEN & 5 & 155 Y £
DV LTz, Ty a— VE, EWIIRIEOTELR . R E. CAM AL RIRARHO 7 Z
v 7T 7 MIRENRTDEN, TNBITRL R,

AR D F RS 23+ 53 AR R C & 720 & TR R S0 b 5% D Wik B ST BRTH 2 [ Aifi 23:f] 87 L 7=
#,

1RBR O F2hi FIA A T3 5 BED RN,
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BRE - SEAREROERETIE
WRE, HERCHE, &E5HH

Andexanet E5HHLENIE 50 mg//3A 74 (GEN1 & % 2), 100 mg//31 7 /v (GENI 7 r+&
Z 3) X% 200 mg//3A TV (GEN2) O ufiffsz 84| & L T Portola Pharmaceuticals, Inc. & ¥ fil#s
STz, BURETEERANIREE O type 134 7L & UG S du, BT RS A E K 2 H
VT 10 mg/mL (2 FRAfE LTz,

BHE=A—F (=2A—F1, 3, 4, 9, 10 XUV 11) TiL, FXa [LEAOREKESE 3 % (=
A=K 1, 3&T4), 4FH%E (24— F9) XL 8% (mh— k10 LN 11) 75 andexanet
400 mg % #J 30 mg/min OHE THR—T ZAFH L, ZD%, 480 mg Z#J 4 mg/min DL T 120 57
2T TRIEETE LT,

EAEaR— b (adR—1h2, 5. 6. 7 KU'8) Tit. FXa FAEAORKZS 3 K% (aR—
6, 7K Xix4FE% (md— k2 &S5 55 andexanet 800 mg %% 30 mg/min ik i
THR—TAEG L, 0%, 960 mg % 8 mg/min DIHEE T 120 437> F T AT FRE L7,

XTI, HERCHE., BEHM

aR— b 4~11 TiE, LB OVEEENF— T, andexanet Z R TXTORBEZL T 7
T AR O WS R R A IR & LTV,

77 AR % andexanet & [FIERIZ A — T A HAZIT M HHE LT,

OFAE, AEROHE. B5HRH
TIROT EX PN U= Py = RXRYPARCRRT ) PR CEFEHL, IR

BHA Y a— o TAH—T T T4 HIEE G LTz, Wi FXa [H5EA] S Day 4 O]

Wik G2 e LT,

@ TUEXY ANy (aks—Dh1, 3, 45%08) :5mg (aA—hK 1, 3 K04) T 10mg (TAH—
R 8) & 12 HFR] T LI ZEEIF ISR O &S Lz,

@ U nN—uFxH ANy (ak—h2, SKV9) :20mg (ZA—F2 LTS5 XiF10mg (2h—
F9) 10 1E, JIREICRAKE LT,

@ T RXHANY (ah—F7TEOI) :60mg % 1 H 1A, §OZEEEHIROBE LT,

& T /XH NUr (aR—h6KkTN10) : 1 mgkeg & 12 K Z & IZE &G LT,

PHmzE B
MAEH andexanet £ £ % Day 4 OEEFES, Day 5~7 D& 1 FEATHIEL, /v /X— KA
Y MEHTIZE DT DO PK ART A =2 2B LTz, FEPK/NT A—FT AUC& LT,
® ERMOWEAFEH (LLF. tin). tms WEMAEFIRE (LLF, Cnad . 5 0 FEED D i
& RERE M £ T oo MR EERF A AR N fE (DL R, AUCo) . AUCo, 7 U T T 2 R,
ERARIBO SR, KRB OMEKHEES (BLF, L2).,
F7-, MAEH FXa FLEANRE Z Day | O#5-Ri, Day 4 O R, Day 5~7 OF 1 K m CTH
EL, Jora X—=h AV MENHIZEVLLFOPK XT7 A —2ZHH LT,
® 5. tmaxvs Cmaxa BN — T AFEEGHT 2 5O MIEFIRE (Cbolus) . AUCo., 1 #5-[HIRRE D i
TR R AR T AE (AUC) ., 7 U7 J A, Lz
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FIFRIER
BEESRIZ KT % andexanet DVER ZFHM 5 726, BB H O & e C AR IR 2 R EL L |
PUF 23l L 72,
EHRHE
® HiFXaiEMDR_R—RT 1 b DEHR
Bl R H
® JEFAT FXa[HEREEDR—ZA T A4 oD (TEFH AL U _A—p xR =

REH R D)
@ Lol b UEARRDRN—RT A UhbOE
PRER A TE B

® JiFalEEDRX—AT A4 N DOEHE (=) TP R v DR)
® PT. aPTT & ) ACT

Zet

& HEFGR NAZNYA L HRFTR, FRRIMARZEFRIE ORIRAFEAL, BRI, 12358
OEE, (ETE

® [MiEFrA., AfbFmE. Rk, BE~—V— [Febterer77 7208 142 (B
T, F1+2), hrr b7 F hr B AEGEER (LU, TAT) KO7 7 U v ofgiEy (UL
T D-FA~—), 747V =7 KON 7R A e e % — (LUF, TFPD) ]

®  §i andexanet HUIA, HLmKEERE S X K7 (BLF, FX) HUil, L FXa fifk

WEFFIE
BWRERDORE

aR— bk 1~5 O asm— ME O PK T, AR O AUC)D % 1 EERE LT . CV(%)]
Z 15%LL T EARE L, 85% DM /1 C PK LM Z R T 7o DIc+ o el i cd 5 10 i (%
78— b @ andexanet & 5-41) ZFRE L7,

TEXH NG LToaR— MO PD R (ah—h1 & 4Dk, aRm—F3 &40k
i, 2R — k4 & 8DOHE) T, 90%EHEXM (LLF, C) @ FREZ 0.80 LT EERfEA 1.25,
CV(%)% 3% EARE L, 9% D5 71T PD B2 7R3 2 L AN TE DRFE £ & LT 20 6] (%
aR— hTI106)) ZRE L, 2ok, DLEOfGEIR, % 3 Akl (14-503 &) oF — &Ik
DERE LT,

UnN—a PN EFL Li-ak— MEO PD g (ah— K2 & 50k, ah—F5&9
D) TIEL, 90% CI O FREZ 0.80 LT ERRfEZ 1.25, CV(%)% 2% EARE L. 99%E Dk
1T PD UM A RTZ ENTEDWHREKE LT206] (Fas—hTI0H) ZFELL, 7
B, LLEOREIR, 53 HRER (14-504 RER) OF — X ITHESERE LT,

T REH N EHL Lizak— MEoO PD HlE (2h— 7 & 11 O-E) kT ) 98 v
G Llead— Mo PD Kl (28— 6 & 10 D) TiE, 90%Cl @ FIRfEZ 0.80 KO
FBRIEZ 125, CV(%) % 15% ERUE L. &9 88% DI/ T PD BillME 2 3 2 & 8 TE D HRE
FL L T2 (Fams—hTRADN ZHE L, 2B, U EOREIE, 52 Mk (12-502 3
BR) OFT —XITHESEIRE L,

akR—h 4~11 OF% a7k — SO PD ik (andexanet & 77 B RO ) Tid, AEAK%E 5%
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(M) o F, #EfZE% Wilcoxon ONARFIREE T 90%LL EOREZR TRt 3 5 72 O#RE HUX,
TEXH A U AN—a XTI ) TR g L3k — F T 9 (andexanet 6
B, 77 8AR3F), = RPN E2RE Lzadk— T 12 4] (andexanet 8 5, 77 7R 4 )
Thol, ZNOLORMHRIT, 52 kB (12-502 3B KO 3 HHaBh (14-503 3Bk, 14-504 34
BR) OF — XIS\,

s3— k1 Tli&. andexanet D IMATFIRE Z a7k — b T L ICFLlb ket & (WA 5, B TEIME,
MR ZZ, CV(%). RBfTEEME, B CV(%). TRAE, H/ME, XRfE] Z2HWTER L, Hx
DOERE DM IRET —F 2 —FIT LT,
LUF @ @78 — M#C andexanet (GEN1 7't 2 2 A OV GEN1 7'mt 2 3 #4]) & (GEN2
Kl o PK &bk LTz,
® h— k1 &adk— b 4{KHE andexanet (GEN1 7' 2 & 3 flAl|) & H & andexanet (GEN2
A o]
® -— k3 & adk— b 4K E andexanet (GEN1 7' 2 & 2 #Al) &K H & andexanet (GEN2
A o]
® R— k2 & adk— b 5[EME andexanet (GEN1 7' 2 & 3 #lAl) & & H & andexanet (GEN2
A O]

Andexanet AI[# D PK HEIZ 1T, AUCo®D A F-IIME D TFHIH D e K O D 90%CT (i)
AW, ak— MR OMEEAIE R L LIS BT T M EDE | AUCeD %X ED
D 90%CI % FH L7z, AUCo® B -HMED D 90%CI 23 0.80~1.25 OFLFH CELMEDFFA
FPH) ICEENHAE. BETROEVE PR ITEE LW SRR ST D2 & & Lz, 90%CI
O TFHREDS 0.80 ATl XIE EFREAY 1.25 B TH > 7285A1E. 90%CT DIEIE NS _EFRAF K OV [FRAE
DREENLFMETHZ & & LT,

Cinax 2OV AUC o (22T b & P O RAFIM O Lb e O D 90%CI Z RFRICHEE L=, £
fthod PK /RT7 A —Z (2o Cldak— b Z LIt Eo 2B L,

8— K 2 KTV 3 i, andexanet ® AUCo0. Cuax 2 T AUC. D 2&A0SEME J2 TV D 95%Cl % &
HL7z, 2, BEETHE L AUCLD 2 FAEMOZEDEHE KR RZE D 90%CI #5H L., H
BHEIMEAZFEM L=, PK 8T A —F(Zak— FZLICRRRHEr &2 EH L,

EIIFHIER

7R — bk 1~5 T, PK D ks & [FERIZ | andexanet (GEN1 7' & 2 2 H#]) J OF andexanet (GEN1
7'mt A 38K @ PD % andexanet (GEN2 #A|) o PD & bl L7z, $il FXa {EMEDZE(LFRD =
A— FEOED 90%CI (W) ZHH L, 90%Cl RNELIEDFFAFM (0.80~1.25) (& Fii-
S, s TR OE T FXa BLEAIE 5% 0Pt FXa IEEOZLRICEROICEE 2 2L 5 2
RN EFERROT D 2 & & L72,90%CT @ FRRAEAS 0.80 Afiii X i LRRMEAS 1.25 B Th o 725513,
90%CI DBFLEONE _EFRIE KX OV FIRIED R & S/ HaFilid 25 2 & & L7z, F£72. andexanet (GEN2
AN OmHAEaIR— N EHAEFR—FOPDEE (2R— 8 L 4Dk, aRk—F5L9
DO#E, adk—F6 & 10D, adk— k7L 11 OE) Z2EREECITH-T,
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TR XL Lizadk— bk 4~11 T, % 24— PN T andexanet (GEN2 #&l) & 7 F &R
& D PD WWEIIEHREE W TiTo 72, & 2dk— FCTPDAHMliTEE [T FXaiGiE, brr ey
PEARE, FERE AT FXa LEEFIRE (T X0 U AA—a X H AN RO REF N EE a7k
— hDO&H), Fi Flla {5 (= FY Y U E aR— D) ] % Wilcoxon DEALFIREE 2 AV
THE LT, N—RA T A 2D OB [Hi FXa iGHE, JEFESH FXa BREARE (7 B3 P30
UR—a FH AN RN RS R EEaR—soR), $L Flla 15 (= 930 U5 aR
— b DOR) ] TEE (e e pEAR) OREMZEIZ-OV T Hodges-Lehman 7 £ M (Y 95%CI
ZEH LU, WABE COREKELY 5%& Lz,

BEETEME (PT, aPTT OV ACT) D2 b2 35 HE5 & OWE SN 2K L7,

Zetk

HERQIIEREEHAGEEANA—Y 3 161 Z W TR A, BRI, &85 BRI K O
FEARGERNCER LT, 728, RS20V RY | AEFEGIIIRERI (andexanet T 7' 7 HR) &
BRI REL LI R E2 T,

Mg TR, AP mds, RREL OEE~—T— (D-#4 ~—, F1+2, TAT X O* TFPI) %
TR AR A 2 5 G RER K OVRE SN B L 7=,

BB ONR, N—RX T A VRN O

RIGERIZHLAAIL S AL, 4 HIH O FXa [LER ORG24 52T Lo g8k 1%, andexanet X |37 7 &
AROWNTIIZENY 17 5372, Andexanet &G HIIZIRERNG R v 77 o b L7-#iBR#E .
andexanet ¥ 5- 73 R5E T THh o 7245 AE . XX PK & L < X PD fi#HT F O IR S ER B C & 727>
ST-HERE FHIRT 7 22 EOMBEICHESL) 1I2o0nTE, d67IClBRELBML, AKX
77

EREERR FXa BREA] (7T XV U A= AN Ex R 0) e hak— b (=
A=K 1~5, 7~9 KW' 11) D122 D55, 23—k 11T 61 FIRHAANGNTZ, ZDHH 59
BIDTEBRIEDOE G- 252, 16 ZE T Lz, 2S—h2 (ah— b 6 #&<) 12 17 FIBSEAAND
iz, 17 BT R THNIRBREE OB G252 T 7205, 1 BI2NEBRRGEEL 720 . 1 BN EEBRZ Ik LT-7-
O, BREZET LIEHBRE X 15 HICTh o7, /S— 13 (adh— b 10 ZF&<) (2 44 BIDSFHA AT
LTz, FD O R FINIEHREORG 252177203, 1 BINEREZFIE L7720, IBRE5ET Lz
PERE 1T 41 BICTH o7z, EHEEHE FXa [HERE G 28— b TOMBANEBRE B iniRE
ST LW E %% Table 2.7.6.2-4 12777,

)XY R aR—FTiE, = h2 (2F—hF6) IZ166], /N— K3 (zF— K 10)
215 BB AAN BTz, 28—k 6 TIE 16 fl R CUTIEBENE G S, IBRE7ET L,
aR— b 10 TiE 15 BT R CITIRBREN G- S =n, 1 FAIDNBMAREEL e o7o7o, 1B % 5E
TLEHBRE X140 TH- T,

Andexanet X377 B ARBEE SN T X CoOWEBRE (BEHEEMA FXa HEARG aHR— K .
18 f5il, = 7 W)Y U ok — K :31 6, LT RINE) & 22 MR 5T 5415 72, Andexanet
PGS, MfEF andexanet JEE T — & NF O N =T X COWERE (96 1], 24 #) % PK f##T
KGRI E T2, Andexanet XX 7' 7 RN E S, X—2A T A D PD ¥l & OFFAM AT RE 72
R—RF A %D PD G 1 [FILL S SN =T X TOHEBRE %2 PD T REMICE D=, &
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AVERRMT R R RN E TN T _XTOmERE (118 ], 31 i) 725 PD fENT I GEEM D4 & 72 -
oo BB, BoNTT —XIZHSE, PDFHMEIEE Z &2 PD TR EM 23 E Lc, &G
DR—2A T A O N AR FHIEE A Table 2.7.6.2-5 }2 U8 Table 2.7.6.2-6 (27777,

Table 2.7.6.2-4: E#EAE FXa BEARSIR— FOBAANBRERR VBB ETT L

WERE %
Part Cohort Andexanet FXa Inhibitor Planned Additional Completed
Enrollment Subjects Study
(active/placebo) (active/placebo) (active/placebo)
1 1 Generation 1 Apixaban 10/0 1/0 11/0
Process 3 5mg
Low dose PO BID
2 Generation 1 Rivaroxaban 10/0 1/0 11/0
Process 3 20 mg
High dose PO QD
3 Generation 1 Apixaban 10/0 0/0 10/0
Process 2 5 mg
Low Dose PO BID
4 Generation 2 Apixaban 10/3 1/1 11/3
Low dose 5 mg
PO BID
5 Generation 2 Rivaroxaban 10/3 1/0 10/3
High dose 20 mg
PO QD
2 7 Generation 2 Edoxaban 12/4 1/0 11/4
High dose 60 mg
PO QD
3 8 Generation 2 Apixaban 10/3 0/1 10/3
High dose 10 mg
PO BID
9 Generation 2 Rivaroxaban 10/3 0/0 9/3
Low dose 10 mg
PO QD
11 Generation 2 Edoxaban 12/4 1/0 12/4
Low dose 60 mg
PO QD
Total: 94/20 6/2 95/20

BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; PO = Orally; QD = Once daily
Source: 16-512 study CSR (direct inhibitors) Table 5
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Table 2.7.6.2-5: N—R 54 0O AOREFFHRE -k 1~3, EEERE FXa BEAIRS
aR— FOREEBITHRER)

Characteristic Andexanet Placebo
Statistic (N=98) (N=20)
Sex

Female 40 (40.8%) 7 (35.0%)

Male 58 (59.2%) 13 (65.0%)
Age (years)

n 98 20

Mean 38.2 39.2

Standard Deviation 11.59 12.42

Median 35.0 36.0

Minimum, Maximum 20, 70 24, 64
Race

American Indian or Alaska 1 (1.0%) 0

Native

Asian 8 (8.2%) 0

Black or African American 37 (37.8%) 6 (30.0%)

Native Hawaiian or 0 0

Pacific Islander

White 49 (50.0%) 14 (70.0%)

Multiple 1 (1.0%) 0

Other 2 (2.0%) 0
Ethnicity

Hispanic or Latino 31 (31.6%) 9 (45.0%)

Not Hispanic or Latino 67 (68.4%) 11 (55.0%)
Height (cm)
n 98 20
Mean 170.37 171.72
Standard Deviation 8.931 7.064
Median 170.50 171.35
Minimum, Maximum 138.7,193.0 161.8, 184.9
Weight (kg)
n 98 20
Mean 75.40 76.27
Standard Deviation 10.891 14.040
Median 75.75 80.70
Minimum, Maximum 51.1,97.7 53.2,93.0
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Table 2.7.6.2-5: N—R 54 0O AOREFFHRE -k 1~3, EEERE FXa BEAIRS

aR— b OREEBITHRER)

Characteristic Andexanet Placebo
Statistic (N=98) (N=20)
BMI (kg/m?)
n 98 20
Mean 2591 25.73
Standard Deviation 2.555 3.699
Median 26.10 27.35
Minimum, Maximum 19.9, 30.0 19.9, 29.7

BMI = Body mass index; CSR = Clinical study report; N, n = Number of subjects
Source: 16-512 study CSR (direct inhibitors) Table 9

Table 2.7.6.2-6: ~—R 54 UOAOREFFHRE (T/ F59/1) URE3HR— FOREMERENT

XREM)
Cohort 6 Cohort 10
High-Dose Generation 2 Low-Dose Generation 2

Characteristic Andexanet Placebo Andexanet Placebo
Statistic (N=12) (N=4) (N=12) (N=3)
Sex 12 4 12 3

Female 5 (41.7%) 2 (50.0%) 7 (58.3%) 2 (66.7%)

Male 7 (58.3%) 2 (50.0%) 5 (41.7%) 1 (33.3%)
Age (years)

n 12 4 12 3

Mean 40.6 41.5 41.6 38.3

Standard Deviation 10.32 7.23 15.68 14.22

Median 39.5 40.5 38.0 45.0

Minimum, Maximum 23,57 35,50 26, 67 22,48
Race

American  Indian  or 0 0 0 0

Alaska Native

Asian 3 (25.0%) 0 0 0

Black or African 3 (25.0%) 1 (25.0%) 5 (41.7%) 1 (33.3%)

American

Native Hawaiian or Other 0 0 0 0

Pacific Islander

White 6 (50.0%) 3 (75.0%) 7 (58.3%) 2 (66.7%)

Multiple 0 0 0 0

Other 0 0 0 0
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Table 2.7.6.2-6: ~N—R 54 UOAOREFFFIRFE (T/ F59) U5 HR— FOREMEREN
HREM)

Cohort 6 Cohort 10

High-Dose Generation 2 Low-Dose Generation 2

Characteristic Andexanet Placebo Andexanet Placebo
Statistic (N=12) (N=4) (N=12) (N=3)
Ethnicity
Hispanic or Latino 4 (33.3%) 1(25.0) 1(8.3) 2 (66.7%)
Not Hispanic or Latino 8 (66.7%) 3 (75.0%) 11 (91.7%) 1 (33.3%)
Height (cm)
n 12 4 12 3
Mean 169.53 167.60 170.35 159.67
Standard Deviation 9.147 12.056 10.492 8.796
Median 172.55 166.95 166.00 161.80
Minimum, Maximum 154.8, 181.8 155.0, 181.5 157.8, 186.8 150.0, 167.2
Weight (kg)
n 12 4 12 3
Mean 72.17 74.20 77.89 69.83
Standard Deviation 13.776 6.347 12.840 12.028
Median 64.90 75.25 75.80 72.80
Minimum, Maximum 60.5, 96.7 66.2, 80.1 55.1,96.6 56.6, 80.1
BMI (kg/m?)
n 12 4 12 3
Mean 24.99 26.53 26.73 27.23
Standard Deviation 3.210 2.442 2.580 1.818
Median 25.15 25.90 27.40 27.80
Minimum, Maximum 20.4,29.8 24.3,30.0 21.7,29.5 25.2,28.7

BMI = Body mass index; CSR = Clinical study report; N, n = Number of subjects
Source: 16-512 study CSR (indirect inhibitor) Table 14.1.2.1

BREOWRI

EREVEAS FXa FLEAI G 28— F T, 122 Blo#ERE RBRICEE S, 2056 118 4
|Z andexanet (98 fiil) XX 74 (20 ) AL, 115 67 Day 32 £ TOLREMEFRELH
OTREBRETE T Uiz, 18 HIH 111 i (94.1%) 73 andexanet (93 i) XX~ 7 &4H (18 #il) O
H&25T Uiz, 7 BIOWSRE DRI EZ IR TR Ls, AEFRICE > CREBGEE P Ik
L7=D1X 1] [=4— k1. andexanet (GEN1 7't 2 3#A|) Bl OATH -7,

T ) XYY B ok — T 31 BB SRR Gk S 4, Z D 31 6144515 andexanet
(24 B) T 7 7R (7H) BEH S, 30 F5 Day 32 £ TOREMNHELZ & O CRERE 5T
T L72, 31 B2f2S andexanet (24 f5]) XX 7" TR (THl) O¥EGEZ57ET Liz, 4 BlOHEERE N
AR 2 R L7, RBsR 2 L L7cgRE 1358 oo 7o,
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Andexanet #A[H D PK bk (EHAEHA FXa BHEAH G- 2 AR — )

s3— k1 TR & andexanet 8¢ 5-L7-aAR— K (ad— K 1, 3 XT'4) @ andexanet iR
FEOHER % 24— FRIIC Figure 2.7.6.2-1 278 d, F£72, 73— bk 1 THHME andexanet 5 L7
ag—h (2d— k2 KO5) @ andexanet MLHE T OHERE 2 = A — HHIIC Figure 2.7.6.2-2 1271
7
Figure 2.7.6.2-1: {EFE andexanet Z#% 5 L1zafk—F (27— F 1, 3 XU 4) ® andexanet

mMBFREEOHTRE (— 1. PKBIXMREH)
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CSR = Clinical study report; PK = Pharmacokinetic

Legend: Cohort 1 subjects (10 subjects) received Generation 1 Process 3 andexanet, Cohort 3 subjects (10 subjects) received
Generation 1 Process 2 andexanet and Cohort 4 subjects (11 subjects) received Generation 2 andexanet.

Source: 16-512 study CSR (direct inhibitors) Figure 1

Figure 2.7.6.2-2: & FE andexanet %5 L1=axk— bt (37k— bk 2 RV 5) M andexanet M
FEREOHS (N\—k1. PKEBIXREH)

10000007 .
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CSR = Clinical study report; PK = Pharmacokinetic
Note: Cohort 2 subjects (11 subjects) received Generation 1 Process 3 andexanet and Cohort 5 subjects (10 subjects)
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received Generation 2 andexanet.
Source: 16-512 study CSR (direct inhibitors) Figure 3

F 72, andexanet ® PK /X7 A —4 (AUCpw, AUCot X Cray) & 73— M 1 D3k — M (F

7o BHRAIR) Crelk L7253 & Table 2.7.6.2-7 IR,

1K & andexanet (GEN2 #U&l, = — b 4) &K & andexanet (GEN1 7' mt & 3 fl¥|, =
BF—1F 1) ® AUC DB D 1T 1.04 (90%CI : 0.94, 1.14) TH Y, 90%CI ILFFH]
\CHE LT oA  (0.80~1.25) NIZERIZE T,

1K & andexanet (GEN2 &, = — b 4) & /K& andexanet (GEN1 7' 1t 2 2 flH|, =
= b 3) O AUCeD BT FEEMED I 1.40 (90%CI : 1.22, 1.61) TH Y. 90%CI 1L
WCHUE LT BERIME OFFAHIF (0.80~1.25) EHR S TWEA, TOHFANICTERIZITE F
LMo T,

5 A& andexanet (GEN2 #%|, =k — 1+ 5) & EAE andexanet (GEN1 Yzt 2 3 @A, =
AR— b 2) @ AUCoDR(TFEEMED I 1.30 (90%CI : 1.17, 1.45) TH Y, 90%CI (LAl
WCHUE LT BERIME ORI (0.80~1.25) EHR S TV, ZTOHFANIZTERITITE E
VWA

Table 2.7.6.2-7: Andexanet PK /S5 A—A2 MO aR— FEILE (/N\— k1, PK TR ER)

Cohort 4 vs. Cohort 4 vs. Cohort 5 vs.
Cohort 1 Cohort 3 Cohort 2
Apixaban Apixaban Rivaroxaban
Low Dose Low Dose High Dose
Generation 2/ Generation 2/ Generation 2/
Generation 1 Generation 1 Generation 1
Parameter Statistic Process 3 Process 2 Process 3
AUCy. (h'ng/mL) nl/n2 11/10 11/10 10/11
Geometric Mean Ratio* 1.04 1.40 1.30
90% CI (0.94, 1.14) (1.22, 1.61) (1.17, 1.45)
AUC.¢ (h'ng/mL) nl/n2 11/10 11/10 10/11
Geometric Mean Ratio* 1.04 1.40 1.31
90% CI (0.95, 1.15) (1.22, 1.62) (1.18, 1.45)
Crmax (ng/mL) nl/n2 11/10 11/10 10/11
Geometric Mean Ratio® 1.02 1.37 1.39
90% CI (0.90, 1.15) (1.15, 1.62) (1.26, 1.54)

AUC = Area under the curve; Cmax = Maximum observed concentration; CI = Confidence interval, CSR = Clinical study
report; nl/n2 =Number of observations in the first cohort/Number of observations in the second cohort;
PK = Pharmacokinetic

2 Geometric Mean Ratios (GMR) and the corresponding confidence intervals are presented as the ratio of geometric means

of Cohort X/Cohort Y. For the low dose comparisons, the GMR is calculated from a one-way analysis of covariance
(ANCOVA) model with body weight as a covariate for log-transformed data for Cohort 1, 3, and 4. The high dose
comparison is based on a similar ANCOVA model for Cohort 2 and 5 respectively. All GMRs (and the corresponding CI)
are calculated by exponentiating the model-based mean differences between cohorts.

Source: 16-512 study CSR (direct inhibitors) Table 10

Z DO PK FEE

ERAEHA FXa FLEA 5 2 /R — K

31/350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

¢ NR—h1DOEHAEaFR—bF (adr—r1, 3 X04) TO andexanet D tmay (L. VWVT LD 7R
— FT% andexanet DR — T AFEHGK TR THY . HAREHEE X aH— METREE CTH -
7

® Andexanet (GEN2 #fl|) #&E L7 ZD, BEETHE L AUCLDEMEHEIX, &
HEaR—bF (adk—h7 k08 T268.08 (95%CI : 238.88, 300.84) h-ng/mL TH V. K
HAE=ar—bF (2h—hK9 KO 11) T226.13 (95%CI : 201.51, 253.77) h-ng/mL Th -7,
BHETHELE AUCLOEmMAEa R — M EEAEa AR — FOKMFEHMHEOIT 1.19

(90%CT : 1.03, 1.36) Th v, HEZ LEIHIEEOHMZ R LI,

® Andexanet (GENI1 ) #& 5 L7t & LFERIC, 7SS R U AN—mFH U KT
RN P 54412 andexanet (GEN2 BUA) Z## 5 L7 & & O£ FXa BRER| O K i 4% oh i
MHROTZ AUC KON Cona 1IN L 72,

= ) XYY oEHaRk— b

® Andexanet (GEN2 BUf|) Z#5 L& &, HEHEBETHMIE L7 AUCos. AUCor. Comax D1
mak—h (ar—hre6) CEHE=AR—F (ZAR— K 10) OLMFEHED 90%CI (2T
Uh 1235 £, andexanet O HEYEHRED FH B LLFIMEN RIBR ST,

FIFHIER
Andexanet #AI[H OFL FXa IGPED LR (EHIEAR FXa HEAI G 24— )

28— k1 I & andexanet 25 L7-2dh—F (adk— k1. 3 &K04) O FXa & CEY
BRI ZE) OB % 22— FAIIZ Figure 2.7.6.2-3 (279, F72., 23— b 1 T H & andexanet
G LIzak—F (adh—hF2 KOS5 Of FXa {&ME CRYEHEMERZ) OB EZ ak— 1
BIIZ Figure 2.7.6.2-4 |75,

Figure 2.7.6.2-3: {EFE andexanet 2% 5 L1zar— b+ (a/R—Fr 1, 3RV 4) D FXaiEFHE
(FHEHZERE) OHFE (\— k1, PDBHIXREH)
End of Bolus End of Infusion

250 ¢ ¢
L ® Apix/Geni/Procz  (Cohort 3)
L B Apix/Gen1/Prog3 (Cohort 1)
200 A Apix/Gen2/AnXa (Cohort 4)
)
£ 150
=
a
=
Z 100
c
<<
50
0 T I : : T T T T T T T T T T T I II T T T T T T
T a0 2 4 6 8 10 12 14 16 18 20 22 2425 35 45 55 65 75 85 95
Time after bolus (hr)
Dray 1 Day 4
pre-apixaban  pre-andexanet
baseline  baseline

AnXa = Andexanet; Apix = Apixaban; CSR = Clinical study report; PD = Pharmacodynamic
Source: 16-512 study CSR (direct inhibitors) Figure 5
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Figure 2.7.6.2-4: S £ andexanet %5 L1=a/R— bk (37/k— k2 RV 5) DO FXa &% (F

HEHREREZ) OHRE (\— k1. PDBRIXRERH)
End of Bolus End of Infusion

500- ¢ ¢

A Riva/Cen2/AnXa (Cohort 5)
P ® Riva/Geni/Proc3 (Cohort 2)
400 P
ry
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Time after bolus {hr)
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pre-rivaroxaban pre-andexanet
haseline  haseline

AnXA = Andexanet; Riva = Rivaroxaban; CSR = Clinical study report; PD = Pharmacodynamic
Source: 16-512 study CSR (direct inhibitors) Figure 6

T2, PLFXa iEEDR—Z2 T 4 b OB bR E, N—F 1 O ar— M (T 765 RAIR)
TE#E U 7= 46 8- % Table 2.7.6.2-8 2777,

® (K& andexanet (GEN2 |, zi7dh— ~ 4) LK & andexanet (GEN1 71zt & 3 |, =
A= b 1) O FXa GEHEDO LR O BT FLEEO HIE 1.04 (90%CL: 0.96, 1.11) TH Y | 90%CI
EEFERTNCHUE LI OFFRHH (0.80~1.25) NICFERIZE £,

® (K& andexanet (GEN2 ], zidh— ~ 4) LK & andexanet (GEN1 71zt x 2 flfl, =
A— K 3) OFL FXa {EMHEOZEALE O EMFEEEO LIX 1.01 (90%CI:0.99, 1.02) TH Y | 90%CI
IEFERNCHE L2 O A M (0.80~1.25) WNICERICE £7,

[ J

B A& andexanet (GEN2 $H|, =dk— 1~ 5) & EAE andexanet (GEN1 'zt 2 3 fUA|, =

A— b 2) OPL FXa {EMEDOZAR O KA O L1 0.99 (90%CI:0.98, 1.01) TH Y . 90%CI

ITHEANCHE L2 OFFRER  (0.80~1.25) WNIZEEIZE iz,
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Table 2.7.6.2-8: #1 FXa FEDAR—RX 54 UM DELEDOIFR— FELEK (V—k 1, PDf#

xR EH)
Cohort 4 vs. Cohort 4 vs. Cohort 5 vs.
Cohort 1 Cohort 3 Cohort 2
Apixaban Apixaban Rivaroxaban
Low Dose Low Dose High Dose
Generation 2/ Generation 2/ Generation 2/
Generation 1 Generation 1 Generation 1
Parameter Process 3 Process 2 Process 3
Percent Change nl/n2 11/11 11/10 10/11
from Baseline to
Nadir®
Geometric mean 1.04 1.01 0.99
Ratio®
90% CI (0.96, 1.11) (0.99, 1.02) (0.98, 1.01)

CI = Confidence interval; CSR = Clinical study report; nl/n2 = Number of observations in the first cohort/Number of
observations in the second cohort; PD = Pharmacodynamic

Notes: Baseline is the value collected at Day 4, prior to Andexanet/Placebo bolus dosing. If this value is missing, then
baseline is the value at Day 3, post FXa inhibitor dose. Only subjects with both a baseline and a post-baseline assessment are
presented in the table.

a

b

Nadir is the smallest value between the period starting 3 minutes after the start of the Andexanet bolus and ending
5 minutes after the end of the Andexanet infusion for each subject.

Geometric Mean Ratios (GMR) and the corresponding confidence intervals are presented as the ratio of geometric means
of Cohort X/Cohort Y. For the low dose comparisons, the GMR is calculated from a one-way analysis of covariance
(ANCOVA) model with body weight as a covariate for log-transformed data from Cohorts 1, 3, and 4. The high dose
comparison is based on a similar ANCOVA model for Cohorts 2 and 5. All GMRs (and the corresponding CI) are
calculated by exponentiating the model-based mean differences between cohorts.

Source: 16-512 study CSR (direct inhibitors) Table 11

FEAE & FXa PHEANRE (EHEAR FXa [HEAIBR S 28— b)

sX— R 1 T andexanet # 5 L72 & & DIEREAM FXa FEFEANRE DO N—ZF A 75 nadir
FTOEMFEL, EKHE=F— M (2h—F1 K04, 2F— 13 K0 4) CTHEETH
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N—h1oank— M (T2RDHRARM) T, FEEEH FXa LEANREDON—2XF A inb
nadir £ TOZALROBPEEJEDOITNF S 11230 <, 90%CI 1F 0.80~1.25 DFEHIZ B4
e EN,

sN— K 1~3 TIKH & andexanet (GEN2 ##|) 3 H & andexanet (GEN2 #iA|) ## 5 L
722 — F®OF T T, andexanet |L7 7 7R & b L CIHEEET FXa PLEARE ZHEIZ
KFSEE WIFhoak— kb p<0.05),

ko v REARE

ERAEHA FXa FLER 5 2/ — K

Andexanet (GEN2 #4#l]) & andexanet (GEN1 7'm - R 2 fl#| (X GEN1 7' 1 & X 3 filH]) %
Bh LT & & ORI NIKME h e o e EARE (BLF, TF-ETP) 1ZEIL T, hrv
v U EARROIEIE ORE R ORFHIXFRRE CTH - 72,

N—h1oar— M (FT7bbHRAIR) T, TF-ETP OX—X 7 A b peak £ TOEAL
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® X— | 1~3 T andexanet ¢ 5-#(C TF-ETP 23 X— A2 7 A U (JEYUERPH TIR) % ko> 7= 4
B oFES (B L7z FXa BEAD 13 100% (7 EXFH N0 UA—aF PN T K
PRL) Tholz,

T ) FPRY LG ak— b

® T /XY NRYUEEaR—K(ak— b 6KT10) T.andexanet (GEN2 RLAI|) % 51412 TF-ETP
MR— 2T A ME GEHERIE TIR) % BB - 72 48E OEIE1E 100%THh - 72,

Pt FXa {14 PD S

BRI FXa BRI S 2 R — b

® 5 andexanet (GEN2 #UAl|) K& UMK & andexanet (GEN2 HAl) A5 L7= & & DOl FXa
EHED =T A )5 nadir £ TOE(RIZESE PD FHUMEZFHME L7, 7 X%
BhHLTak—F (aR—F 8 kUM4) KR N—mgXHh "o 2L LTcak—F (ah—
k5 %ON9) TlE, & & andexanet (GEN2 #Al) & {KH & andexanet (GEN2 #Al) % #¢ 5.
L7z & & DRAPFEIED LD 90%Cl A FERTICHUE L A AR ERICE £/, = R
PR EEE Lizak— b (adR— k7 LO1) TiE, 90%Cl 23 FFEHIH & E2p > T 2ns,
Z OFPANICSERITITE Nl o Tz,

= XYY o Hak— b

® )XY NYEHEar—FTIX, GHE andexanet (GEN2 #&|, adk— 1k 6) LIEH=
andexanet (GEN2 ##&|, 2 — K 10) #H5 L7z & & O EEED LD 90%CL 23 FRTIZH
E LTZiPA NI ERICE e,

Pt FXa IEPEIC 3 2 2 R

EREEAR FXa [REAR&S- 2R — b

® Andexanet (GEN2 #lAl) 25 L7-& & OH FXaIEMEDX—A T A )5 nadir £ TOZEAL
FE, {KH & andexanet (GEN2 #1%]) XX M & andexanet (GEN2 A ##& 5 L7-ak—
M (maAR—hK4, 5, 79 K1) OWFTHTEH, 77 EAREEE Ll L T andexanet #f THEET
FHIZAEICRKE < (p<0.05) , andexanet (GEN2 A (37 &% P30 (ah—F 4 L 8),
U= xHh Ay (ak—h 5 KRO9), = RFHIAY (ah—F 7 KO 1) OWTHOH
FXa {fME & i S &7z,

A S EAVINE S S =R

® T/ XH N U fh ak— N T, andexanet (GEN2 Hif|) %5 L7z & & DOHL FXa IEED
NR—RA T A 5 nadir £ TOEILERIT, KM & andexanet (= 45— k 10) X %5 F & andexanet

(madR—hF6) Z2RELILakmR—rOWTFN TS, 77 BAREEL Ll L T andexanet £ THEET

FHNCHREIZRKE < (p<0.05), andexanet (GEN2 HAl) (X, =/ %% U (ar—hk 6
K ON10) OHL FXa iG M % &7,

YL Flla {5 (= 4 XY v ak— 1)

® )XV Y UE aR— T, HUFHai&MENGRD HAVZns, Bt FXa iEME & Helg L TR
-7, Andexanet (GEN2 &) X, mH&E (=2h— bk 6) XHMEHE (24— K 10) OWT
NTH, MM FRAMAITE T 2 3930 »Oft Flla G20 S ¥ 72,
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ERAEHA FXa FLEA& 5 2/ — K

® ACTIZPT XWaPTT LV LEERE -T2, 7T EX Y N Smg T U N—a FH 320 mg
Z1H1E#EE L L& ACT OFHMEITHR G-A1 & ik U TIER L7223, andexanet D¢ 512
Lo T, ACT O FHfEI FXa RFAIE 5RO L~/L £ TR L7z, Andexanet (GEN1 )
P .0 L andexanet (GEN2 $U4)) #2505 C ACT OHERIZFIRETH - 7=, L7725 T andexanet
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@ TEXHANL UR—gXHRUERT REFANUBREIZL > TEE L7 ACT . WT™h
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W, BEERAERES, MRMEFRIEEOFERERGIIBDO N7,
ak— b L OREELOFEIEIAIL, andexanet FET 30.0%~54.5%, 77 EREET 0%~
66.7% T -7,
{iX ] & andexanet @ﬁi“%%%@%éfﬁiﬂ/‘\ (30.0%~54.5%) & 5 M & andexanet DA EFHLR D%
BLEIE (46.2%~54.5%) (TR E 7272135890 5407, andexanet (GEN1 #44l) & andexanet (GEN2
) L OMIZHRE AT %hiﬁi))o 7z (50.0% & 42.4%)
HEFERDZL < ) andexanet 2 5- & ORFEIMEZ U &l S 7z,
HE LA EFRGZOREEL IO TNOBE IR EETH- T,
AT I A T — T VLI BE T 2 A EFEL N L B b,
{E ] & andexanet (GEN1 7' & 2 3 UK 23 G- S 7z 1 B THEAICHE O RSO b Tz,
K%ﬁ%ﬁ%%i?ﬁ@ﬁ%&ﬁ% i L7e2s, BBRZ5ET L, RELZRE ., BRSO IR
BoTt AEFRZITIRO NIRRT,
® EILTFRRAE., MR, R, SA 2t A DEXL BERETR. WEEERIR AR E
K O ZERRSE D Wells A 27 K OMEE AR DX— R T A 56 DZEIZ, andexanet (GEN1
HH)) X% andexanet (GEN2 BUAI) A G S L7- B [ CRERIC EE /2 2213380 H 72
Mo 7o, KH & andexanet 135 F & andexanet 3¢ 5- S U729 BRE [ T b RIERIC. BRIRAOIC
HERFEIRD LR o7z,
® Andexanet (GENI1 #|) /¥ andexanet (GEN2 #H|) OWFh o 5#% b TFPIIENE, JE
A7 TFPI K U4 TFPT O FEEMEIT KB Ui, —iPEOR 2 — 2 K OND OFREE 1
andexanet (GEN1 %) & andexanet (GEN2 #A|) TRETH 7=,
® TAT, F1+2 X' D-% A <7~0>ﬂ?i’91ﬁ . andexanet (GEN1 #5() /% andexanet (GEN2 f5i))
OWTNOEGH% S —BEOHENZ R L, ZO%RITEEDOR—2T 4 MEOFRKELL T ET
B L7z, —i@PE OB % — o KO M OFRE L andexanet (GEN1 #U4() & andexanet (GEN2
A TRk CTH- T,

° e o o & W
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2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

®  Andexanet 235 S LT 9RO/ DB CIRPUAAR O HT andexanet HFLIA N FE D 5 AL 72 23 HFITEE
TR HIvZe o Tz, PLFX Sk Kk Ot FXa BuikiZH oz oz,

A RAVINE &= el

® L, EERAFEFS, andexanet # 5 & BEMEH 0 Lol S oA EFEREL, BRI G OH
IEIZE ST FEHEG, MBREFRUIEEOFEERITRBO L2172,

® AEFRLOEHEIGIL., =A— bk 6 TiX andexanet #£T 16.7% Q2 #i). 77 B REET 25.0%

(1#])., =zA— b 10 TiX andexanet B T 16.7% QH#]). 7T BHREET333% (14#]) TH-o

77

0 HEFLOFEELITTRTRETH-T,

® Andexanet |Z X D¥E[E~— 7 — (TAT, F1+2 L OND-Z A ~—) (679 583, EHEERA
FXa fHERE G anR— kN LRETH o 7=, TAT. F1+2 KX D-# A ~— DO F¥JfEIL. andexanet
B —@EOEMEZ R L, ZO®RIIEEROR—RAT 4 MEORKELLT £ TRHIE L,

® XY Y UG I o T TFPIENE, IERE A TFPI K& OV TFPL OB N L 7225,
andexanet |ZEH B XUIEH EOWT L TH TFPLIEME, FEFREASL TFPI K& OE TFPI O i
R SE T2, 2O N — 0 RO ORFEITEEEAM FXa [LEAE S 2 A —
N ERERTH -T2,

® /XYY A4 ALEIZ AST KONALT O ERZWD 5 7=7%, andexanet B & 77 &
REET AST KON ALT @ R OFRREEIC KX AW o 72,

® (L& andexanet & ¥ 5 L 7= 1 BIITAKHUAAN OHL andexanet HFLIR D FE D 5 A7 23 FFITEME IR
DO o T, BUEX HUR K OWL FXa FLifiEA bz o7z,

A

Andexanet (GENI #%|) & andexanet (GEN2 HA|) OFELIEZFFET 572 PK & PD @ 2 fll
DOFEEFMEE 28R L7=, PK OFERHIIE H X andexanet Z#% 5 L7 & XD AUCi.TH Y |
PD @ EHFEAHIE H 1% andexanet (2 & 29T FXa IETED ML CTH - 7~

PK O EEFHMME H Td 5 AUCotZ DV T, [KH & andexanet (GEN2 #%#() & {lCH & andexanet

(GEN1 Z'ut 2 3 85]) D AUCo DR FEMED LD 90%Cl 1%, FANZHE L 7ZFFA#PHN
WZSEAITE EAL PK OB R S 4172, L2 L, =i & andexanet (GEN2 #54)) & /& ] & andexanet

(GEN1 ZF'ut 2 3 85]) D AUCo DR FEMED LD 90%Cl 1%, FFAFIHICEHZR > T 72b
DD, EOHPFANIZTERIZITE ENR o7, LorL, PD THEMENS RSN Z & LV, AUCx
DOETERNCERDOSH D BE 525D TXenWeEEx b,

PD O FHFHHIAH TdH B Pt FXa IEMEIZ DOV T, andexanet (GEN1 #44() & andexanet (GEN2
HH) OB FXa IGPED BT I DR — AT A L in b OEEEO L 1IEFITELS . @n—
Pea R L7 Z LD, andexanet (GEN1 #f) & OF andexanet (GEN2 #5#) @ PD OFELINEN R
Sz, FERESTY FXa PHERNRE RO b v v v EARED HERIC X - T andexanet (GEN1 HU5))
J Of andexanet (GEN2 #A) OFERIMED S HICHEAHT S 417z, PK OFFliTH 53172 AUCD R
FIE DO ZZ T A F RN & IR B % RIE S 7o Tz,

U, HERAERFR, BEEOAFFLUIMAEEFRITRD oo Tc, 1BERHE L BED
HOAEFLELTUAEFZORBEE R OHBE L, 28— ML OERGEHE CREETH -
72o TAT, F14+2 X D-Z A ~—, WONZ TFPI O i OAE 6] B OFEEZ andexanet (GENT H45i)
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KON andexanet (GEN2 #i#l) R CTZEITFRO LLZemnoTz,

T RPE DRI CiX, andexanet (GEN1 #4%I3 1%L GEN2 #UA) 2385 S L7 g CIRHLAm
DL andexanet FLIRDFE S H AL DS FFNEMEITFRD By 7o, FX X FXa (2% 2% 28 2Kt
(TR0 HAVT . FX T FXa (k9 5 PRl b i S e o 7,

AKIEER DOFE RS, andexanet (GENI1 #44|) & andexanet (GEN2 #UA]) & OFIZEFRKRIIICE R
D& DT & L7,
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2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

3 14-506 B (MNEAEBRENR. SEEH. £2a21—)L53.3.1-1)
REROREERE . 7 N\ R S FE S L OV E R R B & xf 5 & LT andexanet alfa @
EMEE A BT 54— 7 0 T LR
TRBR S R R S OV < 1 Mk CR[E)
IR - wKeppsn e (Emowsmaoxsv—=v78) 0=} 5 B B
v adcEen B3 Kl I
RBROM ;5 148

E):D]

FEA®

o EFIRBICETLIETT XY A ARG SN (18~457%) KOEE (65 Pl L)
DREFEHL SR |2 andexanet & £ 5- L | f H ¢ 5-FF D andexanet O 3B RE2 A0 RpE 2 S35,

Bl B

® TEEIRREBICETAETT VSN Z2EE SN ESmE NG OREMERE1Z andexanet
B L. PumigEeE S Xa A7 (BLF, FXa) {EMHENMRTT5 2 & 2683 5,

® | EUHEBRE L T andexanet DA 72 LM & B 5,

RRT A

ARIRERIL, RS E 2 55 & LBl CORmE 4 —7 v 7 Vi ch o7, WiTT 5
2 GEmmERELR Omlin & i) k). IEmimERECIE 18~45 k. @l A HECIT 65 LA Lo
BB A 4 10 BB Ek LT,

[ EUS %, BT HERE S VTR 2 IR R (AT S, 7 EFx N0 25mg &
12 R & &2 7 B Le, IRWT, 7 B PN IR 500 3 il [77 & 33 3 g i
HERIRE (LLF. Cma) IZEET D L PHEINDHFEA] 1T, andexanet 400 mg % #J 30 mg/min D 1H
FECAR—T 25 Lz, @RFAYICERIMN L Cl4EH andexanet JEZRIET 2 &Iz, 35 (U
T. PD) OFHEEH & L TH FXa{EER D~ v v EARE 2 IE L7,

PLEAI CoH L7 EX N 59 (Day 1~4) KON Day 4 @ andexanet % 5-% 3~4 HIM X,
WBRE & ABEE BT CHBIZE Lz, iBBEfkIE Day 43 £ THRTHBRE 4 7+ m— L7z,

PBRE R (RHEIR: R OEATIRE)
FEEIRF 20 (5], FEATES 20 41 GErmlma#E 10 B, wlima i 10 6i)

SEER GRINEMER OBRIEEDOHEE)
DUT O@BINEEEZ 72 U, BROMEUE TR U 70V 2 RIRBRITBR R LT,
P
1) FEEEERETIL 18~45 3%, EEERETIL 65 MLl L EE 72 BAE T Lot C L BT E OBELT
R OVEREHIR 2 W57 5 = & A& L%, e Bkt 227 ) —=v /i
RER AN —2 T A DIFRIRAE CREDER TE 5 2 &,
2)  BEFEAE, HARPT R, DER KR OAA Z YA AZHDE | TR S EAT MR &Il L7
#, BB OV TR, TRBREY [ 6 O HIr CEEPRAICE LUV EH 2 2 < | LU F O
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HILmes (RN TH D Z &,

a) [MIREEEMRA : 7'v be o B UREE (LUF, PT) . IEM(EERS b e o R T R F e
(LLF. aPTT), iEMEEEERH (LLF. ACT)

b) AFEEERE  TANRNTFUBT I ) b TR 725 —F% (LLF, AST) /7 9=T 3
Jh T AT =T —8 (LUF. ALT) (GRYEREPH FERZ FEl-> TH Ky, FRUERIPH
RAEEZ 72T &)

3) Body mass index (PLF, BMI) 78 19~60 kg/m? > {RE 2 55 kg UL EDFE (JRBREALATEIC
TRBRE N FH Il E DL AEIE L. BMI OFRHIIL 19~32kg/m?> L 72 - 72),

4) IR GA 48 RF AN L OB I 7 v 2 — LA BE L eV 2 S IZFRE L,

5) 1 BH7O OMYPEENEE X 83 4 KRG CUIRER A2 21X 185720 0.5
HLAR, BRIT1H 1A THY ., ABFETICZ N aflmZ2 il L anZ SIZRE L7
#,

6) [FEMHAXELHATRET D IRIDS Y IRREELZESIEKR L EFAEEICEALE
#,

Bk e

1) Ml oOBEERE (FEEE &), EEs L IXERRT263 2% (B & HihoBE
TERE. BEEN D/ NERAR BRI/ ME ) . ITBERRAT 6 7 H AP ERER U 7= (8 B A A3 vk 1fL b5y
MER LT,

2) PUEEEAIUIT XY AN OB ENEDFAIEETH HH,

3)  EEETHE ST MARIE DREERE (K2 3 Te) SUIERIKR T2 A9 58 (B« TRESE IR
FRAE/MZERRAE, BEVIRTFI7A4T7 X v V7T —),

4)  RIREOHEIMIKT HWHRE ORZHEED D Z ENMBN TS, (B Y EAT O}
WrC) ERPRACE AR OIR R, N IWRR, My, P, ks, R, W
PREFEE, MR, R, BSRE, RrhRA, BiEE, £ oMo ERREE SRR
RROMERZET 54,

5)  BEKAET 30 A LINICIEGIERY ST HE (B AR/ A V& i R IE 2 & te) Z4EH
L7e#H, 7B 772 (1000mg/HET) IMEHTELH 0L Lz, B8k 2 B
PICTHIREE CREMBEM K ON—T 82 5Te) 2 L7 BRI LT,

6) TRBREEBEERET 3 » ALK TN, EEOIMESS L IXEITOMEREZAT D5, Ik
5% 1 5 HUWNICFiiZ TE L TWAHHE,

7)  IRBREER RT3 H LANIC 500 mL & xS kI & 1T - 72,

8) Day-1 O[30 HLUANIZHMOIEERIZ SN U= ST 4535 0 083 0 5 (% LANIZ Day -1
NEENDLHE,

9) Day-1 DELHIEH A7V —=0 7 Ttz LT-#,

10) MOV Z W51 % FREVEN & D B2 SIS EHIIRREIC & 5 &,

1) WENLOEERsS (FU AR, TAX=2 HEE, S afiOR T Y _—§k 80) (Zxt
LCT VAKX —%2HFT58E,

12) RHFDFE,

13) HEBRFE DOIRAE XL E OTEFRARIR D T B % RAT T FIREMED & 5 7o, R D IRREN

BRIZZINT 22 DY A7 28NS E 5 ATRENEDR & 5 & inBR S RS HIWT L7e, 7
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2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

b —)VIE, A SATEL . R ER, TANA RRARHA DT 7 v 7 70 MRigy
TLHB, ZHDHIZRLARN,
14) 8T andexanet DIRERIZSNN L7234,

BRI - PEREROHRE
BRI, AERCHE, REHME
Andexanet {154 FHELA] 50 mg//S A 7 v

PEAZE, AEBEEVCHE, B5HH
TEXH AL (=) F2—R%) 2.5 mg/HE

FTRTCOPWREICK LT, TEFI RN 25mg & 12 B 2 &2 7 MR O G L2, Rk
5.0 3 K% |Z andexanet 400 mg %) 30 mg/min OHE THR—F A5 L1,

FHmE H

I ERE

Day 4 [ZRRFAOICER ML L CHLAE T andexanet JREEZMIE L, /o a b /3— A 2 MEHTIC XD 3

WEhie (LIF. PK) NI A—2 2R ML,

® FRifiF (Day4) :
T XS RUBER TR EH% 3 HERE (andexanet 2 5-BAASEET) . andexanet %5
& TER% (24). andexanet %% 5% 71 0.2, 0.5, 1, 1.5, 2, 2.5, 3, 3.5, 4.5, 5.5, 6.5, 7.5,
8.5, 14.5 Kl

® HML/ZPK/RTFTA—X:
Crmaxs B MAEHIRERER ) (BT, tmad « 5 0 FEED & HELRIRH E C oD i i B Iy
IR FifE (LU T, AUCow) . #5650 WD & Fof i B AT REIRFTA] S ~C oD I A Hh i BE IRs ]
MM (LAT. AUCo.) . THIEEHE (LT, tp). 2827 V772 (LR, CLT), &
RRRONMEFE (LLT. Vi), BKRHEOWEEEES (LT, Lz)

ke
RRRFAVIZERIML L CTPD v — I —Th L Pt FXa IEHEL O b e v B EARRZHIE L, HuEEEEH
Db % AT L 7=,
® HikfA (Day4) :
TEXY N ERT, TSR 5% 3 (andexanet #% 5-BRARIELRT) . andexanet #% 5
& THE% (27). andexanet #&5-# T 0.2, 1, 3. 5.5, 14.5 FffH
F7o, ERICINZ T, BEEEED PD ~— D —& LT, 74 7V U 0fREd (LLF, D-4 A~
=) kO7abarerrI 720 k142 (BT, Fl+2) ZHE L7,

ZetE

ZEMRHMITEBIL, AFFS, RFELEX, A XV A 2 BB, FIKFTR, R
A GEE O MKALFRA ., MK, MR E A & OSRBRA) . [HE M. 5T andexanet
Puik, buimigEeE s X K+ (LT, FX) HuR K Ot FXa fuik, WONSOFHEAIOFEH & Lz,
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723, infusion reaction (%, #5-H TG EAZICHEL L, BRI Y EMIZ X KERBIRAGE
N7 WEEHREL T, linfusion related reaction - XX| (XX IXIEIR N IT ) s Shi-F5R L
L. EEREHMFEE (LUTF, MedDRA) AAGE HEAIZHE D OS] LA ATZ, £72, Wells
A a7 & AV CERIR AR ZEARIE 2 3F I L 72,

BEHFIE
BREBORE

W IZFE R L7 andexanet DEREFRER (12-502 3ABR) TEEOEENOE LN RIZE S E,
KIBBR OWRE I AR E L=, 12-502 BATD AUCLDEERE (LR, CV) 1%, &E% 1
B OHE L725E. £0.10~0.17 Tholo, HBZE#ZOERERZ (LUK, SD) X CV &13X
FELWeD, ZhEHANWTYIab—a 2170, IEDEZHEE Lz, FEEmmERE. mlnd e
DOWERE LA K 9B & L, MEEOFHMENE U EE LT 10,000 IO I 2 L—a U &{To7-
LA AEDEETE 1.75 (AHE 16 O5E) 2 HW5 & RIEMEDGE S 2 M RI3K 65%
(CV=0.17) 2251 99% (CV=0.10) OFiHELE X HiLTc, BEONVHMENO0RA TR /11
IR N 2720, RIBBROB M) CRIZSMESIMIZIEF TEX 2089 NEH LN TR, Lz
Mo T, [AIEMENGER TE WA, MEmSBEBRIC e D ATREMEN B 5,

EREO BILL EOWBRE DD 5E R 72T — X 255 120  JEEEE T O RIS 10 1 2 88
T5HZEE LT,

Ky ghie

MAEH andexanet & DOFLIRH & (BeBRE . FINFLME, SD. f/IME, FIE, FokfH)
ZIEREE R - mEE RN L7z, AUCowy Crmax 2 OV AUC, Tl LA fE K O¥&(T CV
HakDT=,

AUCq-0, Cinax X TN AUCo IZDW T, @lin & BRI X9 5 IE B HED D ] 90%(E HE X (LA
T, CD ZHM L7z, Wil 90% CI X, <L OMICIERTEIZ A U, Wit Ay 5 2
CIZEVEHBLE, LEDOFETEKRDZ C1 O EREE O TIREZ VT, andexanet @ PK (T K
ETFEIROEELE TSN L, T7b b, Ml 90% CI O EFRAE&K OV IRIESY 0.80~1.25
DOHFPFANTH 256 LT BV 854 O andexanet @ PK ([ZEE /222 KT I g b
fEmm T o2 L& Uiz, —J7, Wifll 90% CI @ FRREZ 0.80 & FIE1 5354 X% EIREN 1.25 % E
[ 25615, WIERZRR M2 807, Cl OE & O ERRIE/ FIRMEO R & SIZESWTHRRT 5 2
Ll LT, FERFAMIEL AUCo TSN TITUY, FIRAIIZ Crmax &2 OV AUCo B R L 72,

FNFE

RN HERT R (BBRE A, PR, SD. FoIME. TR, R KE) A IEmimE R - mlE AR
B L7,

4% andexanet Ji2 & HT FXa 15 & OBIFR L ONIMLAEH andexanet 2 & b u > B U pEARE L @
BIfR A fET 272, M andexanet & A BRENIC, BT FXa MU b = > B0 BEAERE -t
27wy LT, BAmREER LT,

wet
TRTOREMWT —F 2 WE & 0—HR TR U, ERAEIIkiE S, FAME. SD. &
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AME, PRE, RRIEAE AW TES L. T 2 DAERIIE ST 2V =g T HHBRE % (%)
ZoR LT, AEFS1E MedDRA Version 16.1 D ZEE B H M OEARGEZ W T LT, R
HTLEO—ERIIIT A R—RNE L 2T R TOFERERE GO, 5513 andexanet
BEHR I GHICRBITE(L LA FEFEROALLE Lz, TEX T AU EES NS andexanet
BEMETICHRBALEAEFLO -ERBIER LT,

R

WEBRE DONR, X—R T A RN OHFZ2REM

TR FEERE 20 5] CGEmEERE 10 B, EEEEE 10 f]) Z%Ek L. 2H5RE DS Day 43 £ TOA
BB Z 55T LTz, 20 53~ T% PK/PD AT kF G4 [ Mo OV M EMRAT 6 SREE HNTE T L 7,
NR—2 T A O NG FHIRHE% Table 2.7.6.3-1 IZ777,

o JEminE R, mEnERILIC, B (%56 OBRENBERINT,

o  WERFE OFEERO M (FFH) X, 2T 503 (26~69) . FEEEERET 33.1 (26~42)

. FIEEHET 67.4 (65~69) W Th-oTo,
® NFRIZE AN 45%., T VT RN 30%, BAXIEZT 7V ADFRN25%ThHh o712,

Table 2.7.6.3-1: R—ZX 54 O AO#ENEE (RE2EETTRER)

Younger Subjects Older Subjects
Characteristic (18 - 45 Years) (= 65 Years) Total
Statistic N=10) N=10) (N=20)
GENDER
Female 5 (50.0%) 5 (50.0%) 10 (50.0%)
Male 5 (50.0%) 5 (50.0%) 10 (50.0%)
AGE (YEARS)
N 10 10 20
Mean 33.1 67.4 50.3
Standard Deviation 5.24 1.26 17.98
Median 325 67.5 53.5
Minimum, Maximum 26, 42 65, 69 26, 69
RACE
Asian 3 (30.0%) 3 (30.0%) 6 (30.0%)
Black or African American 3 (30.0%) 2 (20.0%) 5(25.0%)
White 4 (40.0%) 5 (50.0%) 9 (45.0%)
ETHNICITY
Hispanic or Latino 1 (10.0%) 1 (10.0%) 2 (10.0%)
Not Hispanic or Latino 9 (90.0%) 9 (90.0%) 18 (90.0%)
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2.7.6 il x DFRERDOE &8

TUFXY Ry b TATy GEEETHRZ)

Table 2.7.6.3-1: RX—X 54 O AL ZREHYE (REEFTARER)

Younger Subjects Older Subjects
Characteristic (18 - 45 Years) (= 65 Years) Total
Statistic (N=10) (N=10) (N=20)
HEIGHT (cm)
N 10 10 20
Mean 171.13 165.57 168.35
Standard Deviation 5.020 8.827 7.549
Median 171.10 164.40 169.90
Minimum, Maximum 161.6,178.2 153.1,178.9 153.1,178.9
WEIGHT (kg)
N 10 10 20
Mean 70.74 75.10 72.92
Standard Deviation 10.137 10.944 10.508
Median 69.10 76.35 71.55
Minimum, Maximum 58.9,87.4 62.3,97.9 58.9,97.9
BODY MASS INDEX (kg/m?)
N 10 10 20
Mean 24.083 27.375 25.729
Standard Deviation 2.6142 3.1020 3.2630
Median 23.675 27.380 25.240
Minimum, Maximum 20.79, 28.25 22.18,32.37 20.79, 32.37

Source: 14-506 study CSR Table 6

BREE DIRTL

® JEBRSEMIFHEIEOH T, 20 FIT R TRT XY 25mg & 7T RIRA L7, £,

20 59~ T7Y andexanet 400 mg (40 mL) % 30 mg/min DKL T 13~14 53 02F TH—TF A
BhE, P52 &< ET L,

g e

M AEH andexanet I BE O EEE OHER A I & B - & iln & BERIZ Figure 2.7.6.3-1 (@K 27—
JV) K OVFigure 2.7.6.3-2 (7558 A 7 — V) 127”97, % 7=, andexanet D PK /X7 A — X % Table 2.7.6.3-2
2R T,
4% 7 andexanet J& £ O HER
® [M4EH andexanet ¥ DFHMEIL, FEmEmERE, SEnEEILIC, R— T A EKTHES)

W EIZE LT,

A FEO MAET andexanet iR DFEIEIL, BE5HK T# 2 2I2fk&E 69,180.9 ng/mL
(SD=11,157.8) %/ L7, R &SRR T L, BMERERE R CTh D85 TH% 14.5 KFfH
(21X 88.7ng/mL (SD=40.2) &72-o7-,

i B BE O M andexanet J#E OSEHIEIL, BEKTH 2 ST KkEE 66,341.6 ng/mL
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(SD=21,0022) #/RL7-HZICIKTF L, KM ERFRTHIEGKTHE
73.0ng/mL (SD=19.9) &7e~o7=,
® (MHEH andexanet JRE DOELEOHERXIL, FEmnE it L M ERE L CIRTERV G- TE
) . andexanet DIEZTE EITFEEIT 30D O T RIFRE Th - 7=,

14.5 KERFICIX

Andexanet @ PK /XT X —X

® TH/RPK/NT A= T D AUCoD (i EIME D Lt (FE @ lin & #E/ min g B, LU RIER) 1.
0.987 (90% CI:0.829. 1.175) Tdh > 77, 90% CI WERNIHE LI- RSO RR TH 5 0.80
~125 ODHEHIPFHANTH 7= Z L, MBI L BIMEREORERIZFRETHD Z ENRES

Nz,

® IR/ TG A= T2 AUC T, [AEEDBRI ThH D Z & D3R I 4172, AUCo. DA
EEED T 0.986 (90% CI @ 0.828., 1.174) T. 90% CLIL[FZEMEDFF A DOHHFHNTH Y |
IR & S E EORZE EIIRETH D Z ER sz,

® IEEIETED Coax (Tmlin B HE & Folt LT < B EE O FL i 1.092 (90% C1:0.906, 1.317)
Thotz, KEL Chax DEEMEIVRIZ S NIZT280, FHRENT & L TPKRT A—HX ZIKET
FIEL72 & 2 A, AUCoo0n AUCo B R Crnax DA EIME DD 90% CLIE, WAL R
DRI OHPFNTH 7= (Table 2.7.6.3-3),

o

Cmax @ CV 1. BEEERE (30.9%) DOFNIEFEEERE (158%) LV K&Ehot-,

Figure 2.7.6.3-1: M#Z andexanet iR E DT : FiAl. BE X7 —I)L (PK/PD @it REH)
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Source: 14-506 study CSR Figure 1
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Figure 2.7.6.3-2: M#Z andexanet iR E DT FRFI. Frxi R 7—)L (PK/PD T xt R&EH)
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Source: 14-506 study CSR Figure 2

Table 2.7.6.3-2: Andexanet ® PK /35 A —4 (PK/PD xR &EM)

Younger Subjects Older Subjects Ratio of

Parameter® (18 - 45 Years) (= 65 Years) Younger Subjects

Statistic (N=10) (N=10) to Older Subjects
AUC., (heng/mL)

Geometric Mean 90425.76 91594.84 0.987

90% CI (79948.63, 102275.9) (80982.26, 103598.2) (0.829, 1.175)
AUC.; (heng/mL)

Geometric Mean 90028.58 91312.55 0.986

90% CI (79574.69, 101855.8) (80709.57, 103308.5) (0.828, 1.174)
Crax (ng/mL)

Geometric Mean 69645.65 63754.40 1.092

90% CI (61030.31, 79477.17) (55867.82, 72754.28) (0.906, 1.317)

2 Geometric means and Cls obtained from a mixed model with a fixed effect for age group
Source: 14-506 study CSR Table 8
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Table 2.7.6.3-3: {AEHIEE D andexanet D PK /85 A —4 : BEMEH (PK/PD @t REM)
Younger Subjects Older Subjects Ratio of
Parameter® (18 - 45 Years) (= 65 Years) Younger Subjects
Statistic (N=10) (N=10) to Older Subjects
AUC.; (heng/mL)
Geometric Mean 87650.86 94494.61 0.928
CV% 14.5471 28.8449

90% CI

(79683.32,96415.07)

(85904.97, 103943.1)

(0.809, 1.063)

AUC.¢ (heng/mL)
Geometric Mean
CV%

90% CI

87254.44
14.5880
(79317.03, 95986.15)

94215.71
289111
(85645.05, 103644.1)

0.926

(0.808, 1.061)

Crnax (ng/mL)
Geometric Mean
CV%

90% CI

67316.36
15.8237
(60869.42, 74446.12)

65960.44
30.9094
(59643.36, 72946.59)

1.021

(0.884, 1.179)

a

I
b1 FXa iEME

Geometric means, CV and CIs obtained from a mixed model with a fixed effect for age group and body weight at
screening as a covariate
Source: 14-506 study CSR Table 9

Day 4 D4 6 B (andexanet ¢ 5-#& T 1% 0~14.5 BEf) ORIEMLZ FVy, MAEH andexanet
X9 AP0 FXa 5D 7 2~ N % Figure 2.7.6.3-3 127”7,

® JEmimEHE, il kI,

® IR I,

MAES andexanet J2 B 25 5V ME PP FXa IHENEE AR L=,
EEEREILIC, 2 < OLA . MAET andexanet JE A 20,000 ng/mL % A% &

P FXa {EPEIZ 10 pg/L 2 FEIY | MEH andexanet 3 A% 40,000 ng/mL % k[ 5 & $T FXa i

PEIX 5 ug/L & Flal- 7=,
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Figure 2.7.6.3-3: 1 FXa ;&1 & M#Erh andexanet J2E & DESR - F#F. £ 6 B (PK/PD &

WRER)
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Source: 14-506 study CSR Figure 3

b B REARE

® Day4 O4 6 Ffii (andexanet #% 5% 71 0~14.5 Fffi]) OMEMEZ HV, MAEF andexanet
BEICHT D bu U EARRDO 7 v » M % Figure 2.7.6.3-4 12779, b B U pEARE L M
B andexanet JRE & OFERAEZ A 6 R OWEMZ HNT T vy b LEESLET, ET
andexanet JEfEN VNI L b a U B UEARNEEEZ R LT,

® [u U UPEAREL MAET andexanet IR & OBIRAZHERER Z LMD T my N LTZ
e, SRR THIZE ST andexanet DEHIMERE M CHLLL TR . 7 — Z FiPH R
WZ bR EAoT, hrUEUEARRE MAEEF andexanet R & DRI & 2272 BIfR I
WO bR T, Fio, IEMEERE L MR EHEOH L NRENL R Lo T,
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Figure 2.7.6.3-4: kA Y E U EARE & MIEH andexanet J2E & DR : £& 7. £ 6 B A (PK/PD

T RER)
400000
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Source: 14-506 study CSR Figure 4

T ATV G fEEY) D-FA~—) ROTubor e T77 57X F 142

® JEEIMERE, mImEREHLIC, andexanet #5141 D-Z A v — LK N F14+2 O —ifatE D EH 3R
iz, %< OHERFE T, D-X A ~— O F1+2 X Day 5 (andexanet $¢ 503 H) F THUE
HPH ERRO 2 5 A HERF L2, Day 6 7 OAK T L CHYERPH FIRO 2 5K & 72> 72, D-
A A<= F1+2 8 EF L TWEHIAE D o 2R E 1. FEEmmE R R CE i E i
TEhoTz,

etk
A EHEFZOWE % Table 2.7.6.3-4 1277,

o L, EEAAEFRL HEOHEFFSL, MARMEFSL. andexanet OB G P IE X TP A2 L
AEFERIIRD SRR T,

® i FX HilAK UL FXa HUKIZWVFHOMERE THRI L 20~ 7o, (EHUAM O andexanet
LAY, 3 41T Day 36 (3 BI3EIZ 1:20) &N Day 43 (F#5#E T 1:10, 1:20 KO 1:40) (27
DO, FREMEITRO b o T,

® EAITHED RISAFEEEERED 2 6] IR - BRIIWT bR KOS kB 1] (E
R I e ) V) ISR, WTRBEETH YD, IGRAZE ST, andexanet X5
ZBE D ME (REGHEEOEE, &ETHiRE) biTbhinol,

o HimEREO LM 1 1T, BRIRAICEZEZR AST KOV ALT O (Wi & ALYERIPFH b
FRD 3 f5AMmM) N biviz, BV LE O EFIEEDZen > 7=, AST ¥ ALT 1% andexanet
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BHRIPD ERZ 0G0, Day 8 £ T LA AT 7%, Day 15 (andexanet 5% 11 HH) (2L
& 7p < BEFPH NI EE LT,
® [RIRMAME. OEX., A2 A v BREME, ST RIZBEI L T, andexanet DH 5 7>
R BITRD bR o T,

Table 2.7.6.3-4: AEEFROHME (REMBHIFRER)

Younger Subjects Older Subjects
(18 - 45 Years) (= 65 Years) Total
Preferred Term (N=10) (N=10) (N=20)
Number (%) Of Subjects 7 (70.0%) 5(50.0%) 12 (60.0%)
Experiencing Any
Adverse Event
ANIZAE S BUG 2 (20.0%) 1 (10.0%) 3 (15.0%)
R ARGE R 2 (20.0%) 1 (10.0%) 3 (15.0%)
P2 & R 2 (20.0%) 0 (0.0%) 2 (10.0%)
H eI e 2 (20.0%) 0 (0.0%) 2 (10.0%)
GIEv) 1 (10.0%) 1 (10.0%) 2 (10.0%)
TN 1 (10.0%) 0 (0.0%) 1 (5.0%)
Mg - 1 (10.0%) 0 (0.0%) 1 (5.0%)
JRI T HER 1 (10.0%) 0 (0.0%) 1 (5.0%)
A5 0 (0.0%) 1 (10.0%) 1 (5.0%)
BA & 0 (0.0%) 1 (10.0%) 1 (5.0%)
i A 0 (0.0%) 1 (10.0%) 1 (5.0%)
i ¥ S B e 1 (10.0%) 0 (0.0%) 1 (5.0%)
JAd~F RO IR AE 0 (0.0%) 1 (10.0%) 1 (5.0%)
AFLRI A #% 1 (10.0%) 0 (0.0%) 1 (5.0%)

Multiple occurrences of the same body system or preferred term for a subject were counted only once for each body system
or preferred term.
Source: 14-506 study CSR Table 11

=3
huf
Iy
Exl

®  Andexanet D IMUFEFIREEE 13, 65 kUL LD R & 18~45 D IR InFE & CRIRE Th o7,

® [ andexanet JIR/E & | andexanet DY FHIVEH O FEE /g~ — 1 — TH L 51 FXa iEHEL
ha e UREARRE ORIC, BEENFED b,

® Andexanet X 5% T &AL @%ﬁ'i%%f D-# A ~— KON F1+2 O—@tED EHBEO b,

NSO A ORK 72 EEMEILHA S TR,
® LZEMIIETAEELAIAITRED NN T,
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4 12-502FHBRED1—IL1 GMEABBRENR, Z&H. E2a1—I/L534.1-1)

AR DR RE - (R BR AT\ Z 4 TREA o0 1B/ R A P R I R B8 15 25 Xa IR - BB A O W v+ 2 8 &
RHEIZET D F TG L7212I1T andexanet ZEFIRINIX G- L7 & 2 O, AN,
EBRE K O E 25T 2 7 v 7 Ak, ZHEM, 77 BRI
(¥ RKREV2—LTEHTEXFH )

1RBR FEf s K OWHIIEE < 1 Mgk CKE)

AERIN - EVa— 1 BA Eowsaosga) 2024 e

sva—n1#&7H 207 B A
AREROHH : 55 2 4A

BH
4 FHE O LB/ R B B I IR [ 55 Xa R (BAF, FXa) FLEAIOWT L% E FIRREIC #E T
L F TG SN AERERE 2t I, LT 2T %,

1) Andexanet X|L7 7R % 1~3 [AE#EFEAR— T A EHIHEIR — 7 2B G i\ iHE
L7z & 2 D@ MR OREME 27 5,

2) Andexanet XX/ 7 ERE 1~3 [EEfA— 7 ARG XIFHEIR — T A B HZITRHHE
Lict soUToHEyEmE (LT, PK) ZiHhd 5,

a) Andexanet L7 7 AR DL, &5 kO E% T, 1 L7z BEE/MEEHE FXa
FLEAI O PK (BRI IR EE K OFERE SRR ) ARkl 32,
b) Andexanet D 5-H1 L O 5:4% T, andexanet ® PK & #H i 5.

3) Andexanet XX 7T BARE 1~3 ELEKEAR — T AE THEIR — 7 2854 10 S §E
L7 & obal, &E5h R ORG% T, M U7cES/MEERR FXa BLEAIORE )5
(LLF. PD) ZaHld %,

4)  Andexanet D90 U 2 3 AT 2,

RBRT A v

AJEERIE, EHEERR FXa BRERIO 7 R0 U= F PR LT REH 0 X
XREHEERT FXa [HERIO= 2 2980 U 2 EHIREBICET 5 £ TR S -WBRE I,
andexanet XX 7' 7 R EZH G T HHER, _EHEM, 7o XM, T ERMEEBRTH ST,

ERARIBICET D L), WBREICT XY 5mg & 1 H 206 ARREAOEKS (Day 6 150
HEE) L, Day6 |l NEBREK « OFHE L OG- 5% (23 ik - A& T andexanet X377t
Rafeh Uiz, WA —7 ZAF51%, 7 X0 Ok 5% 3 K [7 e 30 3 m i
HEIRE (LLTF. Cuna) (CEET D EFRINOESE] K TT DL Em LT,

% aR— N OWBREZIT 9B & L, EIffE 6:3 T andexanet X (X7 7 vRIZT X Lk Lz, &
WEREIL 1 DOMYE - AR TORBRBEOR G 2% 175 L L Uiz, HBREIIT EXH A0
LRI H (Day -1) 2°6 13 B, 1RBREMME I ARBE Lz, #BR#F % Day 13 £ TARRTY
00— L7, Day48 FCHEKT7 4+ — L7,

WA D ERERLS OB TR Z BT Ik LS aE, REsfind s s L,

WORE « HE~OBATIZ, 1 SRIOME - HE TR G250 723X TOMBRE T AR
(andexanet X X7 78RO EH%/ T HE £ T) ORehET —4% (AEFEG, WIKKRAE, N1 Z L
P A ROER) OFHMENRTET L, 6 FILLETEED PD v—h— [Frbtr BT T 7 R
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b 142 (LAF. F1+2), harbvr-7orF b B EE5K (LLF, TAT) KOY7 7V 55
fRPEY) (LU T D-Z A ~—) OFHIMN5ET LT biToT-, M RZeMEETEEN T — 2 Z3HMh L.
WO « HE~OBITZEE LT,

BEREL GHERE & O R

FHEIERE - 5 54 4

fi#HTI : andexanet @ PK 36 5] (andexanet ¢ G-l D A) . 7 B X ¥,3 @ PK 54 f4i], PD 54 f3i], %
2 54 1

KGR GBIRELYE R OBRA EEDOBE)
LUF OFBREEREZ i 72 L, BRAMEED DTS & i U 2o WBRE 2 ARTR BRI B & L7z,
BIREYE
1) 18~45 DR BT LM T, PIE ORELEVE K OVAETRHIR 25745 Z L IZFRE L
T, Ithix, 27V —= 2 TRERER DR — R T A > OIMEEIRRA TR L T &
5T &,
2) IRBRIESEATOHIWT T, BRI, AT, DERKR O ASA ZH A ZERIRBNZ I & 2
TRBE NI BRIRRAEIZ DU TUE, TRBRHE Y AT OB CERIRAIIZSE L WEE 23 72
<. UTFOHERB LS I EERBEN TS L Z L,
a) IMEEEFEMRE : 7o be Uk (LUF, PT). EHEIEE b e R 2F IR
(LA, aPTT) ., iEMEEEERFH (LLF. ACT)
b) MEFHIHRE : ~~ 27 Uy b, ~ET BV
c) HFHSEERE . TANTIXUBT I /) h 7oA77 2T —8 (LUF, AST), 77=7 3
J 8 AT7 =T —8 (LR, ALT) (AEYESPH TRRZ FEl-> TH KAy, BRI -
REB22nN L)
3) Body mass index (DL, BMI) 7% 19~30 kg/m* /> DRE A 60 kg LL EDF,
4)  IRBRIEE GRT 48 RERHI LA D> B ABEHIR o K ORI TRERBE E T b a— L 2B L 72
WZ EIZRIE LT,
5) 1 BHH72O OMPEENHEE Z 83 4 KRG CULESR A2 S 2iX 1 85720 0.5
HLLT, EHRIX1H 1A THY, AR OEEICFEE L=H,
6) [FIEMIAXEZFHATHET2RIBH Y | IRRFEEZ BS UIMmEZE BS MK LT2[H
EHFICEA LA,

BRoM AL TE

1) HifOBEERE (FEEEZET) . ERE L IERRT263 5% () HbE o
E. PR o/ NERIREI S/ M E 7)) 3T & 2MERET 6 o H LAPNICERER L 7 (R AR 23
i B 22 78 L 723

2) BUREEAL TEFHoAN L 2 XN 0 U= YN T RR YA OGN
/AR TH DA,

3)  HEEDTEXTMAREOBAERE (REHELZ &) JUIEREF 267958 (B FREHRD
ME/MIEIE, BVRFIA T Fx VT —),

4) R EOHEINITT D PERE OREZ MmO D Z LM B TWD, (FRERFE Y il D)
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Wi ) ERARANCE BB, WK ER, MR E, IFREE, R, RENER, W
PREGEEEB, MR, MR, RERE, MR R, BEE, ToMoBEKRZEB LR
ROBEREZ 6T 25,

5) T2 X AMbRT30 B LANICAL 3R G DGBET SR/ 7R L8 Ui IR & Ede) XITIEGIEEY
R LTEFE, 707 el 2 MUNICTIREE CREMBIEL K UON—T /G2 5T) &
EHALIEE LRI LT,

6) TEBRIEEE RT3 » H UNIC KT, EEOIMES L IXBITOBEREEZH T 2H U5
%1 HUNIZFIFZ TEL TV,

7)  IRBREER RT3 H LANIC 500 mL &M x5k & 1T o 72,

8) Day -1 O[30 HLAPNIZALOIRERIC SN L 723 U4 5% 35 0 3 o 5 % LLNIZ Day -1
DEENDLH,

9) Day-1 DELHAEM AV V—= 7 ThHItZEZR LT-#,

10) 34 (PUEE[E AT andexanet) DORETA BT 5 ATREMEDS & 2 WEHRY SUISEHDIREEIZ &
S

1) WFNrOEEESy (FY A, TAX=r g, ¥ aERORY Y L_— |k 80) %
LCT VAKX —%2HT 5%,

12) A OH,

13) #eBr#E OARFE T T DIBFENTRBR D 6128 2 KA T AREVEN & 5 2o, #BrE otkien
BBRIZBINT 52 LDV 27 28NS 5 ATREMEN & 2 & TRBRIL Y ERA I L 7=, 7
b3 —)UIE, YR SOLELH, R E, CADALWRRAFADO T Z v 7 70 k%
MF L0, THHIZRLZRW,

14) 8 O F RIS 23+ 53 (TR C & 720,

BRI - BFRERORE G
WEREK, REROHE, BRE5HM
Andexanet 715 #4543 mg/mL, 10 mL//NA 7 /L
Andexanet |27 > X MMES VT HEBRE 2K L C, Day 6 ICEL FOHE - HETEE L=, #IFER
— T AREIIT O AN ORK % 3 REICK T2 X0 FE L7z,
® =7Kk— |} 1:andexanet 90 mg % 30 mg/min DL T 3 30T THR—F A5 (90 bolus =R —
k. KZFEH TlE 90 mg bolus & FEFL)
® 75— | 2:andexanet 210 mg % 30 mg/min D T 7 730 F TAHR—F AHEH (210 bolus = 748
— h, XFEHTIL 210 mg bolus & FFL)
® 75— | 3 : andexanet 420 mg % 30 mg/min D& E T 14 53 00F TH— T A 5. (420 bolus =
A— b, KFEH TIX 420 mg bolus & i)
® 75— | 4 : andexanet 420 mg % 30 mg/min O E T 14 53200 TH— T A 5%, 180 mg &
4 mg/min OEE T 45 5373 F CTHRIEEE (420/4 x 45 min =278 — b, XEF S FRIZED)
® =/Rk— | 5 : andexanet 420 mg % 30 mg/min OEE T 14 30 CR—F 2 H L, #lRIKR—
T AZGESET O 45 43112 180mg % 30 mg/min OEE T 6 T THER—T AFKE
(420/180 bolus =t As— b, XZFH TId 420/180 & KAL)
® 75— | 6 : andexanet 420 mg % 30 mg/min D T 14 730 TR —F A& 54% . 480 mg %
4 mg/min OEE T 120 43 7 TG ERHE (420/4 x 2 hr 28— b, XEF L FEIFER)
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SHRIE, HERCHE., BE5HM

A= b 1~3: KREFFTT 0.9%HET U T AESHR

27—~ 4~6 : andexanet JE5 FH HLA] O v

7T RRITT X DI N HERE 2% LT, Day 6 (Z]A] U = A — b @D andexanet $¢5-D#ERE
WCHE U HEROVEANEE TR — 7 ARG I AMERE Lz, PEIR—7 ARG5137 v
DB G% 3 RIS T35 & 9 FEhii L7,

ORI, AEROCHE, &55H

TEXH AR Smg T v ba—T 4 T BE

Day 1 75 Day 6 £C, 7TEXV /N0 Smg §E 1 84 12 B 2 L ICEERFICR D& E LT, &
#& P 513 Day 6 ORI IS L 7=,

FHmIE H
M4 andexanet & V7 B /N2 D PK
4% andexanet 12 FEIE FH O MR 1K %2 Day 6~8 OEERF S CTEILL, LLFD PK /3T A —

2 EHEH LT,

®  Crux. S MAEHFIREERER (LAT. tma) . 5 0 FEDN O A& E & v BRI £ C o i
HhR R R RS (LA R, AUCo) . %5 0 BERE D & MESREERT & ~C oD I 5% v 5 B IRE ] i
THEfE (BLF, AUCow) . RO (LT, ip) . &2F 7 V7 7 2 (LUF, CLT),
ERIREOSHEE (LT, V) ROKHEOEEHEEHR (LT, L)

MAEH 7 €% Y R EEE H O MR K % Day 1 O 5-7if, Day 5~8 OFEERE S N Day 9
KO0 O 1 R TEHRILL, LAFO PK NT A—# 28 U7z, Hi FXa iEPEIEIERE G5 FXa FiL
ERIWEFE L BT A0, KTV 22— /L TIERT X0 R OFEREER T &% 930 O
05 O i e R B A I E LT
® Cux. A—T7AEEGHKTH 2 pOMIEFRE (LLTF, *C3.02) . tma. #cHZ V7T Z (LL

. CL/F). AUCo., 1 #&EG-[EIFE D MmAE FyREERFF AI#R T A (AUC.) . &5 0 Kl b 24
RE E oM AEF R ERF AR FTHEfE (AUCo24) . tin 2OV Lz
#502 R DT Y 22— 2~4 Ol x OO F LD TIE g [C3.03) EFRiL LT,

Andexanet X V7 B N o ffEF PK 3T A — & 1%, IAEH R E R g RO X | EEED
CALTHES I GV AE S SN (TRUE A =~ | |

T -

JRH' andexanet 2 N7 B X H 3 D PK

JRH andexanet & VT &3 Y AR EEIE H ORI AZ Day 1 O H-RT K& Day 5~9 (&R
il : 6~12 ] 2 &) (ZEREL L7z, SR andexanet /€T, W NOHHRE T X COFERMET
EREFRAM THo/olzd, PK AT A—=FEHM LAgholz, RPT EXH o0 T, L
FTOPKNRTA—=ZERHH LT,
® JR&E, JRPIRE., RbPRitE, BERPHREE B2 U772 (LUK, CLr) ROSRTHE
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ke
FUEEE R OB & T 572012, PD ~—H— (FT FXa IHHEK OV v o B o pEARE)
TE R O MR IR 2 R REICER I L7z, b v v B BEARRE T, MR 7 8 0E b e v B U pEARRE (G
A7 :rfu) & UCHIE L7z, £70, BEBEMRESUIHEEETEMEICB T 280 F D PD ~— 1 — b #RIKFY
VR L 72,
® D-% A ~—_ FI+2, TAT, #H#HR -REA > v e & — (LLF, TFPI) * X OJERE A TFPI*,
PT, aPTT. ACT, IMi&§EFESH X K+ (LLF, FX) *, 747V /=% (LLF, Fg) *, 7
YFhurer I (BLF, AT *, AR 7 v ' redgieERE (LT, dRVVT) ., #ik~
FTAR )= AEHALR T (BLF, tPA), T AI YV - 02-T VT T T AIVEAKR (LLF,
PAP). b= v B TR LRRAEFLER T (BUF, TAFD, B-hr > AR7 7Y v (LR, B-TG).
M/ MRS 4 K+ (LR, PF4) ROWEME R REY 2 > (LUF, sTM)
* o pURE S LCHNE
F 7. andexanet 2 MIL/XT A — X RIFTHEZRBAIZFHET 5720, EH#ERNZ: S mm DL
JE S F AR A T L, R R O i A ) L7z,

Zet

RAMERHMITE B X, A YA v WREEME, FIRPTR, TR ZE R IE O B IR AR
12 FFELENK, AEFES, WRRE KA RE, RFrmA, (L QRS A ONS
Prikfids (Pl andexanet LK, Bt FX HA L O FXa Fiil) ] & L7,

723, Infusion reaction |&, #%5-H ITHE G EZICHEL L, GRS EANIC X0 KHEBERAEE
SN WA EFEL T, linfusion related reaction - XX (XX (ZIEIR SIEBE) Lt shi-F5 L
L. EREFEHGESE (LLF, MedDRA) FEAGE MEANCHE D KIG) L@ARx T,

AT FIE
BREBDORE

RREE @ REEOETY 2—)L) THRK 144 il (RRFERFTEZFOXRETIZE D . %I 162 fFillC
EH) OBEREFIE LTz, KT Y a2 —/LOPREL L andexanet #5-& 77 B AR OFIF
%, BRIRAGHIBC S & RIGBR & FIOIER TR b OZHRE Lz, KEY 2 —/LITITH
S4Bl EBETH L L LT,

MAEFIRE R ONPK /3T A —ZIZOWT, ad— b T EICFRb MG & [R5, EAkr =2,
EWERZE (LAF, SD) . IEWERRZE, FoME., FmoRME, ik OZEMRE (BLTF. CV(%)] &5
H L7z, AUC MO8 Cinax TIEMTPEME R ORAT CV(%) bk Tz, £z, mEETHREIZSWT,
FAPEREOHERK, aR— N ZED0ARNRT vy T o7 ay b (RHBREOREHRE A | iz 7'm
v M LT ROWEERE Z & OB ZAER LT (AT v T 0 7y MIAREA 77— DH
TNLSMTEHE A7 — )V RO R T —0),

Day 6 @ andexanet X L7 7 AR DEH R K O G% 2, FEREAIT B S R E 2 FEM CLb
B L7z, ME ik, BEGRE (andexanet X OV T ER) & 2 AL, X—A T A ENIE Day 6 O
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TEXRY AN EREE IR E LSO (LU, ANCOVA) Z W T, /b 2R EHE
DOEK P pHEERLTZ,

ke

%R — hCHRERZ L1245 PD ~ — B — Ol st & (B £k, BN FHME, SD, FEueERa =,
B/ ME BRME, FREE O CV(%)] ZHE Lz, 17 2V AVEBIZOWCITSEE 2857+ LTz,
TR REOERE DT — 2 IXT N THAE LTz, PD T —ZII_N—A T 1 ETEREL L, X—
AZTA S DEALRININ—A T A KT D H (%) THRAR LI, KR 5720 R Y | andexanet
X7 TR E% O PD RHETlL, ~X— A7 A % Day 6 ® andexanet X %7 7 ARG EATD
il & B Lz,

Day 6 @ andexanet X377 B RO G-HI L O 5%, §t FXa IGMEZ R CHE L, hroE
VIEARE A BN K ORI CLhblR U 7e, BENIRIRICIE, RGOS 5 t/EZ v 7o, BRI Tl
%¥ﬁ$QMWmm&U77?$)%2@2@\Dw6®&§mﬁ%%£%&btAMDW&%m
WT, /N CREBEOEKR N p EER LT,

Z4et
BRVEORET — 5 (A ZNH A v BRFEAFE, LEX/NT A —Z KOEKRMRE) 095
AT OW TR, ebeat® (A, F2ME, SD. FfE, m/ME, 5 1 WAL, 26
DAL O KAL) &R Lz, AT 2V INAVEBIZOWTUIBEER OB EGE R L, 79k
PEEOHIRE OT — 21X T~ THE L, BEEEE, BRPT R, S RIMARIERIEIZ T2 Wells A
a7 ROPFREIT—RICORR LT,

W SN A EF G4 % MedDRA Version 15.0 DR E IR DHE L OFEARGEE FHVTHHL, %
B B OV B1E] & % andexanet D43 H5-8£. andexanet B AN N7 T v REERRIT OV TER
L7z 2B, BRI o R2WRY | ARCETIL andexanet XX 7 7 B RO GG HBICRE LI-A
EERE T,

R
TREDONR, N—R 71 v ROANBREHE M

RKEV2—/LTIE 54 BINT X b, TSR ORE 25T, 54 3 ~TH
andexanet (36 ) XiX7' 7 AR (184l OEGZEZZIT, KEBREZET L=,

54 I3 _T% PD, &ML OT EFH 300D PK OFHTIZERA L. andexanet D5 %% 1} 7=
36 19X T % andexanet ® PK OFEHTIZERAH L 7=,

#H 2R — FDONOKEFRFE L Table 2.7.6.4-1 12”7,

56 /350



2.7.6 fHlx OREBROE &
TUFEY Ry b TAT 7 GBI Z)

Table 2.7.6.4-1: £ak— O AOEHFHIRE
Andexanet Dose
Cohort Placebo Overall
Trait 90 mg bolus | 210 mg bolus | 420 mg bolus | 420/4x45 min 420/180 420/4x2hr
N 6 6 6 6 6 6 18 54
Female 0 (0%) 1 (17%) 0 (0%) 3 (50%) 3 (50%) 0 (0%) 1 (6%) 8 (15%)
Gender Male 6 (100%) 5 (83%) 6 (100%) 3 (50%) 3 (50%) 6 (100%) 17 (94%) 46 (85%)
Black or African American 0 (0%) 0 (0%) 1 (17%) 0 (0%) 1 (17%) 0 (0%) 0 (0%) 2 (4%)
Race White 6 (100%) 6 (100%) 5(83%) 6 (100%) 5(83%) 6 (100%) 18 (100%) 52 (96%)
Ethnicity Hispanic or Latino 6 (100%) 6 (100%) 3 (50%) 5 (83%) 5 (83%) 5 (83%) 13 (72%) 43 (80%)
Not Hispanic or Latino 0 (0%) 0 (0%) 3 (50%) 1 (17%) 1 (17%) 1 (17%) 5 (28%) 11 (20%)
Mean 33.7 35.0 33.8 31.7 32.5 31.8 334 332
SD 8.48 7.32 5.78 9.50 8.60 6.97 7.69 7.42
Age (yrs) | Median 36.5 33.0 33.5 31.0 33.5 34.5 33.0 33.0
Minimum 19 28 28 21 22 21 20 19
Maximum 43 44 41 43 41 38 44 44
Mean 80.3 80.6 77.0 74.4 72.8 76.4 77.4 77.0
Weight SD 11.78 6.78 5.87 6.47 7.36 10.99 9.27 8.62
Median 83.6 80.9 77.3 72.8 72.5 75.5 75.6 77.0
(k) Minimum 65 72 69 68 65 62 65 62
Maximum 92 89 85 86 81 94 96 96
Mean 172.67 168.83 169.00 163.00 165.83 170.50 173.67 170.09
. SD 6.282 7.223 6.633 8.786 10.870 9.975 9.456 9.081
Height Median 173.50 169.50 167.50 165.00 164.50 167.50 173.00 169.50
(cm) Minimum 161.0 160.0 163.0 152.0 150.0 160.0 154.0 150.0
Maximum 179.0 178.0 180.0 173.0 182.0 189.0 194.0 194.0
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Table 2.7.6.4-1: &K ak— FOADO#FKEFREME

Andexanet Dose
Cohort Placebo Overall
Trait 90 mg bolus | 210 mg bolus | 420 mg bolus | 420/4x45 min 420/180 420/4x2hr
N 6 6 6 6 6 6 18 54
Mean 26.842 28.208 26.922 28.032 26.530 26.220 25.762 26.671
SD 2.8442 0.9444 0.5932 1.9144 2.3754 2.4484 3.0526 2.4712
E{l\gjl/inz) Median 27.060 28.000 27.025 28.405 25.565 26.540 26.585 27.150
Minimum 21.99 27.14 26.15 25.67 24.47 21.69 19.45 19.45
Maximum 29.87 29.74 27.73 29.98 29.69 28.81 29.84 29.98

Module 1: apixaban 5 mg BID PO on Days 1 through 6
BMI = Body mass index
Source: 12-502 study module 1 CSR Table 14.1.1.2.1
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BRE DR
54 BT N CRNVEBREFEECHEINZT XY /3 L andexanet X137 T RO 5 45
T L7,

Andexanet @ PK

® [MAEH andexanet 2 FEIIWIRIAR — T A G T AEEEBIEIITIKT L=,

® Andexanet DfRIEFE & (AUCow) OFHJfEIZ, andexanet O HEIZIZITELA L THINL 72,

® %7k — T, andexanet D ti DL 4.35~6.45 hr, CLT OFH)fEi% 3.93~4.70 L/hr T
HoT,

®  Andexanet ® Vi O FEIE L, 90 bolus AR — T 6.97L, 420/4x2hr 27R— FT4.0lL TH
277,

®  Andexanet DFIRNF G-, MU andexanet IR DO HERFE FIZ BN IR /N S o 72,

® R andexanet IR X, WTHOHERF & T X TOLRMF CERE FIRAM CTH -7,

BT EXIANCROFEFERTLT XY D PK

Day 5 (andexanet X13¥7' 7 RO EHIH)

® Day5 OT7 XY NORAFGHE, MIEHRY B0 S0 ROFERFERT B SR
TSR BB EICIR T LT,

o [MAFFIRT B R K OFER AT B N R OHERS K OYPK /X T A — 4 [ andexanet
LT T vRBECRETH -T2,

® o DHFREIX, T EXH N 2.01~3.01 hr, FEFREATT B P30 2% 2.00~3.51 hr T
HoT,

0 AKIEBRTHELN PK OFERIZ, HIESNTHDETEXFH AR O PK T A—F LI1FIT %
LTEY, REDOT EX P AN BEITEFREBICEL T2 ENREB ST,

Day 6 (andexanet X/37' 7 RDEER)

Day 6 O IMAEHIERE ST & N R EOHER % Figure 2.7.6.4-1 IZ78 7, F£72. andexanet X
X7 T ARG O MR IEREAT 7 oS CEHE) . BERNCRT A8 5% 0
T & LT Table 2.7.6.4-2 127”7,
®  Andexanet D G-t M IERE AT T B % 5 N R EEITIESC ) D D I BEIKGFERIICIE T LT,

IR T X R UREOK N IIHIEIAR — T ARG T 2 47 (C3.02) THLIL, N—XA
TAVKROT TR B L THRBEIE T L, —FH, 7 EXF R RE (C3.02 KO
Cmax) X EH L7,
® 420/4x2hr AR — N Tl IEREAT T E RPN DR TR — T A E G T % 3 R (R
TR T 1 BER)) & TRt L7=. Andexanet OF: 5%, FEREETRT XN RBEDE
fb&IL, PIEIAR—F ZAFER THRDO FTRORFR T 7R EAEREITR D LRI oT,
90 bolus = A— K : 0.17 IK§fid
210 bolus = A — b : 0.5 FFfi]
420 bolus = A — I : 1 IK§f#H]
420/4 x 45 min =R — b : 2.25 RffH]
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®  420/180 bolus 7R — I : 2.35 HFfH]
® 420/4 x2hr =AR— b : 3.5 FFR
® Andexanet D¥¢ 5%, 7 E XY/ D CL/F LN CLr Dfi 5775, Day 5 K N7 7w REE & Lok
LT Lz, 72721, Day5 KO Day 6 D7 B30 D RFPEHRIL, ah— ML
ak— MNTHBE TH -7,

Figure 2.7.6.4-1: Day 6 @ andexanet & SRIEZDIEHEER T EXF YN\ VEE
Cohorts 1-3 (Day 6)

20

—o— Placebo, Cohorts 1-3 (N=9)
—&— 90 mg belus [Cohort 1] (N=06)
—&— 210 mg bolus [Cohort 2] (N=06)
—o—

End of Bnlus¢
I
|
I
1
I
I
I
I
I
I
:
: 420 mg bolus [Cohort 3] (N=6)
I
I
I
|

Unbound apixaban (ng/mL)
st

T

4

=
o) e o

wh
o -
=
=
—
-
—
=)

6 7

Time after apixaban dose (hr)
Cohorts 4-6 (Day 6)

End of Infusion (Cohort 4)/2nd Bolus (Cohort 5)
End of 1st Bolus# l #End of Infusion (Cohort 6)

204

Placebo, Cohorts 4-6 (N=9)
420/4 X 45 min [Cohort 4] (N=6)

420/180 mg bolus [Cohort 5] (N=6)
420/4 X 2 hr [Cohort 6] (N=6)

154

bttt

Unbound apixaban (ng/mL)

Time after apixaban dose (hr)

Module 1: apixaban 5 mg PO BID on Days 1 through 6.
Note: Andexanet/placebo first bolus dose was administered such that it ended 3 hours after the apixaban dose on Day 6.
Source: 12-502 study module 1 CSR Figure 2
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Table 2.7.6.4-2: Day 6 @ andexanet XIE 75 £ RIXSRIEDIFEARTEXTHN\VEE
Andexanet Dose (N = 6/Cohort)
Placebo*
Mean = SD 90 mg 210 mg 420 mg 420/4 x 420/4 x
420/180 (N=18)
bolus bolus bolus 45 min 2 hr
Pre-
8.00 9.48 + 7.90 £ 9.57+ 11.0+ 8.02 + 9.00 +
Unbound | andexanet/
2.12 3.77 2.08 2.43 3.82 2.25 2.05
Apixaban placebo
Conc. Cos 3.83+ 453+ 225+ 1.88 + 1.10 £ 1.17 8.37+
e 1.17 2.61 0.918 0.214 0.110 | 0314 1.43

Module 1: apixaban 5 mg PO BID on Days 1 through 6

* Pooled placebo group from Cohorts 1 through 6

2 Concentration at 2 minutes after the end of andexanet/placebo first bolus dose

Note: Concentration values in table are presented as three significant figures; percentages are rounded to nearest whole
numbers. Andexanet was administered such that the end of the first bolus dose was 3 hours after the apixaban dose on Day 6
Source: 12-502 study module 1 CSR Table 20

FIF
L FXa &M
Day 6 D HL FXa &M D SEEME ORI ZEL % Figure 2.7.6.4-2 12777,
® Andexanet 2512 X U F1 FXa {EPEITIECNS (PIEIR—F ZAF G TH 2 57) X=X T4~
WHIKT Lz, —F., 77 B REETIEH FXa iEEIC KR E REIZA LN d -T2,
® Hi FXa IEMEDAR T O K OFFpehEf 1L, andexanet D #E « AEICEFEL TV, $T FXa
IEMEOIK I, 420 bolus A — b, 420/4 x 45 min = 75— b, 420/180 bolus =7~ — k K
420/4 x 2 hr 27— KT andexanet 420mg Z R —T7 AL LI L X IR bBBEFETH-7= (B
93%~95%), T FXa {EMEDK FiZ. 420/180 bolus =7~ — kTl 2 B H DR — T AF 5% Eii
T35 L THIRIAR—T A5 T 3.5~3.85 B £ T, 420/4 x 2 hr 217k — ~CTiE 2 B o
REHEE ET 5 2 & TORIAR— T A T #% 3.5~3.85 Bl £ Tkt L7,
® Andexanet DI 5% . Tl FXa iEHOR—2F 4 B DK T I, #FIEFR—F AEGKTHD
TROKRTT 7R EEARRETRD LN T,
90 bolus A — b : 1 BFfH
210 bolus = A— b : 1.5~1.85 HEfH
420 bolus =R — b : 2.5~2.85 [
420/4 x 45 min 2R — b : 3.0~3.35 K¢
420/180 bolus =7 — b : 4.0~4.35 H¢f]
420/4 x 2 hr 27— b : 4.0~4.35 K§H
® JEREGAT v YN URE &P FXa IGTEHER I L 72,
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Figure 2.7.6.4-2: Day 6 O andexanet X (& 75 R 5% DO FXa FHEDFHEOERHFMZEL

Cohorts 1-3 Cohort 4

End of Bolus
End of Bolus End of Infusion

Jsom O Placebo [Cohorts 1-3] (N=9)
- O 90 mg bolus [Cohort 1] (N=6) 2507
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A 210 mg bolus [Cohort 2] (N=6) acebo [Cohort 4] (N=3)
| | 20/ 4 =
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200
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50 504
-
o1 J I S i L L,
Baseline 0.0 0.2 0.4 0.6 0.8 1.01 2 3 4 5 6 7 8 9 10 Baseline 0.0 02 04 06 08 1.01 2 3 4 5 6 7 8 9 10
Time after first bolus (hr) Time after first bolus (hr)
Cohort s Cohort 6
End of Bolus End of 2nd Bolus
End of Bolus End of Infusion
250
A Placebo [Cohort 5] (N=3) 250
¥ Placebo [Cohort 6] (N=3)
@ 420/180 [Cohort 5] (N=6)
200 ® 420/4 x 2 hr [Cohort 6] (N=6)
200
—E 150 :
3 £
°5'4 ‘\‘_.\ ) 1504
“ It
ES o
100 o
= £ 100 ¥y
< <
50 50
LN Y e e
0 T T T T { 0 T T T T -t — T T T T T
Baseline 0.0 0.2 0.4 0.6 0.8 1.01 2 3 4 5 6 7 8 9 10 Baseline 0.0 0.2 04 06 08 1.01 2 3 4 5 6 7 8 9 10
Time after first bolus (hr) Time after first bolus (hr)

Module 1: apixaban 5 mg BID PO on Days 1 through 6.

“Baseline” is defined as the time immediately prior to andexanet/placebo administration, which was administered such that
the first bolus dose ended at 3 hours following the apixaban dose on Day 6. Baseline values following 90 mg bolus, 210 mg
bolus, 420 mg bolus, 420/4 x 45 min, 420/180, 420/4 x 2 hr and pooled placebo groups were 155, 200, 142, 198, 207, 156
and 171 ng/mL, respectively.

Each data point represents mean value. Mean values for placebo groups were manually calculated.

Source: 12-502 study module 1 CSR Figure 4

fa v B EARE

Day 6 O b 1 2 B U EARROFEEEORRIZ LA Figure 2.7.6.4-3 12737, LR DOFREE &

LT, MU EUFEERD Day | OF7 EX PN EERTOYHFE - 1SD L EEe D2 L% br v

BV EAREORIE & ER LT,

® T EXFYUNRUVOBEIZLIVIETLTW:E ha v B UFEARED andexanet D& 5L > T ER
L. 07y (FIREIR—7 2 54&TH%245) bu s BV EARDREIERRD b,

® Lo Bl PEAREDRIEIY andexanet DL - HEITIKIFEL THB Y, 4204 x2hr 28— R T
X b e B UEAROEEN AR — 7 A G T 14 3 el GRIEEER T 1 Ref) £ TRt
L7z,

® T IEARBTIrYEVEAROELENEEOEMEIZELIZOIEFHEIA—T AEEHKT
%A 105 R CTh o7, o, T BERHETHEAR—T 2K THZ 2732 hr B pESE
BEDFENBDO NI 1 TH-T-,
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Figure 2.7.6.4-3: Day 6 @ andexanet X (& TS5 REBEE#OD O E U EEEDOFHEDREN
it

End of Bolus End of Bolus End of Infusion
5000007 : 5000001 :
O Placebo [Cohorts 1-3] (N=9) H ® Placebo [Cohort 4] (N=3)
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< 400000+ A 210 mg bolus [Cohort 2] (N=6) = 400000+
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Module 1: apixaban 5 mg BID PO on Days 1 through 6.

“Baseline” is defined as the time immediately prior to apixaban administration on Day 1 (Mean £ SD of 266733 + 58824 rfu,
N =54).

Shaded region represents Day 1 pre-apixaban (Mean + 1SD) values, i.e., 207909 to 325557 rfu.

Andexanet/placebo was administered such that the first bolus dose ended at 3 hours following the apixaban dose on Day 6.
Each data point represents mean value. Mean values for placebo groups were manually calculated.

Source: 12-502 study module 1 CSR Figure 5

747V o REY (D-FA <)

® Andexanet D 5%, D-Z A ~—DOVHEIT Day | OF XV NG E L CTHEIK
TFHNZHIM L, FIEIAR — T A BH8& T 1% 36 R LIS I KIEIZIE L 7=,

®  Andexanet BED D-# A ~— D KAEIX, 420/4 x 2 hr 2R — R DOR—F A B HHE T 10.5 BEfE

ORI EERS T 12 8.5 IFfH]) CTA b7z [PEHME (SD) : 0912 (0.306) pg/mL],

® Andexanet D D-% A ~— O FHJEIX, andexanet D 5% 3 HLINIZ Day 1| O 7 B %3
P HAE (Figure 2.7.6.4-4 O S#R) K~ Lz, 778 FREED D-¥ A ~—OFH)EIT,
7T v RGO T OFEIE A T Day 1| O 7 B 3 H 8 SRiEARS THER L=,
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Figure 2.7.6.4-4: 420/4 x 2 hr I7k— bt Day 48 ETD D-4 4 Y —DFHEDREHHZEL
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Module 1: apixaban 5 mg PO BID on Days 1 through 6.

Each data point represents Mean (SEM) value. Mean (SEM) values for each placebo group were manually calculated. Day
1 pre-apixaban D-dimer value from 52 subjects in this study was 0.180 + 0.180 pg/mL (Mean + SD). Dotted line represents
Day 1 pre-apixaban (Mean + 2SD) value, i.e., 0.540 nug/mL. PRT: andexanet; Apix: apixaban.

Source: 12-502 study module 1 CSR Figure 7

FrbrrErI7IIAY 142
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B OT X TOFIEE S T Day 1 O 7 B 393 B B RE R THER LT-,

Figure 2.7.6.4-5: 420/4x2hr A/h— kD Day 48 ETHTOAROVELTISHT AL R 142 D
T EDOREFHZEL
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Module 1: apixaban 5 mg PO BID on Days 1 through 6.

Each data point represents Mean (SEM) value. Mean (SEM) values for each placebo group were manually calculated. Day
1 pre-apixaban F1+2 value from 52 subjects in this study was 143 + 56.9 pmol/L (Mean + SD). Dotted line represents Day
1 pre-apixaban (Mean + 2SD) value, i.e., 257 pmol/L. PRT: andexanet; Apix: apixaban.

Source: 12-502 study module 1 CSR Figure 9

TAT
® Dayl 75 Day48 £ TOEFHEFREA T, andexanet D TAT O EHIfEIZ 2R — RN TOEE)
NHHITZ, Andexanet D 5-4% ., TAT OFHMEIZT N THOaAR— FT Day 1l D7 B FH
UEHRTE S LTI L 72N, BN ORRE XL 3k — F TR 57, Andexanet £ED TAT
D REIE, 420 bolus A AR— F DR —T A G TR 4.5 KRl TAH L [EEE (SD) :
532 (80.3) pg/Ll, 7272 L. 1 BIOBEIEE (214 pg/L) A =d— oo 54 & g LR
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ETHo7,
® Andexanet XX/ 7 B HREEHZDITE AL EOFHIRE AT, TAT OFHEIX Day 1 O 7 %
ANUBGRMELL T TFERE CTh > 72,

# TFP1 X O EHE AT TFPI

®  Andexanet #ED# TFPI & O\FERE G TFPI O X)L, T X TH ak— h THIRIR—F 2
HERIZHED Lzis, HEERGETRO bhikhoTz,

Andexanet FEDOH TFPI O E¥IfEIL, Be5-% 36 FEBILINIZ Day 1 O 7 B Y3 B Rl LA
EETRIE L, 77 B AREOK TFPI O FEMEIE, 7~ TORHliFRf A C Day 1 ©7 &% 93
EHRIELL ETHER LTz,

PT. aPTT XX ACT

® Andexanet XX 7T B HRDOEEGRIOEF ST, TEFH AN OREIZE D PT XN aPTT ~D¥
BITITIE A SN0y T=728, andexanet DR GIZ L A2 EB L L LN o T,

® Andexanet XX 7' 7 B RO EHI, 7T EXFF AN OEEIZID ACT 7358 20%~40%IEEK L7z,
Andexanet O HEHE TlX, ACT OFEEEIZYIEIR — T A8 54 T 2 47 DFRF T andexanet
BeG-ai1 & bl U CH BRGNS R R TR 31%E4E L7, — . 77 BAREETIE, #IEAR—7
2P HAET 1% 2 4y DI ST ACT OFEHMEDOEHEILR 3% Tdh - 7=,

® Andexanet ¥ 5% . ACT DX—Z T A S DOEALROEBEIL 6.5 R LINIC 7 T &R
MELRIRRE L o T,

PAP

® Andexanet O 5%, PAP OFHEITHEKfFIITHEINL, Z0%, B5% 24 KELINIC
Day | O7 XY U GRMEART~EIE Lz, —FH. 77 2RO PAP O FHEIZ, #5
%O T O T Day 1| D7 B P8 B G RiE AR CHER LT,

Z DDA A~ —T—
® Andexanet D#5-& FX, Fg, AT, B-TG, sTM. dRVVT, tPA, TAFI &% O PF4 O FHEfHE &
OIZH DN RBEMEIT R, ZRHDOARS F~—h—DOEEIT T v RBE LR TH - 72,

HIMLREE R O I E (%2 F4#K)

® LEANVTFEMREEMBL, TEXFTANUICK Y EE S MM T D andexanet DEM %
PREMIICHFEM L 7=, Andexanet O 52XV T _XTOar— N TRE/ NV T AEMR%E O H M
IR 2345 L. 90 bolus = 73— b 420 bolus =1 7R — b T8 420/4 x 2 hr =78 — b Tl M & A
Wb Uiz,

Zett

® L, EEQRAEFS. HEEOAEFS. RETILICE-TCAEFSR, MAEMFL IR
A X2 MMIAH LRSI,

® EFRLORBEEISIL, andexanet B 56% (20/36 ) KOT 7 wHREE 78% (14/18 f5]) Th
Y | andexanet BED S DMED o 72, WITNOFRITHBH L7 HEKGFEIEITRD S o 72,
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® MedDRA EHERMPEAD Tl ICEENDAEFEROFEHREISIL, andexanet #F 11% (4/36
Bl KO 7 vREE28% (S/1841) Thotz, EipHs m%ﬁﬁ%ﬁm@&@@%&m@
THOH ., ZHHLAMIITMEEEA 7 Z B AREED 1 Fl2, EHif2Y andexanet £ 1 #iiZ
NENIH LT,

® b I ALNIEAFEFERIIFEANIC, D KIS TH Y | FEBLEIE 13 andexanet FE 19% (7/36 1)
BOT 7 2R 11% (2118 41) Thotz, W HNRMAEEFIETA DR, EAITHE
I RINFINT IS ALE Z ST, T X TOWRRE DHUE SN IRBRER 5458 T Lz,

® EAITHED BUL & U THE A R e OSEIR DS S S 7223, Ie b K < A D - T4 TR
Wk, BHIIAL, 59 OB ERE K OWER INEEChHh > 7=,

® [RERIEDEZ G W T - 721 EAITHE O KIS andexanet #£ D 1 FIIZFHBL L, #5208 1.5 45
Wr S Av7z, MR IIEFIT (Bim) . PR, WAL (Bim, RO BMEED) . TREE (B
m, B RO B R OVBERS PR ASGRD BV T= S, AN — T A G HZICER XILE b
FTWTRG 2 5L L LT,

® R, DEX. NA Z YA HRFTRIZE L T, andexanet DB 6 R EITRO 5
Nipinotz,

® i FX HUASUINT FXa HUiRIIWV T ogiRE THREL Lo 7z, ERHUKRMMOPHL andexanet
PUIAR DS andexanet FED 2/36 BNZFEEL L7225, HFFRNEMEITRO STz,
ERLOFRERICEE-S X | andexanet 90~900 mg % Hi[A|AR— T A H- 2 BN — T A5 (IR —7

ABEHI R EE LTz & S OFBMIIRIFTH o 72,

h

EEERM FXaRER 7 B AN\ 2B IIREBICET 2 £ TR SN /BEERE 2 5 & L
e oA, ZHEMR, 77 AR HEEVERBROME R, andexanet 238NI IERE ST
BN LRSS L, HERAWICHIET 2 2 & CHEEBEHZ b L, ~ha v U FEARDN

EFFPHICEE L2 2Ly, IEmEEOIEFEIER RS,

D-XA ~—_ F1+2 LU TAT (2 —@VED A BARFRI R EEINA 2 B AL, [FIRFIS TFPL 23800 L7z,
Andexanet 90~900 mg D AEMEIZRIF CThH o 7o, BERLZEMITRITE O 6T, mieEFERd
D IR0 Tz,
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5 12-502FEREYa1—I/IL2 MEAHRENR, ZFEH. EVa1—/L534.1-2)
AR DA : R | 4 FRAE OO [ B/ [ B N Y ML R e 55 Xa [RIF-FLE A D W F v & 8 i
IREBIZZET 5 F THE L7 I1Z andexanet & FIRINEE G- LTz & & ORaME AR ME,
SENRE L O ) 22T 2 7 o &2 b, —HER., 77 R xHRRER
(¥ REV2— L TIEY N—mFH )
TRBR Nt ek K OV < 1 fia% CK[E)
IR - =va—n2BEA GRowszossn) o= e
wva—n2#TA 20 B
AREROFH : 552

B #Y
4 FEAH O (EHE/ AV E Y LR EE [ 25 Xa (K17 (AR, FXa) [HEFOWT & E HIRREIZET
5 FTHREG SN RIS 256212, LT 23 i 2,
1) Andexanet XX 7 7R % 1~3 [AEFEAR— T A EH T HEIR — 7 2B G i iE
L7 & 2 DR MR BB LT 5,
2) Andexanet XX 7T BAR%E 1~3 ELEKEA — T AEE THEIAR — 7 A 5410 S §EE
L7z EDOLITOFEMERE (LI, PK) ZaHhid 2,
a) Andexanet X377 RO GHI, &EHH RO E% T, M L7z EH/MEENT FXa
FLEAI O PK (IR EE K OFERE S TR ) A5kl 32,
b) Andexanet D5 K O 5% T, andexanet ® PK Z 3§ %,
3) Andexanet XIEZ7' 7 EARE 1~3 EHEFEA— T AFG5 ITHEIR — 7 AR 5% HEE
Lz & xobHT, &GP RUEREG% T, A L2 ES/MEENT FXa FRER OF S
(LLF. PD) Zafiid 2%,
4)  Andexanet D503 R 2 B 5,

RRT VA

AIRBIE, EEEAE FXa REROT X0 U= PN FH L E= REP30 X
IXEEEAE FXa BAEAOxT 2 T N) U2 EFIREBICET L E TREINTHEREIC,
andexanet X (X7 7 R ZHF 5T Lk, —HEMR, 7o X oMb, 7 EREEBRTH -T2,

EFIRRBICET D L 95, HBREIC Y N—a P X 20mg 2 1 H 18] 6 HREFEAO&KS L, Day 6
W RBREE - PR KOG 51E) 13 ik - & T andexanet X7 7R &=&KE5L1-, A
— 7 AEGITTNT, U AN—a T AN O G% 3 R LY S— 1 Y8 e i R
BE (LA, Cma) ICEET D ETPHRINDEEA] KR TT 2 L9 LT,

K ak— bOYBRELEIT 9 FIE L, FIfFIE 6:3 T andexanet XX7' 7 ERIZT X MME LT, %
WBRF T 1 DOHiE - HETORBBRIEOREEZITH L & Lie, #RFILY N—nXP
O EFMERTH (Day -1) 225 13 B, 1BBRERMERICAPE L7z, #5F 4 Day 13 £ TARET
74— L7=t%, Dayd48 FTHRK T+ — 1172,

WEBRE N EFEGLUNOEE TR A R IE L7561, #BREE2fir T2 L& L,

WOHE - HE~OBATIZ, 1| DEIOHE - HE TR G 2% T 72T X Togia T ARSI
(andexanet X377 RDOE % THHET) OLEMET —4% (AEFS, BARE, 1 2L
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YA U RODER) OFMEMAET L, 6 BILAETHED PD ~—h— [Fu o777 X
b 1+#2 (BUF, F1+2), b e -7rF hrrerEGeEk (BUF, TAT) K07 47U 55
ey (LLF, D-ZA ~—)] OFRET LT biTo7z, MM ZetEESNT — % &7l
L. ORI HE~OBITEZ/BE L,

BB (FHERe & OMEAT )

FHERE K 45 B

fi# T IE : andexanet @ PK 30 f5] (andexanet % 5D ) U /S—u1 F4 /30 PK 45 i, PD 45 {4,
241 45 15

SREH GRIREER ORI EEDOHE)
LAF OFEREEREZ i 72 L, BRAMEED DTS & il U 22 W BRE 2 ARTRBRIZ B % L 72,
BRIV

1) 18~45 O BT LM T, FTE OMBELETE R OVEFERIPR 2 #5745 Z S IZRE L
. hhiZ, 227 ) —= 0 TREFER ONR— 2T 1 > OMIETERERE TR T
5T &,

2) IRBRIEYERT O T, BEEE, BRFTR, DB KR OSA 2t A KI5 2>
TR B DIIRNE BRRRAEIZ DOV T, TRBRTE Y AT Ol CRRIRAIIZE LW E A 722
<. UTOHERB ITREICEERBENTH L Z &,

a) IMREEE A 7DFD/E/%%UJFPﬂ EMHACE Sy b o iR 7T AT R
(LLF. aPTT) ., 1EMEEEERFH (LLF. ACT)

b) mﬁ%%@ﬁ:«v%&)y%\m%aut/

c) NFHEREMAE : 7TANRTXUT I ) F 70 A7 27 —F (LUF, AST), 77=73
Jh T AT =T —8 (LUF. ALT) (GEYE&EPH TRRZ FEl- TH Ky, FEVERIPH -
RAEBZ 2N &)

3) Body massindex (LLF, BMI) 2% 19~30 kg/m? /> > {KE 2 60 kg LA EDFH,

4)  IRBREER GAT 48 REfH LA 2 & ABTHIfH o X ORI TRERBE £ T b a— L 28I L 72
WZ EICRIE LA,

5) 1 Bd7 0 OB EPAEE 233 4 AR (CUIREFE (A2 20X 1 HHZY 0.5
HLLF, RIZ1H1AR) Tho, ABEHIRFOEEICFER LH,

6) _ﬁﬁiiéuwfﬂifé ENNS Y IEBREAZ B S IMEE B KGE L2

BH LI,

ERoLELTE
1) HmOBEERE (FEEE2ETe) ., EEE L XERET283 258 (B s HimoRE
. BEEnoo/NMEIRERE/NLE 77 E) XX T & 2ERT 6 5 H LAPNIZERER U 7= (E R A 23 0
MG %27~ L7234
2) BHugEEH, TEXY A = XY 0 U R—m N T RN OGN
SRR TH HHE,
3)  EEECHE ST MARIE DREIERE (K2 3 Te) SUIERIKF 2 AT 58 (B« TRESEIR I
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4)

5)

6)

7)
8)

9)
10)

11)

12)
13)

14)

FIE/MZERIE, VIR 747 Fx V7T —),

R BE DI T 2R E ORZEE RO D Z LML TV D, (FRERIE Y [ ffi > f)
Wi C) ERIRAOICEE 2 R R, NOWRER, MigRE, RS, b, R E, W
PREFEER., MR, MR, R A, MR, BEE., ToMMoEBERZEB LR
RO EIREZ AT 5%,

Z > MERT 30 B LAPIZAL G 38 (R O RT3/ R V8 UL 2 &) XIS IEHEY
ZRER L7#, 7 & L0 2 BUNICTIREE CREMBIBEML L ON—T7 /G2 5T) &
A L2 A LT,

TRBEEEE 5010 3 » H UK FiT, BEOIMER L VLB OBAEREZ AT 58 ik 5
%15 AUWNIZ T Z TEL TWDHE,

TRBRCERPY 571 3 % H LANIZ 500 mL %8 2 D ki 217 - 724,

Day -1 D130 H AWML OIEERICSIN U 7o 3| AT 434 3EH O - o 5 % LLNIZ Day -1
NEENDLHE,

Day -1 OELHEY A 7 UV —=2 7 THtEE R LIZF#,

Y (PUEEMEAI T andexanet) DG E 15T D AlHEME 2N 8 2 RGO SUTAEHTRIRRE 12 &
H¥H,

WTIDDOEEER Sy (FU A, TAF= HBEE, 2 afERORY YV _— 1 80) (T%f
LCT VAKX —%2FT 558,

BHAF O,

R DARBE XX Z DIRIEDTEIR D EHi B A RAT T RTRENED & 5 7>, BB DR RED
BRRIZSINT 52 LDV A7 NS5 A[REMN H 2 LIRS =AW L=, 7
b —)VIE, YR SOTELA, R E, TADPAKRORRARHO T Z » 7 7 7 g%
YT 50, ZIBIZRG R,

WO FREE 23+ 40 I fE PR T & 220,

BRE - SFRARR RS HiE
PERIE, FERUHE, REHIM

Andexanet 715 #5] 3 mg/mL, 10 mL//NA 7 /b
Andexanet |27 > X MMES VI HEERE TR L C, Day 6 ICEL FOHE - HETEEG L, A—7

AEEIT Y N—m YR DR G% 3 RIS T2 K9 i L7,

Z7R— b 1: andexanet 210 mg % 30 mg/min DL T 7 73 F TH—F7 A5 (210 bolus =275
— h, XFEHTIL 210 mg bolus & FEFL)

278 — b 2 : andexanet 420 mg % 30 mg/min OEEJE T 14 73T CTHR— T A5 (420 bolus =
A— b, KFEH TIT 420 mg bolus & i)

Z175— b 3 : andexanet 600 mg % 30 mg/min HE T 20 /32 THR—F 2% 5 (600 bolus =
A— b, KFEH TIE 600 mg bolus & FKEL)

27" — b 4 : andexanet 720 mg % 30 mg/min OEJE T 24 73T THR— T A 54%, 240 mg %
4 mg/min DO IEFE T 60 237 F CHREERE (720/4 x 1 hr 28— b, XFEF TIE 720/4 & FKiL)
27— I 5 : andexanet 800 mg % 30 mg/min D JE T 27 /3T THR— T A 5%, 960 mg %
8 mg/min D T 120 432> 1) THFEERE (800/8 x 2 hr =R — b [XFH Tl 800/8 & FKit)
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SHRIE, HERCHE, BE5HM

Andexanet 754 FH B D s

TR RICT H MMESI TR 1% L C, Day 6 (2[R U =2 AR — bk @ andexanet $¢5- DO #EERE
WCHEC - HER OEAEE CR— 7 A5 IRRFHE LT, R—F7 ZAF 51X N—a X
D&% 3 RFMICHE T3 2 K 5 FEh L7z,

GrA%E, AERVCHE., K55

U R—nm F4H 30 20 mg HE

Day 1~6 (2 U /N\—a /N 20mg HE 1 E% 1 B 1 BIEARZICRO#F G LT, & 513 Day 6
DFNZE N LTz,

FHmE H
M EH andexanet & MY 2X—1 /32 D PK
MAEH andexanet 2 I E H O IMLE A %Z Day 6~8 OIS CTERELL, LLFD PK /87 A —

ZaFH LT,

®  Cuo. ernlMAEFPREEBNERFE (LLT. tmad « 5 0 IR D Rf&E & ATREIRFIH] £ T e
W EERER AR N A (LLT. AUCo) . %5 0 BFRET 2> & JERR B 3 C oD il A7 v e 8 B ] el
THEfE (BT, AUCow) . RO (LT, ip) . &7 V7 Z7 2 (LUF, CLT).,
ERIREOSHEE (LT, V) ROKHEOHEEHE EHR (LT, L)

MAEH U S — w1 5N R EEIE F O MR R % Day 1 O £5-8, Day 5~8 OFELRE A QN
Day 9 KN 10 D45 1 FES TERE L LA R D PK /3T A —# ZRH UT-, T FXa iEMEILIER &7 FXa
PLEAIMERE & BT 5720, KEY 2— L TIHR ) N—a 29 0 ROIERBAR Y R—n ¥
TR Ol 7 O AR A JE LT,
® Chux. D=7 AREKETH 2 5OMBERIRE (LLT, C3.03), tnax. O Z7 VT 72 A (LLIF,

CL/F) . AUCq., | #5510 (%5 0 B2 & 24 BE[E & C) o M b i B i i AR T il (AUC,
NiE AUCo24) . tip MOV Lz

Andexanet&[ﬁu /\\»—Iﬂg’\"“j‘/\\:/@mlﬁﬁl:'j PK /\0'77< “‘&&i\ [ﬁlﬂftq]{%}_‘iﬂjﬁj{f'aﬂﬂjﬂff}ﬁw_%og\ gﬂ%
mogmmEzAnc, s rars—par rpric ko gLz, Bicis |

I . -

JK andexanet &z (M) S— a1 F %3 D PK

JEH andexanet K& VU /N— 1 B N R EEE H O SR A % Day 1| OBH-RiT& O Day 5~9 (%
PRI © 6~12 el 2 &) IR L7z, JRF Y N—m P 25N T, BLFD PK /XT A —4
ZEH LT,
® JR&E, JRPIRE., RPPRiE, BERPHREE B2 U772 (LUK, CLr) ROSRTHE
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ke
FrEtEER O ML 23T A 7-D12, PD ~—H— (FL FXa JEMER OV R o o B U FEAERE) I
TEF O MR AR 2 R REICER I L7z, b v v BV BEARRE T, SRR 7B e b e v B v pEARRE (R
frcrfu) & UCHNE L7z, F72, BEERE I PIEEETEMEICEBI T 2 LA F D PD ~— 1 — bR
R L 72,
® D-%A~—_ FI+2, TAT, #H#HA -REEA > v e & — (LLF, TEPI) * X OJERSE A TFPI*,
PT, aPTT. ACT. MiE#EES X K+ (LLF, FX) *, 747U/ —4%v (LLF, Fg) * 7
YFhurber Il (LLF, AT-ID *, #RT v e iemEEE R (LU, dRVVT) ., ik~
FTAI )= UAEHEAER T (BLF, tPA), YT AI Y - 2-T T T TAIUEARIE (BT,
PAP), k& & UARMHALIRAILER 7 (LLF, TAFD, - R 7 m7 U > (LIF, B-TG) .
M/ RER 4 K7 (BLF, PF4) ROVREME he v REY 20 > (LLF, sTM)
* o PURE S LCHlE
F 7z, andexanet NIl /XT A — X RIFTTHEZRBVNTANLT 5720, FEAERL S mm O
JE S F AR A T L, R R ONHH i B A ) E L7z

et

RAMERHIE B X, A ZY A o WERAEME, FIRPT R, Rk 28R IE O B IR AR
12 FFE0ER, AEFS, WIRRE KA S RE, R FOmA, [EE ik ORI N
Prikfds (P andexanet LR, HT FX HUAKL UL FXa fLifk) ] & L7-,

723, Infusion reaction |&, #&%5-H TG EZICHBL L, TGRS EHNIC L0 KHEBESRIAEE
N7 WVEEFEL T, linfusion related reaction - XX| (XX ITIEAR I3 8fw) s Shi-F5 L
L. EEEEMAGESE (LLF, MedDRA) FEAGE MEAICHE D KIG) L@z,

AR
BREBORE

RREeE @ EEOEY 2—)b) THRK 144 il (RRFERFIEZFOXRENZE D . #IZ 162 fFillC
BH) OBEREFIH LTz, FEY 2 —/LOWRFEH IO andexanet & 5-& 77 ARG OFRIfTH
I, ERIRASHIBNC K S &, RIEREFREOIBR TN bDOERE LT, KREY 2 —/LIZITN
A5 Pl BiETHZ L& L,

MAEFIRE R O PK /3T A —ZIZOWT, ad— b I EICFRbHE & [R5, EAkr =2,
FEHERA (LLT. SD). YRR, R/ME., RKME, PTREXROEERE (LIT, CV(%)] 25
H L7z, AUC T8 Crnax TIZEEMFEME SR ORAT CV(%) bk Tz, £z, MEETIREIZSWT,
FITPEAEOHRX, aR—hZLDANT T 7 ry b (BHEBREOREHBEZ 1 7=
v b LK) R OMBRE & & ORI ZAER LT (AT v T 4 T oy MIAREA T — A D7,
LM TE T A — VRO R 7 —L),

Day 6 ® andexanet X |37 7 B AR OFEGHI L OG22, IEREET Y N—m F 53 R A FEM
Trbfg U7z, g Clik, B 58 (andexanet XN 7 B R) % 2 HEI, X— AT A {E XX Day 6
DY N—m XN EEEZ LA EE L8O (LT, ANCOVA) ZHW T, R/ 3%

71/350



2.7.6 filx ODRBEOE LD
TUFEH Ry b TAT7 7 GEE TR L)

VEHMED AR O p fEZ R LTz,

FHF

KR — N TR Z L2 PD ~— U — OFCib R i (PR £, BAELE, SD, R 2,
Be/ME, R, PRELE D CV(%)] 25 Uiz, 77 3V DIAVEEIZOWCITAEEZEH LT,
T RHOWRE DT — 2 X T XTOE LT, PD 7T — X IN—RA T A ETEELL, <X—
AT A D DEACRXATIAN— R T A AT D (%) TEA LT, FEIZHT 5 72V R U | andexanet
XX T TR E% O PD RHETlL, ~X— A7 A % Day 6 ® andexanet X %7 7 ER G EATD
fill & EF LT,

Day 6 @ andexanet X |37 7 B AROFEGHI L O 5%, §t FXa IEHEAZ R THER L, FroE
»PEAERE A BE M OVBERRT TR U7, BEPNELRIZIE, XSO & D t iE &2 7o, BEM IR Tl
%%ﬁi@mﬁmm&077ﬁ$)%21%@;Dw6®&§m1%ﬁ%é&LkAmmwx%m
WT, R/ REEDOEKR O p EZ R LT,

et

BRVEOEET — 5 (N 2NN A v BRFRAFE, LEX/NT A —Z KOERRE) 095
HRARITOWTIL, FlilktatE (BB R, FHE, SD, FHE, H&/AME, 55 1 MO A0a, 5
3 UGN KL O KIE) 2R LTz, BT 3V BAVEEICONTIHEER N EEZ R LT, 7Tk
RHEOYERE OT — 2 13T TS Uiz, BEERE. HRFT R, FRIRIARZEARIE ST 2 Wells A
a7 KOPFRHEIT - EIZORR LT,

WE SNT-HEFELL % MedDRA Version 15.0 DZFE BIRFAM OFEAFEEZ HWTHEL, %
HHIH L O3 BLE A % andexanet D¢ G-#E, andexanet FEER N N T B ARBEEIKIZ OV TER
L7z, 728, FRZWI S 20 RY . ARSCETIL andexanet XX 77 AR OHKGBMZICREL LIZH
EER LT,

P S
WERE DR, X—R 7 A » RN OFEEHER R

KEV 2=/ TIE 45 FIRT o2 afbsin, VRN—a XN o522, 2056, 42
73 andexanet XL 7' 7B RO &5 1T 7=, 800/8 x 2hr AR — hD 3 FiliL, EiEA L T ORE
G D7=% andexanet XTI 7 7B ARDOBEGHNIERZ T I LZ, 2O, FHZic 3 flzFEar—

WZHiFE L. U A= XY N D542 andexanet XX 7 7 B R A5 L7-, Andexanet XL~
T AROEE %5\ 7257 45 5] (andexanet # 30 ffil, 77 EARBE1561) D55, 42 i (andexanet
27 B, 77 /AR 15 1) 23R8RZ5E T L7z, Andexanet f£0 3 BlITIBHFARRED - IR & P
1EU7,

45 Bl _T% PD, ML N—a X430 PK OFFFTIZERA L, andexanet D% 5% 5%
\F 7= 30 il 9-_ T % andexanet ® PK DOFENTIZELH L7z,

3 — b O AN HFEERIRE A Table 2.7.6.5-1 (2787,
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Table 2.7.6.5-1: &a7Kk— bOAOFEERIRSE
Andexanet Dose
Cohort 210 mg bolus 420 mg bolus 600 mg bolus 720/4 800/8 Placebo Overall
Trait N 6 6 6 6 8 16 48
Female 0 (0%) 1 (17%) 4 (67%) 0 (0%) 1 (13%) 3 (19%) 9 (19%)
Gender Male 6 (100%) 5(83%) 2 (33%) 6 (100%) 7 (88%) 13 (81%) 39 (81%)
American Indian /
Aluska Native 0 (0%) 1 (17%) 0 (0%) 1 (17%) 0 (0%) 0 (0%) 2 (4%)
Race Black or African
American 1(17%) 0 (0%) 0 (0%) 1 (17%) 1 (13%) 0 (0%) 3 (6%)
White 5 (83%) 5 (83%) 6 (100%) 4 (67%) 7 (88%) 16 (100%) 43 (90%)
. Hispanic or Latino 3 (50%) 6 (100%) 6 (100%) 3 (50%) 7 (88%) 13 (81%) 38 (79%)
Fthnicity Not Hispanic or Latino 3 (50%) 0 (0%) 0 (0%) 3 (50%) 1 (13%) 3 (19%) 10 (21%)
Mean 35.7 35.7 342 35.2 32.9 38.2 35.8
SD 3.33 9.07 7.25 5.04 8.10 6.69 6.79
Age (yrs) Median 37.0 37.5 36.5 37.0 355 40.0 37.5
Minimum 31 23 21 26 21 19 19
Maximum 39 45 40 39 43 45 45
Mean 77.9 73.2 72.2 80.2 79.2 76.4 76.6
SD 7.20 7.35 4.53 9.90 9.56 9.33 8.49
Weight (kg) | Median 79.9 70.8 71.9 83.4 81.0 73.7 73.6
Minimum 69 67 68 63 67 62 62
Maximum 88 88 81 89 96 93 96
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Table 2.7.6.5-1: &K a7k— O ADOFKEFRENE

Andexanet Dose
Cohort 210 mg bolus 420 mg bolus 600 mg bolus 720/4 800/8 Placebo Overall

Trait N 6 6 6 6 8 16 48

Mean 176.50 161.33 163.67 173.50 171.25 168.25 169.00

SD 8.781 6.593 8.477 7.842 8.631 9.733 9.503
Height (cm) )

Median 172.00 160.00 164.00 174.00 172.00 168.50 170.00

Minimum 170.0 155.0 150.0 161.0 156.0 152.0 150.0

Maximum 192.0 171.0 176.0 182.0 180.0 186.0 192.0

Mean 25.022 28.010 27.067 26.667 26.896 26.981 26.822

SD 1.9110 1.9242 2.7132 2.9305 2.2335 2.4365 2.3939
BMI

Median 24.230 28.545 27.625 27.080 27.035 27.595 27.410
(kg/m?) *

Minimum 23.05 24.93 22.16 22.13 24.40 20.80 20.80

Maximum 27.49 29.78 29.95 29.89 29.83 29.65 29.95

Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6.
2 BMI = Body mass index.
Source: 12-502 study module 2 CSR Table 16
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BRE DR
45 BINIEBREMFFHETHEINZ U N—a FHP 3 & andexanet XL 7 7B ROE G E5ET
L7z,

KyEhE

Andexanet @ PK

® [MAEH andexanet R IIAR— T A G TH . PFEHBEIEIICIR T L=,

® Andexanet DFRIEFE R (AUCo.) OFHJEIL. andexanet D EIZIZIFEEAE L CTHNL 72,

® Fok— KT, andexanet @ t, DFHIEIL 3.91~6.47 hr, CLT O F-HJfEI% 4.15~4.58 L/hr T
ol

®  Andexanet D Vg OFEE T EDEINI LN L. 600 bolus = 78— T 5.39 L,800/8 x 2 hr
a73— R T334L ThoTo,

®  Andexanet DFHIRNF G-, MAEH andexanet JiFE DO PERE A B L LA/ N S v o T,

R AN—a 2P RCROIEFEERY N—a P30 PK

Day 5 (andexanet X|X7' 7 R DX EHTH)

® Day5 OUNA—pXHA_RrOROEEE, MERRY S—a U ROFERAAY N—n
F N R IOBFR BB BICAR T L7,

o [(MAFHIRY N—a PN R OFEREATL Y N—a TR REOHERS KO PK 8T A — X
andexanet B & 7T B AR TCRIEETH > 17,

® o OHRAEIE, U N—a XTI 3.01~4.00 hr, FEFEEH Y N—a TP 201~
3.0l hr ThH o7,

® AKIEBRTHELN PK OFERIL, HESNTHDH U NRNR—aFHh D PK X7 A—HF LFIF
—HLTEY, HRFO U N—a P AN REITEFIREBIZEL TV Z &R I,

Day 6 (andexanet X/37' 7 RDKEER)

Day 6 O fEHIERE AR U N —na Y oS R EOHER % Figure 2.7.6.5-1 12779, £ 72, andexanet
XX 77 ARG ERT R OEZOMIEFRIEFEAI Y N—a R E (CEHE) 2. BE5HNT
%3 % 1% DR T & 36T Table 2.7.6.5-2 127”7,
® Andexanet OG-, MAEFIEFESR Y N—m S R EEITESC D )0 FH EIRFRICIK T

L7, ERARY N—a XY NUREOKTIXA—7 AEEK T 2 50 (C3.03) THALIL,
R=Z2TA VRO TTERBFLEEBR LU THARIK T L, —FH, R AA—m X U RE
(C3.03 KT Cnax)  [FHIEIRAFRIIC E5H- LT,
® 800/8 x2hr @& — kTl FERHATMY N— R H N R DR FRR— T A GH T % 3 i
[l CTHefkt L7-, Andexanet D 5-1%, Day 6 @ U /N—nu FH N HRIHED D OFEREEH Y
W= X ANAREOEEIL, R—T ABGETHDO FRLOK R TT 7 2R L ik LT
Mt FHIICHEE TH o2 (p<0.05),
® 210bolus =A— k., 420 bolus = A — K LT 600 bolus =" — K : 2~30 47
® 720/4x1hr =7R—k : 255~2 W] (7272 L 1.17 RE & R <)
® 800/8 x2hr AR— b : 2 4y~3 IKFfH]
® Andexanet D¢ 5t%, U X—a X 300D CL/F LN CLr O[5, Day 5 KON 7 BAREEL
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ol U TR BIRAERICI Lz, 7272 L. Day5 KOX Day 6 @ U 28— 430 0 R g
Lk, ar— b MERaR— MNTREETH- 7,

Figure 2.7.6.5-1: Day 6 ® andexanet X 5RIEDEHER ) N\—OF BN\ VRE

Cohorts 1-3 (Day 6)

End of Bolus

—®- Placebo, Cohorts 1-3 (N=9)

—©- 210 mg bolus [Cohort 1] (N=6)
-~ 420 mg bolus [Cohort 2] (N=6)
—— 600 mg bolus [Cohort 3] (N=6)

Unbound Rivaroxaban (ng/mL)

6 7 8 9 10

Time after rivaroxaban dose (hr)

Cohorts 4-5 (Day 6)

End of Infusion (720/4, Cohort 4)

End of Bolus End of Infusion (800/8, Cohort 5)
¢ : ¢
40 ' : '
: i ; —@- Placebo, Cohorts 4-5 (N=6)

35 ! E : A~ 720/4 [Cohort 4] (N=6)
=) E : ; ——  800/8 [Cohort 5] (N=6)
£ i ' :
» ¥ oo
= : ' i
§ 254 ! ] N
= ]
«< |
g 201 :
H
2
&
= 157
=
=
£ 104
=
=}

54

(=]

)
L
0 1 2 3 4 5 6 7 8 9 10

Time after rivaroxaban dose (hr)

Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6
Note: Andexanet/placebo bolus dose was administered such that it ended 3 hours after the rivaroxaban dose on Day 6.
Source: 12-502 study module 2 CSR Figure 2
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Table 2.7.6.5-2: Day 6 @ andexanet XI& 75 R SREDEFEER ) N—OFHN\VEE

Mean = SD Andexanet Dose (N = 6/Cohort) Placebo*
210 mg 420 mg 600 mg 720/4 800/8 N=15)
bolus bolus bolus

Unbound | Pre-andexa | 23.1+£5.59 | 209+7.13 | 20.2+9.83 | 22.1+7.38 | 242+8.50 | 21.8£6.59

Riva-rox | net/Placebo

aban Cs03 145+3.06 | 9.42+291 | 6.02+£5.25 | 7.28+5.68 | 5.08 £3.32 | 24.3+5.88

Conc.

Module 2: rivaroxaban 20 mg QD PO from Days 1 to 6
*Pooled placebo from Cohorts 1 through 5
Cs.03: Anticoagulant plasma concentration measured 2 minutes after the end of andexanet bolus dose
Note: Concentration values in table are presented as three significant figures; percentages are rounded to nearest whole
numbers. Andexanet was administered so that the end of the bolus dose was 3 hours after the rivaroxaban dose on Day 6

Source: 12-502 study module 2 CSR Table 19

e S

L FXa &M
Day 6 D HT FXa &M D SEEME ORI ZEL % Figure 2.7.6.5-2 12777,

® Andexanet %512 XV 51 FXa {HEMHEITECHNTAE T L.420 bolus =248 — b, 600 bolus =T A" — k
720/4 x 1 hr =R — k }2 0 800/8 x 2 hr AR — hDR—RA T A UINHR—F AFKG5HKTH 2 4
FTCOEMEITMAFIINCHAE TChoTe HIEDHD tRET p<0.05), —JF. 77 BAREE
TIEAR— T ABEHE T4 2 53 THL FXa IEMESK 22% E5F LT,
® Bl FXa IEMEDAR T O K OFrpihEfF 1L, andexanet D f#E « ARBICEFEL TV, T FXa
EHEOIE TR BEHE CTH - 7-D1X800/8 x 2 hr 2k — h DR —TF ZAFHH T 14255 (K193%)
ThHO ., ZOHOEREHEIZ LV FLFXa IEPEDOIK TIEA — 7 A G T 1% 3 FEH GREFHE

T 1 BF[H]) £ TRk L7,

® Andexanet DIR5% ., Pl FXa iEHEOR—ZX T 4 U EDOKR T, A—F AEELTHO TR

DOWF T 7/ ARE & el U CTHERHFIIIC
210 bolus = A— K : 2453
420 bolus = " — bk K TR 600 bolus = A~— K : 2~30 47
720/4 x 1 hr =R — b 1 245 ~1.5 Wfd] R HER T 30 4))
800/8 x 2 hr =tAk— b : 2 /y~3 B[ (EIMHE R T4 1 FER)

BEThoTm (p<0.05),

® EREATMY N—m oS REE &P FXa IR PEHER AL L7,
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Figure 2.7.6.5-2: Day 6 @ andexanet X [& 75 R E% D FXa FHEDFHEDOBRHFMZEL
Cohorts 1-3

End of Bolus

400- O Placebo [Cohorts 1-3] (N=9)
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100+ /
0 t 1
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« 800/8 [Cohort 5] (N=6)
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E
<
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-
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Time after first bolus (hr)

Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6.

“Baseline” is defined as the time immediately prior to andexanet/placebo administration, which was administered such that
the bolus dose ended at 3 hours following the rivaroxaban dose on Day 6. Baseline values following 210 mg bolus, 420 mg
bolus, 600 mg bolus, 720/4, 800/8 and pooled placebo were 248, 224, 215, 236, 202 and 245 ng/mL, respectively.

Each data point represent mean value. Mean values for placebo groups were manually calculated.

Source: 12-502 study module 2 CSR Figure 4

78 /350



2.7.6 filx ODRBEOE LD
TUTFEY Ry N TALT 7 GEETHEZ)

Fey v EARE

Day 6 O k1 2 B pEARE D FEEORRFIZA L A Figure 2.7.6.5-3 1Z”7, LM R OFRIE &
LT, U EVEARN Dayl OV AA—a X AU H5HTOFEE - 1SD UL &b 2 &% K
0V EARDRIEEER LT,

Andexanet D 5%, HL e (R—T7 ARG TR 2 40) ha v U EAREOREIEME R A
s BTz,

ke B UREARROBIE ORRE K ORI andexanet @ ik « AREICEGF L TR Y,
800/8 x 2 hr =R — M ClL b1 BV EEARRDBEIEN R — T AF G/ T #H50 2 REEFRHE L7,
TITRRBETIE, R—TF2AFEKTH 2 0 Thur B rEAROREIEILRD Skdoiz,
T ERET R U EVEAROEENRBD ONZOIIAR—TF AELG/KTH 1~2 BTho
77

Figure 2.7.6.5-3: Day 6 @ andexanet X (£ 75 R#%xE5#&D kO E U EERED FHED R

%1t
Cohorts 1-3
End of Bolus
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Figure 2.7.6.5-3: Day 6 @ andexanet X (& 75 REBEE5#D O E VU EEEDFHEDREN
ik (FE)

Cohorts 5
End of Bolus End of Infusion
500000+
A Placebo [Cohort 5] (N=3)
¢ 800/8 [Cohort 5] (N=6)

= 400000+
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= 300000
o
5
@)

.5 200000
=}
g
S
=

& 100000

‘\‘___‘\{\‘—A———A/‘/‘\‘
0
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Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6.

“Baseline” is defined as the time immediately prior to rivaroxaban administration on Day 1 (Mean + SD of 278000 +
51600 rfu, N = 45).

Shaded region represent Day 1 pre-rivaroxaban (Mean + 1SD) values, i.e. 227000 to 330000 rfu.

Andexanet/placebo was administered such that the bolus dose ended at 3 hours following the rivaroxaban dose on Day 6.
Each data point represent mean value. Mean values for placebo groups were manually calculated.

Source: 12-502 study module 2 CSR Figure 5

T 47V 3 REEY (D-FA<—)

® Andexanet D 5%, D-Z A ~—DOYHEIL Day | ® Y "—n FH 5457 L g L TH
RARAFRIIZHIIN L. R — T A G T % 9 R LA IR RIS EE L7z,

® Andexanet FED D-% A ~— D KfEIL. 600 bolus 25— F DR —F AF 5K TH# 8.5 K] T
Hoiie [P (SD) 1 0892 (1.60) pgmL]. 7272 L, 1 FlOMER (3.75 pg/ml) 73 =
AR— kDD 4 il & el L CEETdH - 72,

® Andexanet FED D-% A ~— D VEJEIL, andexanet D 5-7% 48 R LANIZ Day 1 @ U /N—n
FHNGRIME (Figure 2.7.6.5-4 O i) R~ Lic, 77 8RO D-Z A ~—DF-
PHEIE. 77 AR GROT S TORMIR AT Day 1 O U /8—u 43 3 Gl R T
®BLT.
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Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6.
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Each data point represent Mean (SEM) value. Dotted line represent Day 1 pre-rivaroxaban (Mean + 2SD) value, i.e.

0.420 pg/mL. PRT: andexanet; Riva: rivaroxaban.
Source: 12-502 study module 2 CSR Figure 7

A= N = A A IV NS TY)

® Andexanet D 5-1% ., F1+2 ONFHEITH EEAFNTEM L, RN — T AEHHE T 14 48 BEREILIAN
I RABEIZ 2 L7z, Andexanet BED F1+2 O KA X, 800/8 x 2 hr = — h DR — T AR HH&
T4 3.5 W GRIEEREK T 1.5 FEfE)) TA 67z [PEYE (SD) : 1104 (475) pmol/L],

®  Andexanet #£ D F1+2 O-EfEIL, andexanet D 5% 5 HLANIZ Day 1 @ U /N—nm FH 38
H-RE (Figure 2.7.6.5-5 D mft) K~ Lic, 77 8RO F1+2 OFHEIX, 77 &R
B 5% OFT X TOFMEIFES T Day 1 @V 23—1 53 G pifE A CHER L 7=,

Figure 2.7.6.5-5: 800/8 x 2hr I/h— kM Day 48 FTHTORAVE YIS T AL L 142D
EHEOREFNEIL
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Module 2: rivaroxaban 20 mg QD PO on Days 1 through 6.

Each data point represent Mean (SE) value. Dotted line represent Day 1 pre-rivaroxaban (Mean + 2SD) value, i.e.
306 pmol/L. PRT: andexanet; Riva: rivaroxaban.

Source: 12-502 study module 2 CSR Figure 9

TAT
®  Andexanet BED TAT O VEHEIZ, T _XTCOHO a7k — hTDay 1 OV N—n FH R ERET L
U THI L7228, BRI 3% 2k — F TH7Z2 572, Andexanet FED TAT D5 KRBT,
800/8 x 2 hr 7R — R DR —T AL EH& T 2 BE ORIEFEK TS THA L EEHE
(SD) :22.3 (17.6) pg/L],
® Andexanet X (X7 7 B R LHHZ DT X TOFMR AT, TAT OFH)fEIL Day 1 O Y A—n %
PN GRMELL T XUIFARE TH -7,

#& TFPI R NS &2 TFPI

®  Andexanet BED¥ TFPI M OFEREAT TFPI O IL, T X ThHakr— h TR—F AEHE
BT Lies, AERAETEO bz ol

®  Andexanet FEDFA TFPI O X)L, =4 — F 4 ZFR X | andexanet ¢ 5-% 9.5 FEff] LANIZ Day 1
DY N—a XN EEFELL EE CRIE L=, 77 B RO TFPI OFHMEIX, 73T
OFHIEiR R TR BTeAA Day 1 O U N—ua XY N EREL ECHER LT,

PT. aPTT LN ACT
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® Andexanet B£® PT, aPTT KON ACT OVEEIL, T XTOar— FTHR—T7 ARG T 2
IV BTN A L7, 600 bolus =75 — bk, 720/4 x 1 hr =4 — K & T 800/8 x 2 hr =17k
— FClE, R—F RAEEHKLT% 2 59T PT LN ACT 23 EYEFIPH IR (21241 11.6 sec XY
150 sec) A £ TR LTz, —FH., 7T BRBETIIINDD/NT A —Z OEMgILA HIVIRD
-7z,

® Andexanet A TlX, PT NRN—R T A B KT 17%5H8i L7= [720/4 x 1 hr =24 — h DR
— T ARG T 2 4y, EHE (SD) : 11.57 (0.635) secl, —J7. 77 BREED PT Oy
%, RN—T ZAFTEGHE T 2 50 TR 3%IER L7c [EfE (SD) @ 13.54 (0.642) secl.

®  Andexanet #£® 800/8 x 2 hr 7R — KT, AR—T AFHHE T 1% 3.5 FFREIZ, aPTT BNRX— AT A
U6 RI16% [CEHME (SD) 1 32.8 (3.97) sec] Hfi L7z, —F. 77 BARHED aPTT DF-H
I, R—T A EERTH 3SR TR—2T A LI L CEIL Lo 72 [59 1%,
EYIME (SD) : 35.7 (4.55) secl,

® Andexanet #£ TlL, ACT 3N—R T A VB K THI 47%F4E L7z [720/4 x 1 hr 27R3— D
R—F ABETH% 2 4. EHE (SD) : 121.8 (24.00) sec]l, — ). T EREED ACT O
FEMEIE, R—T AEGHETH 2 50 TH 6%IER L7 [FE¥IfE (SD) : 2309 (30.41) secl,

PAP

® Andexanet D% 514, PAP O FEHEIIHAEKFIICHEIML, D%, &51% 24 FEREILINIC
Day | O U \—nm R BRMERBA~EE LTz, —F . 77 2RO PAP OEJfEIL,
B 5% OFT X TOFIRE R T Day 1 OV 3 —nw Y3 B G aiE AR CTHER L7,

Z DDA F~—T—
® Andexanet D#5-& FX, Fg, AT-III, B-TG. sTM. dRVVT, tPA, TAFI & T PF4 O V-15fH &
DORNZHA LN RBEMNIT R, TRHDONRS F~—D—DOEEIT TR LR TH - 72,

HFFE R g (R FAR)

O ENCTFAEREFEML, UV AA—a X NN L ERE SN HMICRT 5 andexanet DfE
HERBOICEFHm L2, L, U =X A" o 5%IC—B Lz iR O T & X
HIILE DOHEINNERSD BT, WITILOFEE T andexanet DI 5 )72 B IFRD HL72hv»
7=

etk

o WL, EELAEFS. HEOAEFL, KHEPILICESTAEFS, MAMEFELR IR
A X MIZELINRDS T,

® HEFRRLOBIEIAIL, andexanet B 73% (22/30 f5l) KOT 7 EAREE 80% (12/15 f5]) & [A]
BETHY, WTHOFERIZHLHALNZHBKRGEHEITIRD DR o7,

® MedDRA MR D THML) IZE ENLHEFEFLOBBEIEIX, andexanet #£ 17% (5/30
) RO T vREE33% (5/1561) Tholo, ERFEGIIN T —7 VB EML M, ME %
RO M, AL M OSBRI CH Y . S G UAMIITA RS 7 7 e RO 1 4
Wy i GEEGEE - R E R ON2K) 2% andexanet AED 1 Bl FENFNLHEI L 7=,

0 NLIAHALNTEAEFERITIEANIME KIS TH -7, BHEIE L, andexanet £ 33% (10/30
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) KO T2 REE 7% (1/1541) THY . andexanet FEDO HFN T T EARREL Y L@ oT,
B & 27 A BARIFEIL A D 7e hy o 72, Andexanet BED 4 1 BIZ R IR L - O EKZ N O F
DWBIZXI L TENENT 7 =B R IV EOFy bRy 7 3MER S, ThlStoFES:
IFRE LB I o To, EAITHED BUSZ B L 7o R 133~ T, HE S ipiIEs s
w5 T LT,

HENITPED BUGR & U TR & 228k L OEIR AN S S ey, b K< A BN FRITEIE X
(TBVE, AL, ARPUEAETR . R O IREE T o T2,

TEERIK DI W= o 721 EAITLE 9 IS DY andexanet BED 3 BNZERD HiLlZ, ZiILHDEH
UL, A —T7 AR EHHZRICHBITRO b ote, EGHEICE S TiEAIHED
Bty & U Cas M SOXEm O 3 Fllc il L TR b=y, Znbisctbam3 554
T2 o 7=,

BRIRARAT, (DX, A Z A v BRI, B RPTRACES LT, andexanet D 5 2372
HEIIFEO b oT,

P andexanet L&, H1 FX HUAXITHL FXa FrR TN TN OWEERE THRI Lo 72,
FLORERITEE-D E | andexanet 210~1760 mg % A" — 7 A5 XILAR— 7 A 5% A ERE

LizL T DOREMETIRIFCH T,

FEm

EEVEHT FXa B EA Y S — 1 290 2 EHRIRICET S £ TREG SRR S 2 55

Ll ae, “EER, 77 AR HEEEABROR R, andexanet 23 IR B
BY S—m P LifEa L, AREFOICHIET 5 2 &L THEEEM 282k L, hrrer
PEAEREMMIE R REPHICEIE L= 2 212k v . Lo Edbdrm S g,

D-# A ~—, F14+2 LT TAT |Z— @M D H &K AF 728N A B4, [FIRFIZ TFPI 23 L=,

Andexanet 210~1760 mg DAFMIZBRF TH 7=, HEELLZEMEF IR T, mistEsEg
HtO Lo T,
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2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

6 12-502HEREDa2—I/IL3 NEAERERR, SEEH. E221—/L534.1-3)

AR DR < AR BR T | Z 4 T OO B R/ M HEE AL MR BE [ 56 Xa [RIF-BRE A O W T h v+ 2 &
REEIZIES D F TERE L7-4IC andexanet ZFRIRNIR S LT- & & e, BRM.
IRBHEE K O FZ 25T 5 7 v # b, —EHEMR., 77 AR xR
(*: REV 22— TlE= / FH ) V)

TRBR I f ak M OVHE - 1 fak CKIE)

ARBRHA - EV2—A3BRA Enogmsosmn) 0= A e

=va—n3%7H 20 =1 B P
HEROFE : 24

E):p]
4 FlHE O LB/ R B B I IR [ 55 Xa R (BLF, FXa) FLEAIOWT L0 % E FIRREIC #E T
% F TG SRR 2 51T, LT 2R 5,

1) Andexanet X|X7 7R % 1~3 [AE#EFER— T A EH AT HEIR — 7 2B G b iE
L7z & 2 D@ MR OB 27 5,

2) Andexanet XX/ 7 ER%E 1~3 A — 7 AR5 XIFHEIR — T A 5% HHE
Lict soUToHEyEmE (LIF, PK) ZrHld 5,

a) Andexanet XL 77 AR DL, &5 kO E% T, 1 L7z EE/MEE R FXa
FLEAI O PK (BRI IR K OFERE ST ) A5kl 32,
b) Andexanet D 5-H1 L O 5:#% T, andexanet @ PK &7l § 5.

3) Andexanet XX 7R %E 1~3 ELEKEAR — T AEE THEIR — 7 A H 54 10 S §HE
L7z & obal, &E5HRUOFRE% T, M U7CER/MEERR FXa BLEAIORET) ¥
(LLF. PD) ZaHld %,

4)  Andexanet D90 U 2 FEAT T2,

RBRT A

AJEERIE, EEERR FXa BRERIO 7 %P0 UR—a R0 LT REH X
XREHEERT FXa [HERIO= 2 2980 U 2 EHIREBICET 5 £ TR S -WBRE I,
andexanet XX 7' 7 R EZH G T HHER, _EHEM, 7o XM, T ERMEEBRTH ST,

EHIRRBICET D L o, BB ) FY %Y 40mg & 1 B 1[5 6 AR T#H 5 L, Day6
W2 TVREREE - PEHRE L OG- H1E] IR THERORAID andexanet X7 7R E#KE Lz,
RN—=TF ZAFETT T, = 2N O G4 3 R [ 330 3 e iR E
(LAF. Cmax) (ZEBET D ETFHEINDEREA] 1K TT D X0 FE L=,

% ak— N OWBREZIT 9B & L, EIffE 6:3 T andexanet X(Z 77 vRIZT X b Lz, &
WEREIT 1 DO E - BAICOREREORGE2ZITHZ L e L, #pEIT /) 0
5 BAMARTH (Day-1) 75 13 HIE. RBRFEMZICARE L=, #8& % Day 13 £ TABE T~
41— L7zt%, Dayd48 £ THRK T+ — L7,

WA DA ERERLSOHEE CIERZ BT Ik LS A, RE s d o2& & LT,

WORE - HE~OBITIZ. | DRIOHETE G 2217727 X COMBRE T AL
(andexanet XX 7' 7t ARDEE% T HBET) OLeMT—4% (AFEFS., BIEBRE, A1 2L
A U ROER) OFHENRTET L, 6 FILLETHED PD v—h— [Fr e BT T 7 R
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2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

b 142 (LAF. F1+2), harbvr-7orF b B EE5K (LLF, TAT) KOY7 7V 55
i) (LLTF. D-#A~—)] OFENRZET LT 6IiTo7-, MR eEEESNT — & i
L. ROHE - HE~OBITZEE LT,

BREL GHERE X OfFATRE)

FHIEIRE ¢ K9 27 15

fi#HTIRE © PD 26 fl, andexanet ® PK 18 fi (andexanet % 55D A), = /7 %31 > D PK 26 i,
andexanet/ 7" 7 & AR DL EME 26 5, =/ XY U DM 27§

SGER GBIRELYE K OBRAEEDOBE)
LUF OFEIREEREZ i 72 L, BRAMEED DTS & i U 2o W EBRE 2 AR BRI B & L7z,
BIREYE
1) 18~45 DR BT LM T, PIE ORELEVE K OVATRGIR 25745 Z L IZFEE L
T, thix, 27 V) —= 2 TRERER OR— R T A > OMEEIRRA CREMEA L T &
5T &,
2) IRBRIEYMEATOHIWET T, BRI, AT R, DERKROSA ZH A ZERIRBNZ I & 2
IRBE NI, BRIRIRAEIZ DV TUE, TRBRHE Y AT OB CRRIRAIIZSE L WEE 2372
<. UTFOHERB ILEE I EERBENTH L Z L,
a) IMEEEFEMRE : 70 be Bk (LUF, PT). EEIEE b e R 7T 2F IR
(LA, aPTT) ., iEMEEEERFH (LLF. ACT)
b) MEFHIHRE : ~~ 27 Uy b, ~ETBEY
c) HHSEERME . TANRNTIX VBT I ) h 7oA77 2T7—8 (LUF, AST), 77=713
J N7 AT =T —8 (LR, ALT) (BEYE&PH TIRZ TEl-> TH KAy, BRI -
REB22n L)
3) Body mass index (LLF, BMI) 7% 19~30 kg/m* /> DRE A 60 kg LL EDF,
4)  IRBRIEE GRT 48 RERHI LA D> B ABEHIR o K ORI TRERBE E T b a— L 2B L 72
WZ EIZRIE LT,
5) 1 BHH72O OMPEENHEE Z 83 4 KRG CULESR A2 S 2iX 1 85720 0.5
HLLT, EHRIX1H 1A THY, AR OEEICFEE L=H,
6) [FIEMIAXEZFHATHET2RIBH Y | IRRFEEZ BS UIMmEZE BS MK LT2[H
EHFICEA LA,

BRoM AL TE

1) HifOBEERE (FEEEZET) . ERE L IERRT263 5% () HbE o
E. PR o/ NERIREI S/ M E 7)) 3T & 2MERET 6 o H LAPNICERER L 7 (R AR 23
i B 22 78 L 723

2) BUREEAL TEFHoAN L 2 XN 0 U= YN T RR YA OGN
/AR TH DA,

3)  HEEDTEXTMAREOBAERE (REHELZ &) JUIEREF 267958 (B FREHRD
ME/MIEIE, BVRFIA T Fx VT —),

4) R EOHEINITT D PERE OREZ MmO D Z LM B TWD, (FRERFE Y il D)
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2.7.6 filx ODRBEOE LD
TUTFEY Ry N TALT 7 GEETHEZ)

UTT“) HRRAICEH 20 DR R, IR MR, TR, ek d. fERE, W
AR IR, PRI BRI, ***W%% IR, T OMOERRIKESITIR

&@E%Eﬁ%ﬁﬁ‘é%o

5) T2 X AMbRT30 B LANICAL 3R G DGBET SR/ 7R L8 Ui IR & Ede) XITIEGIEEY
EERLTE, 702 2Bl 2 HUWICT BRI CREMBEM L UON—T7/nE25T) &
AL bR LT,

6) TEBRIEEE RT3 » H UNIC KT, EEOIMES L IXBITOBEREEZH T 2H U5
%1 HUNIZFIFZ TEL TV,

7)  IRBREER RT3 H LANIC 500 mL &M x5k & 1T o 72,

8) Day -1 O[30 HLAPNIZALOIRERIC SN L 723 U4 5% 35 0 3 o 5 % LLNIZ Day -1
DEENDLH,

9) Day-1 DELHAEM AV V—= 7 ThHItZEZR LT-#,

10) 3&¥y (PrEtE A % andexanet) OREHTZL5IT 5 AlHEMED & D NRHY SUTAMEHDIREEIZ &
S

11) WENLrOEERsSy (FU A, TAX=2 HEE, S afiiOR T Y L_—§k 80) |Zxf
LCT VAKX —%2HT 5%,

12) A OH,

13) R OIRRE X Z OIBFRDNEBR O T 12 B A KT T ATRENED & 5 0> B OIRAEN
BBRIZBINT 52 LDV 27 28NS 5 ATREMEN & 2 & TRBRIL Y ERA I L 7=, 7
b3 —)UIE, YR SOLELH, R E, CADALWRRAFADO T Z v 7 70 k%
MF L0, THHIZRLZRW,

14) WO FEARES 23+ 53 IR T X 72 0VE,

1REREK - SFAERO®RE G
WEREK, REROHE, BRE5HM
AR — bk 1 O 2 : andexanet 15 FHHH] (3 mg/mL) ., 10 mL//NA 7V [HEA] (JCFEZRFD : original
0))]
2 7R— b 3 : andexanet {5 FHELA] (10 mg/mL) . 50 mg//3A 7 /L% FEEHPBEE K 4.70 mL CTHEA
fifg, 5mL//SA TV [HRS R R EA] (JE5ERFC  lyophilized (L)) ]
Andexanet (27 X DME SN T-HERE I LT, Day 6 ICUA TFTOHEAR—F ARG L1z, A—
T AEE T ) YN O G4 3 RIS T 95 K9 FERE L T2,
® 75— | 1:andexanet 210 mg (i #) % 30 mg/min OEE T 7 43 703F TH—F A#5- (210 bolus
adk— b, KEFTIE 210 mg (0) & i)
® =78k— | 2:andexanet 420 mg (& #4) % 30 mg/min O JE T 14 430> THR—F A% 5- (420 bolus
adk— b, KFEF TIE 420 mg (0) & i)
® =75k— | 3 : andexanet 210 mg (HUFERZIEHIA]) % 30 mg/min DML T 7 530F THR—F A
5. (210 (L) bolus = 7x— k| XFEHTIE 210 mg (L) & KFL)

R AEECHE., 58
a7 — b 1 & ON2 : andexanet TEST LK (RA]) O
278 — b 3 : andexanet VRS BUH] (HORE Rz BIAD) O FRE
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2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

TR RICT F MMESI TR 1% L C, Day 6 (2[R U = A — b @ andexanet $¢ 5 O #ERE
WCHECTEHEML NEARE TAR—F Z2&E Lie, R—7 2AF513T ) Y0 COREEG5% 3
REEIZHE T2 K 5 F i L7z,

PR, ABRUHE, &55M

x ) XYY o N U T AER R 40 mg/0.4 mL HERGH Y oY

Day 1~6 (2= / %% XU > 40mg # 1 H 1 [RIRFZIZEZ TS Lz, Sk G513 Day 6 OFIZ5E
Jiti U7=,

FHmE
e andexanet X M= / FH/3V > D PK
4% andexanet 12 5 IE FH O MR K %2 Day 6~8 OFEEIRF S CTEIL L, LLFD PK /3T A —

2 EHEH LT,

®  Crux. S MAEHIREERNER (LAT. tma) . 5 0 REDN O & E & v RERE ) £ T o i
R FE R R TR (DLF . AUCo) . %5 0 BERE 2> & MEFRIRERE 3 -C oD S Hh i BRe F e i
TR (LR, AUCow)  SERFA DTS (BLF, 1), 2527 V7 7 2 (LR, CLT),
EFIREOSHEE (LLTF, V) ROKKHEOEIEHEESH (LT, L)

Mg 7 930 R ERIE RO MR %L Day | O 5, Day 5~8 OFERE R N
Day 9 e TN 10 D4 1 BRESTHREL, U FOPK NT A= ZHH LT, =/ %93 vofEd
BB L. Rotachrom HIEEZEZ AW THI FXaiFEE L CTHIE L=,
® Chux. B—TFAREKTH 2 5OMBFEFIRRE (C3.03), tmx. AUCor. 1 5 (85 0 K

726 24 FE &£ C) O mAEH IR R HEHR Fifg (AUC: XIE AUCo24) . tin XU Lz

Andexanet X J %Y i fErp PK /XT A —Z (%, g yE B RS iR I FXa 7%
PERFRT AR IC S S & | HEORMEMZHNT, /o a = Rr A MTICEVEHRH L, &

e [ I ) ~ o7

J& ¥ andexanet @ PK

JRH andexanet % B I E FH O JRF 1A % Day 1 OFE5-Ri1 M O Day 5~9 (Z IR MK 6~ 12 FEfi] Z &)
BRI L7z, JRH andexanet JREEIX., W ALOBERE & X TOHRMIME CEE FMRAM CTH -
Tefeh, PK NI A—=F 2R M L RhoTe, =/ F /30 AT TR EERIE ] O R IR 2 £
B U7=m3, JIEILSEMR L2 o 7,

FNFE

Pt EER OB AT 572012, PD ~—F— (HT FXa JEMEMR OV R o o B U FEAERE) I
TEFH O MR IR 2 RRRFROICER I L 7=, b o o B U BEAERE I, FIRRIN T35 18 b a v v v pEAERE (B
A7 :rfu) & UCHIE L7z, F72, GEERESOIPEEETEEICBE T 2L T D PD v — 7 — & #RIKE Y
VR L 72,
® D-% A ~—_ FI+2, TAT, #H#HA FREEA > v e & — (LLUF, TEPD) * & OFERE A TFPI*,
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2.7.6 filx ODRBEOE LD
TUFEH Ry b TAT7 7 GEE TR L)

PT. aPTT. ACT. Ij&#EE S X A1 (LLF, FX) *, 747V /—4> (LLF, Fg) *. 7
YFhuerbEr I (LLF, AT *, #R7 v v Ul E e (BLF, dRVVT), ffk~
F AR )= UEMER T (BUF, tPA), FTIRI L 2-T o FF T A HEAE (LU,
PAP), v v B AEMALRRAEER 7 (LU, TAFD, B-tr AR 7 m 7Y (BLF, B-TG),
M/ RES 4 K7 (LUF, PF4) RO E R r U ARED 2 U > (BUF, sTM)
*PUREE LCHIE
F 72, andexanet 23 (HIfl/XT A — X T RIET B RRIZFHET D720, FEHERZ 5 mm O
JE /N F AR A I L, i Re R S OV i 2 & 1 E L 7=

ZetE

LAMFHMIE H X, A A 2 BRREAFIE, FRPT R, AR AR ZERRE O ER R BRI
12 FELEX, AEFSR., BARE [IRAECFRE, MK FrIRE &K ORBEE NS HUA R
(T andexanet Htik, HL FX FLiA L OB FXa Hiil) ] & L7z,

723, Infusion reaction |&, #5-H TG EZICHEL L, BRI Y EMIC X0 KRBRA G E
SNRWAEEFLT, linfusion related reaction - XX (XX [ZAERIIEME) LG s n-Fg L
L., EEEEFEHGESE (LLF, MedDRA) FEARGE MEANICHE D KIK) EFAFx T,

MEFIE
WREBRDORE
R @ EEOEY 2—b) THRK 144 6l RRFERGFIEZFOXRETIZE D . #IZ 162 il
EH) OFGkasHE L7z, FE Y2 — VOFBRELE LD andexanet % 5- & 77 R E 5 OFIFT
BEPRIHIBNC D & | ARIRBR & [FROTER TR b D ERE LTz, ATV 2 — /Wi
T B E R e H L b LT,

FYERR
MR PEE R ONPK 787 A —Z 2OV, adh— b 2 & ICFRl st aH & [9e5rE2, B,
FEYERZE (LAT. SD). BEWERRZE. B/ME, RKRME. PREROEERE (LLT, CV(%) ] 25
H L7z, AUC O Coax TIXE(EEIE R AT CV(%) bRz, F2, mIEHREIC OV T,
BWPEEOHRBX, ah— I ED0ANRF T o 7ny b (BHEBREOREHEL 1 KT e
“FLK[W@%%% CEOHBREER LI (AT T 4 7 ay MIFHEEA 77— D&,
FNLSMTE T AT — VRO R T —v)

P ke

%3k — N TR Z L2 PD ~— I — OFLibFe i & [P, BArELfE, SD, EERRZE,
B/ ME, BeRME, FIRAELE DN CV(%)] 2R Lz, 77 U DAVEBIZOWCTITBEE 2 85 LTz,
T RHEOWRE DT — 21T T NTHE LIz, PD T — X EIN—Z T A AMETEEL L, ~—
ATA N DEALRIN—AT A KT D (%) TERIR L7 FFITHT 6 72 R D | andexanet
X7 T B R E% O PD #Hli TliX, ~—A T A > % Day 6 @ andexanet XL 7" 7 &R G-EH]D
il & EF LT,

Day 6 @ andexanet X377 £ RO G-RI M O G421C, HL FXa {EMHEL M CTH L, e
PEAERE A BEN M OVBERRT CEuiR U7, BEPNELRIZIE, XS D & D t i 2 7o, BEF iR T
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2.7.6 filx ODRBEOE LD
TUFEH Ry b TAT7 7 GEE TR L)

#eH-#f (andexanet X OV T B R) % 2 (HZEH. Day 6 O GRIEZ LERE L LI 08T
(ANCOVA) ZHWT, R/h s PHEOEKR D p EZ R LT,

ZetE

REMEOENET — 2 (A ZNY A | BRFREAFE, LEX/NT A—Z KUOEKREE) 0955
HREAEIZ OV, FLabhtit & (BBRE . FHE, SD. FufE, FoME, 5 1 U Ars, 2
3 WU KO KE) 2R Lz, AT 3 IAEBCOWTIHEERLNEEZR LT, 9%
REEOYIRE DT — 21T T X THE L7, BEEEE, FRPT A, FrRMmA2ZERIE 3T 5 Wells A
a7 KOFHEIZ—BICOBR LT,

Wt SN HFF 54 % MedDRA Version 15.0 DR E BIKHE K OFEARFEEZ HWTHEL, %
HHIE L O3 BUE| A % andexanet DA% 5-8E, andexanet BEEIAK N VT T B RBERIKIZ OV TEL
L7z 728, FRITWI B 20 RY . ARSCETIL andexanet X7 7 AR O&KGBMEZICREL LI-H
ERELERT,

#E R
WERE DNIR, ~—R T A KON OREHFER R

KED—=NTIE 2T BT o Z ki, =/ FH Y o5 2%T, 2055, 18 fil
andexanet, 8 N7 7RO E A%z, 77 BRI Xk 1 X, 77RO
HENCHEREROT-OIEBRZ T 1E L72, Andexanet X7 7 R OHE %252 1) 72 26 il X TRE
BrRze T LT,

T XYY OREGEZTTE 27 BT R_RTET ) YN CORZEMEDOMRITICERA LT,
Andexanet XX 7' 7 RO 5 %5172 26 fl§XT% PD, =/ FH# /U > ® PK K andexanet
XX 7T v RO EVEDNTIZERH L. andexanet D 5-% %17 7= 18 #4il9-XC % andexanet ?® PK
DFFATIZERA LTz,

% adk— b NBFEFRIRE A Table 2.7.6.6-1 (27”7,
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2.7.6 filx ORBEOFE L

TUFXY Ry b TATy GEEETHEZ)

Table 2.7.6.6-1: &7k — DAL FRIFYE
Andexanet Dose
Cohort 210 mg (O) 420 mg (O) 210 mg (L) Placebo Overall
Trait N 6 6 6 9 27
Female 2 (33%) 0 (0%) 3 (50%) 5 (56%) 10 (37%)
Gender
Male 4 (67%) 6 (100%) 3 (50%) 4 (44%) 17 (63%)
R Black or African American 0 (0%) 1 (17%) 1 (17%) 0 (0%) 2 (7%)
ace
White 6 (100%) 5 (83%) 5 (83%) 9 (100%) 25 (93%)
Hispanic or Latino 6 (100%) 4 (67%) 5 (83%) 8 (89%) 23 (85%)
Ethnicity
Not Hispanic or Latino 0 (0%) 2 (33%) 1 (17%) 1 (11%) 4 (15%)
Mean 33.2 32.5 35.7 33.7 33.7
SD 8.30 5.09 8.66 5.59 6.60
Age (yrs) Median 32.0 32.0 39.0 34.0 34.0
Minimum 21 27 21 24 21
Maximum 43 38 45 40 45
Mean 71.4 82.0 75.5 73.0 75.2
SD 7.61 7.63 12.82 6.77 9.16
Weight )
Median 71.5 82.3 75.4 71.0 76.1
(kg) »
Minimum 63 71 62 63 62
Maximum 83 92 91 86 92
Mean 167.83 176.50 163.33 167.11 168.52
Height SD 5.707 11.095 11.673 8.343 9.963
(cm) Median 167.50 175.00 162.50 170.00 170.00
Minimum 159.0 162.0 149.0 156.0 149.0
Maximum 176.0 195.0 179.0 181.0 195.0
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2.7.6 fHlx OREBROE &
TUTFXY Ry b TAT 7 (EBETHEERZ)

Table 2.7.6.6-1: &K a7k— DO ADOFKE RSN

Andexanet Dose
Cohort 210 mg (O) 420 mg (O) 210 mg (L) Placebo Overall
Trait N 6 6 6 9 27

Mean 25.413 26.445 28.135 26.148 26.492

SD 2.7362 3.2399 1.3458 2.2124 2.4991

3{1\:/;2) Median 25.530 26.870 28.530 26.040 26.280

Minimum 20.58 21.54 25.69 23.23 20.58

Maximum 28.28 29.62 29.41 29.61 29.62

Module 3: enoxaparin 40 mg SC QD on Days 1 through 6; O: original; L: lyophilized; BMI = Body mass index.

Source: 12-502 study module 3 CSR Table 15
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2.7.6 filx ODRBEOE LD
TUTFEY Ry N TALT 7 GEETHEZ)

R DRI

27 ISR EMRFEECHE SN ) XN COEEEZETL, 20956 26 IR
andexanet XL 7 T B RDOEE LT Lz, 77 BRI VX237 1 A EFESHO-D
BEBEFIEL, 778 ROBRGEZ TR0 o7,

Andexanet @ PK

® (4% andexanet IR 1IN — T A G T4, PHEEBIEAIICIR T L7z,

® Andexanet ® PK [X. #%A| (210 bolus =7 — ) & RS zEEMA] (210 (L) bolus 27— k) T
FIEECH -T2,

® Andexanet DEEFEE (Cnax LN AUC) DO EHJfEIE. andexanet O H EHEANZ AL - THEIN L 7=,

® Andexanet D Vi M ONCLT OEHfEIZ, AEIFRAIC LS TREETH -7,

® R andexanet JRFEIX. WTILOWERE & T X TOHRMM CE& FRAT ChH -7z,

/) FHNY D PK

Day 5 (andexanet X137 7 RO EHIH)

® Day5DOx= /X H /U ®PK (Bl FXa btk L THE) X, EICHE STV D EFIREE
DOx ) FH R D PK EIFIE—FH LTV,

Day 5 D= ) X430 DTG4, MAEFH FXa IEPEIZH — 5B T L7,

Bl FXa iEME O SEHE OHER 1 andexanet FEE 7T B AREETRIBETH o 77,

Cmaxs AUCRED PKNT A= E, T _XTOak— M CTREBETH-T,

tmax O A 1T 2.50~3.00 hr TH - 7=,

Day 6 (andexanet X137 7 RN EH)

® T /%% /NY D PK & Rotachrom HiEVEZ FIVTHL FXa {EMEE L CRHMili L7, Z ORIEE
TIIRAEZEERTHRT LN H D720, IKfE & 72 5 Day 6 DHt FXa G 2 EREIC E &
THDIZHEE T, Day6 O/ P30 D PK 2RI 5 Z ENTERD-T2, B, #
FXa {&MD PD §HlIC %, BIKOAIRD /MR & 725 K 5 I L2 llEEZ vz,

ke
L FXa JEM
Day 6 D ¥t FXa [ D FEIE D FRRFHIZEE % Figure 2.7.6.6-1 IZ7,

®  Andexanet £ 512 £ ¥ HT FXa {EPEITECITIE T L (KR 70%) . WD a7k — FTHAR
—ATAUINHER—T AEEKTH 2 0 E CORLRITFAFIICHERE Th 72 GHitDH
% tBRE T p<0.05),

® Andexanet £ CTIIR—F x&’a‘uﬁ'&ﬂ& 2 4y O FXa IEPEDFEIfEIE 0.104~0.129 IU/mL T
v, EE R (0.100 IU/mL) (ZiinroTc, —FH, 77 BRHETIEIR—T AREKTZ 25
Pl FXa /i.E'é@Iiéﬂ 12 0.3351U/mL THYH, X"—RAF A D 0354 1U/mL 7> 5IFEE(L L7
Mol

o HEMITHAIM T, Pt FXa {EHEICH SR ZEITRO bl 7,

® Andexanet D H-4% . Pt FXa {EEDORX—ZAF A B DAL FiE, 210 bolus 24— K TlidA—
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2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

7 A

PG T 1% 3.5 REf £ T, 420 bolus =24 — K & TN 210 (L) bolus 24— K TlER—TF A&

G TH% 2R E T, 77 AR L i L TREHEICAE TH -7 (p<0.05),

Figure 2.7.6.6-1: Day 6 O andexanet X (& 75 R 5% D FXa FHEDFHEOBREFMZEL

0.5

Anti-fXa (IU/mL)
e IS S
it P *

e
—_
|

End of Bolus

Placebo [Cohorts 1-3] (N=8)
210 mg (O) [Cohort 1] (N=6)
420 mg (O) [Cohort 2] (N=6)
210 mg (L) [Cohort 3] (N=6)

¢ B> O O

Lower limit of

AR Rppupppp B2 - <= quantitation

0.0

T I T T T
Baseline 0.0 0.2 0.4 0.6 0.8 1.01 2 3 4 5 6 7

Time after first bolus (hr)

Module 3: enoxaparin 40 mg SC QD on Days 1 through 6. “Baseline” is defined as the time immediately prior to
andexanet/placebo administration, which was administered such that the first bolus dose ended at 3 hours following the
enoxaparin dose on Day 6. Baseline values following 210 mg (O), 420 mg (O), 210 mg (L) and pooled placebo groups were
0.39, 0.34, 0.34 and 0.35 IU/mL, respectively. Each data point represents mean value. Mean values for placebo groups were
manually calculated. O: original: L: lyophilized.

Source: 12-502 study module 3 CSR Figure 2

e v U pEARE

Day 6 @ k1 2 B U FEARROFLEMEORREIZ LA Figure 2.7.6.6-2 127, LM RDOFEIE L

LT, PrUEVHEAEREN Dayl O/ V80 VEEFRIOVHE-1SD UL EERDZ L& bR
B UEARORIEEER L,
Andexanet D 5%, =/ FH /XY K VERTLTWe e B UEARNEIES L, &

o

7 (R=7 2AH%GH#KTH]R247) b BV EARORENA LN,

Andexanet BED k112 B U REAREDSEMEIL. WPFRO Ok — F THR—F AL EKTHD
EET R COR R CEEOEEL FEl- 7,
TR TEHAR—T ARG TH% 20T EVEARDORIEITRO bR otz, 7

7%

REETra U EUVREARORBIENRD NI R—F A EK TH 2ERTHh -7,
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Figure 2.7.6.6-2: Day 6 @ andexanet X (& TS5 REE5#OD O E U EEREDOFHEDREN

Z1t
End of Bolus
6000007 O  Placebo [Cohorts 1-3] (N=28)
O 210 mg (O) [Cohort 1] (N=6)
= A 420 mg (O) [Cohort 2] (N=6)
) © 210 mg (L) [Cohort 3] (N=6)
,5 400000 :
=
5
5
&)
g
O
g 200000+
2
= :
a !
0 T I I T i T T T T I
Baseline 0 1 2 3 4 5

Time after first bolus (hr)

Module 3: enoxaparin 40 mg SC QD on Days 1 through 6. “Baseline” is defined as the time immediately prior to enoxaparin
administration on Day 1 (Mean + SD of 287562 + 68957 rfu, N =27). Day 1 Mean + SD baseline value (prior to enoxaparin)
was manually calculated using individual subject data enrolled in this module.

Shaded region represents Day 1 pre-enoxaparin (Mean + 1SD) values, i.e. 218605 to 356519 rfu.

Andexanet/placebo was administered such that the bolus dose ended at 3 hours following the enoxaparin dose on Day 6.
Each data point represents mean value. Mean values for placebo groups were manually calculated.

O: original: L: lyophilized.

Source: 12-502 study module 3 CSR Figure 3

747V o REY (D-FA <)
K3k — MTDOWT, Day48 (andexanet XL 77 EARDOEEG% 42 HH) FTOD-¥A~—D

SEHE ORI ZE{L % Figure 2.7.6.6-3 1277,

® Andexanet D 5-4%, D-# A ~— DAL Day | D=/ FH 3 e haf & iz LT
L. A= ZAEE5H# T 33 FEH CHRARMEIZE LT, D-# A ~— O b 27 H &K A7
PEITH BT,

® Andexanet D D-% A v — O KEIZ, 420 bolus 24— F DR —F AL T #% 33 K] T
Aotz PE¥IE (SD) : 1.028 (0.4602) pg/mL],

® Andexanet #£D D-# A ~—OFHfEIX, andexanet D 5-4% 2 HLLN (Day 8 £ T) IZ Day 1
Dx ) XYY o EE (Figure 2.7.6.6-3 D sift) Kifi~Wdb Lz, 77 REED D-# A
~—OYHEIX, 7T e AREGEHEOT X TOFMER AT Day 1 O/ %30 R G ETEAR
lifi CHERE L7,
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Figure 2.7.6.6-3: Day 48 £T® D-4 4 X —DFH{EDREFZE L

Bl 210 mgbolus [Cohort 1] (N=6)

2.0 End of Bolus
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= + @ Placebo [Cohort 2] (N=3)
£15
&
ES
1.0
Q
£
805
[a]

o
=)

® N b < e ® £ -] I I =) =) 0 (= (=1 — o (=1 < 0
i ¥ 2 r 2 EEEESE E S5 4E4E £ E R RS DEE DY
83} [a A [a [a 83} 53] - =3 — a < © 9 Q « [a] o) 9 3 3 ) 9 9
° e = S £ & £ & £ £ £ & a & & A 4 A4
& £ 0w B o2 o2 2 2 2 x g £
D S o A oA A A~ & A
> ) >
jard Jard o
a a A
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£
805
[a)
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Day1-Pre Enox
Day2

Day3

Day4

Day5

Day6-Pre Enox
Day6-3hr Enox
PRT-0.16hr
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PRT-1.5hr
PRT-2.5hr
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Day8

Day9
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Dayl1

Day13
Day20
Day34
Day48

Module 3: enoxaparin 40 mg SC QD on Days 1 through 6.

Each data point represents Mean (SEM) value. Mean (SEM) values for each placebo group were manually calculated. Day
1 pre-enoxaparin D-dimer value was 0.278 + 0.140 pg/mL (Mean + SD, N = 27). Day 1 Mean + SD baseline value (prior to
enoxaparin) was manually calculated using individual subject data enrolled in this module. Dotted line represents Day
1 pre-enoxaparin (Mean + 2SD) value, i.e. 0.558 ng/mL. PRT: andexanet; Enox: enoxaparin; O: original: L: lyophilized
Source: 12-502 study module 3 CSR Figure 4

A== A AN B/ SV NS T)
% 7R — RMIZ DWW T, Day48 (andexanet XX~ 7 B AR D% 42 HEH) £ TO FI+2 O A

DR ZEAL % Figure 2.7.6.6-4 12789,

® Andexanet D 5%, F14+2 O FX)EIL Day | O/ FH 30 U EHRTE G LCHmL, R
— T AT 1% 8.5 REH CR KB L7z, FI+2 OBINCH & 7 HEEKFEIZ A B
Moz,

®  Andexanet f£0D F1+2 OfcKfEIL, 420 bolus 7R — DR —F AFEH T4 8.5 FE#] TAH B
7= [F¥JfE (SD) : 1740 (1020) pmol/L],

® Andexanet D F1+2 O F-#JfEIX, andexanet D 5% 3 HLAN (Day9 £ C) (2, Day1l O/
XN e HRIE (Figure 2.7.6.6-4 D H#R) K~ Lic, 77 B REED F1+2 OFEE
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X 7T B AR TG % OT X TOER R T Day 1 O/ F 430 R BRIEARM CHER LT,

Figure 2.7.6.6-4: Day48 TN 7O FAVE LV ISHT AL 142 DFEHEDIEBHHMEL
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End of Bolus
2000 [ Placebo [Cohort 1] (N=2)
3 v
2 1500
g
£ 1000
o
s
= 500
0 b o o < v b E3 E E E E E E E E .E e} N [=} — o [=3 <t [
g ¥ X F ®F g &8 T & @4 aw @b 8 B = @W oF o2 O F B DL F
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Module 3: enoxaparin 40 mg SC QD on Days 1 through 6.

Each data point represents Mean (SEM) value. Mean (SEM) values for each placebo group were manually calculated. Day
1 pre-enoxaparin F1+2 value was 159 + 65.8 pmol/L (Mean + SD, N = 26). Day 1 Mean + SD baseline value (prior to
enoxaparin) was manually calculated using individual subject data enrolled in this module. Dotted line represents Day 1 pre-
enoxaparin (Mean + 2SD) value, i.e. 290.7 pmol/L. PRT: andexanet; Enox: enoxaparin; O: original: L: lyophilized

Source: 12-502 study module 3 CSR Figure 5

TAT

® Day 1~48 T, TAT OFEHMEICRRFREBN A b0, 607 HEKAETA D

Mol
®  Andexanet #£ TAT OEWMEIL, 77X TP 24— | T andexanet D¢ 5-1% 24 K LANIZ Day 1
DOx ) FH N CRHRTEE L THEML, Dk, 24~48 BfHLLN (Day 7~8 £ C) (27
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7 B ANHE L MR £ TR Lz,

® Andexanet BED TAT O AfEIL. 210bolus 2R — F DR —F AT EK TH 10 45 TH LT
CE¥IfE (SD) :20.2 (18.6) pg/Ll, 7272 L. 1 BIORIEME (55.6 pg/L) 23 24— h O
541 [FFEEIME (SD) : 13.2 (7.60) pg/L] &L L CEETH -T2,
® Andexanet X377 RO L, TAT OFHEITIFE A EDOFHIRF AT Day 1 =/ F 4
RY B GRMELL T XIZRIRE THh o 72,
#& TFPI R O FERE &5 TFPI
® & TFPI K OEREAM TFPL X, =/ 93U 5% (Day 5 O 5 3 H# & O Day 6
@ andexanet X |37 7 AR G-HI), Day | O/ P30 RGRTE PRl LT 2~3 {FI2H
mriz,
® Andexanet BEDH TEPI & OFERE ST TFPI O EfEIL, T X TD ak— k THREZLELHIC
(R—=F AEHMTH255) WD Liend, B OREICHERTHIZA bR ho Tz,
® Andexanet BED#S TFPI OHEIL, T X TCHak— b TR—T ZAEHEHK T 48 BN
(Day 8 £C) IZDay 1 ®x= / 93U P HFiIE & [FFRE £ CRIE LT,
® Andexanet XTI 7 T ¥R OEEH% ., # TFPI OFEMEIZ TR T OFEARK S T Day 1 O=x / F4
XY P GRTEE B A TV,
Z DDA F~—T1—
® Andexanet D 5. & PT, aPTT, ACT, FX, Fg, AT-IIl, B-TG, sTM, dRVVT, tPA, PAP, TAFI

KON PF4 O & ORI S0 B T2 <. 26D, F~—h—DLENTI T T
AL R TH -T2,

H M REE R ONH i & (R FAERR)

® ENCTFAEREFEML, =/ XN ok ER Iz T % andexanet OEH
ZERBINCRE U=, Ff§ > F AR, 420 bolus = 7R — kTl andexanet D% 5-12 L 0 H
M RFF 23 EEHE L, oD 78— N C b H i IRg [ oD S B ) 25 7 & v 7=

o T /XY R UOEREHICH LIZHILEDOHEMARD HLiLehol=2bh, WIihoak—
I T % andexanet $¢5-12 X 2 Il & DONTFRO Sz o Tz,

Zetk

® L HERAEFFG BEEOAFFES, MARMEFR UIKRMIMA N> MIHL LT,

® TUIERIZTUFAMEENT 1IN, Day 4 [ICHEEOFESRES (BLKLIZREE) 25581
L. &Ik Lz, ZOEBREITT ) Y RY OREEZTZTLER, 778 ROR—7F
A5 52 o T,

® HEFELOEIEFIAIL. andexanet £ 72% (13/18 i) KT 7 BHRHE 63% (5/8 #il) LRI
EThoTe, BIRKROEARGENT, AEFROBRENEGICHERFAIETFRO b ol

® MedDRA FEYEMRAD M) (28 £ DA EFZOFEBEIEGIL, andexanet B 22% (4/18

Bl) "ROT T ERRE 13% (18 #) Tholo, FROMNRIT, RLEZME (EBEAZOBER
i) . AAER L, AEFEHIE ORI Th o7z, 7T B ARHEOPRERFE TR L 72h
EEOMER MM (S FAERRMOMIMN) ZRE, RELTVWTALERETH T,
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Andexanet B CTlie b & < A DN A FFRIL, HEAILHE D BOS K ORLER RFTEOG (4 22%.
4/18 #l) T -7z,

HERGOBEEEIL, BEAEPRETH-T, PEEOFEFSITL andexanet FED 1§ K&
T T EBREED 2 HlOAIZHEL L T-, Andexanet & DK FEIRNEE TE R WHEEDFE
FRIIWDO LN T,

TENTHE D BSOS OFEBIEIG 1, andexanet B 22% (4/18 ) KO 7B REET 0% (0/8 )
TH V., andexanet BEO LN T 7R L Y b@EmroTlc, BEETVWTALBRETHY , HiE
BAFEIZAONT, TR TOHBREDIBREOR G257 T Lz, WEEE LIZEAICEI X
JSIE 1 HEOHZTH Y . MIERERICR L, KEIZK DLED T,

HEANITHE D BUG & U TRk & 728l L OEIR NS S v, BEE ORI 4 b ViR 1T 72
<L EBLUICFRIT, AU, B, WRAEE (F20 852K, WHEBK, -
7, WE RS, BRI, FOEMRRAE, FoE A, JEER (EME) | IS,
i (RIEEER) . 2 (22 o), By (BEH) . 2Uf (%) ROMAEEHm S 1 1
ThoTz,

HEAIZHED RIGDT- %, andexanet #ED 1 BRI G HEZWIHE L, ZDH%E G % 4.5
SR Uiz, A — 7 A8 G- FBR S CHEEMAL, FOEMRFNIE L O F O/ A2 Fife LT
B, BEGHBERISHTICHE FEEE) KON (L2 Ondk) BRELTE, WTihos
LHFRBND 45 HUNITIHR L, SR 1380E Lo 53 E Tk G425 T LT,

Day 6 Ox /) ¥V UEERNZ, U AE YO B AR, —lMECIEEED T
VAT IS —BoRE LA QEREHEME ERO 2 f5K0#) N7 (ALT @ 1027 f5, AST :
6/27 i) .

BRARRRA, DA, NA Z A 0 BRFTRIZE LT, andexanet DH] H 222 508300 6
niginoiz,

Pl FX HiiE Ot FXa ST VT ofiRE THHRBL L 2o 7o, R~FHuikfi o bt
andexanet HLIA 73 andexanet #ED 4/18 BIZFRD HALTZD3, FRNEMEITFRD Hivie oo 7=,
FLOFRERIZHS X | andexanet 210 XN 420 mg 2R — T AHH L7 L S ORAEMIZIEGFTH

ST,

s i

FIFREER FXa LA =/ X930 2 EHRRBIET D £ TR TR EG SV iR £t

G LT MM, “EHER, 77 AR, HEEHERER O, andexanet 23 / /%Y
v OFEER 2 1000 D HEIEEFIICEN L L, e B U EARNIER S ICRIE L
ZElX Y, kMmO EFEIENIR ST,

D-# A ~— F1+2 J O' TAT \Z— i@ 14D H &K AF B 72 N3 Z & 4L, [RIREIZ TFPI 23 L 7=,

Andexanet 210 & 420 mg R — T ZAF G OAFVEILRLF Th o 7o, HERLAMEFTLITEO b
T MREESELRO bR o T,
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7 12-502 HBREYa—IL4 GEABEBREXNR, SFEH. TP 21—/ 534.1-4)
AR DR < AR BR T | Z 4 T OO B R/ M HEE AL MR BE [ 56 Xa [RIF-BRE A O W T h v+ 2 &
RHEIZET D F TG L7212I1T andexanet ZEFIRINIX G- L7 & 2 O, AN,
SYENRE N N2 E2FHET 5 7 > X b, —EHER, 77 AR
(*: KEY 2 —/LTlIm REH )
TR SEH it e M OV - 1 s CKIE)
BRI - EVa— L 4BAA Eowmzosga) 2o A e
Ya—n4afkTR 205 A A
AEROFE - 24

BH
4 FHE O LB/ R B B I IR [ 55 Xa R (BAF, FXa) FLEAIOWT L% E FIRREIC #E T
L F TG SN AERERE 2t I, LT 2T %,
1) Andexanet X|L7 7R % 1~3 [AE#EFEAR— T A EHIHEIR — 7 2B G i\ iHE
L7z & 2 D@ MR OREME 27 5,
2) Andexanet XX/ 7 ERE 1~3 [EEfA— 7 ARG XIFHEIR — T A B HZITRHHE
Lict soUToHEyEmE (LT, PK) ZiHhd 5,
a) Andexanet L7 7 AR DL, &5 kO E% T, 1 L7z BEE/MEEHE FXa
FLEAI O PK (BRI IR EE K OFERE SRR ) ARkl 32,
b) Andexanet D 5-H1 L O 5:4% T, andexanet ® PK & #H i 5.
3) Andexanet XX 7T BARE 1~3 ELEKEAR — T AE THEIR — 7 2854 10 S §E
L7 & obal, &E5h R ORG% T, M U7cES/MEERR FXa BLEAIORE )5
(LLF. PD) ZaHld %,
4)  Andexanet D90 U 2 3 AT 2,

RBRT A v

AJEERIE, EHEERR FXa BRERIO 7 R0 U= F PR LT REH 0 X
XREHEERT FXa [HERIO= 2 2980 U 2 EHIREBICET 5 £ TR S -WBRE I,
andexanet XX 7' 7 R EZH G T HHER, _EHEM, 7o XM, T ERMEEBRTH ST,

EHIRRBICET D L), WBREICC RV 60mg & 1 A 1[E 6 AMKEAFKS L, Day6 i
VEERE « OFHE R O 551k (R THVE « & T andexanet X7 78R &#K 5 L=, A—
T ABGIT T RPN DR GH% 3 (28— 1 &R0V 2) T 5 e (28— b 3) 1ofk
TT5 &9 FEML,

ZafR— hOWEREENT 9B E L., Biftkl 6:3 T andexanet XX 7 7 BRICT 2k LTz, &
WEHRE T 1 SORE - HETORBREORG 22 ITHZ L & Lic, #RFIT= ¥ v ok
H-BAtaRTH (Day-1) 725 13 B, {EBRFEMMEEXICAPE Lo, #BR#E % Day 13 £ TABLT7 +
n— L7, Day48 FCHEKT7 4+ — L7,

WHRENEEFRUNOIE TIHEBRE S IE L2580, a2 To2 L L LT,

WORE - AHE~OBITIZ, 1 SHEIOHE - AR TR 2% 73 X CoW5RE T AR+
(andexanet X X7 78RO L%/ T HE £ T) OLeMhET —4% (AEHEG, WIKRKRAE, N1 Z L
T A ROER) OFHMEARTZET L, 6 FILLETEED PD ~v—h— [Frbtrr B 7T 7 R
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b 142 (LAF. F1+2), harbvr-7orF b B EE5K (LLF, TAT) KOY7 7V 55
i) (LLTF. D-#A~—)] OFENRZET LT 6IiTo7-, MR eEEESNT — & i
L. ROHE - HE~OBITZEE LT,

BEREL (GHERE & ORI

FHE R ¢ K9 27 B

fEATHE - andexanet @ PK 18 {5 (andexanet #& H5-FlD ), = R¥P 30 KON REP 80 OIEME
# D21-2393 D PK 27 f5] (Day 5) K Ur26 5l (Day 6), PD 26 {4, andexanet X|X 77
BARORZENE 26 ], = KXV D24 28 4

RIGAER GEIRELYE R OBRIEEOBE)
LAF OFBREEREZ i 72 L, BRAMEED DTS & il U 2o W BRE 2 AR BRI B & L7z,
BRIV
1) 18~45 DR BT LM T, PIE ORELEVE &K OVATRGIR 255745 Z L IZFRE L
o, X, A7V —= U TRERER ONR— R T A VO IMIETIRR A TR R T X
5T &,
2) IRBRIESEATOHIWT T, BRI, BRFT R, DERKROSA ZuH A ZERRBNZH & 2
IREHE IR BRIRRAEIZ DU TR, TRBRIE S R AT OB TERIRAYIZE LUWEE 2R
<. UUTFoOHERBIIEEICEEREN TS Z L,
a) IMEEEFEMRE : 70 be Uk (LUF, PT). EHAEE S b e R 7T 2F IR
(LLF. aPTT) ., 1EMEEEERFH (LLF, ACT)
b) MEFHRE : ~~s7 Uy h, ~ETREY
c) NFHEREME : TANRTXUBT R ) F 70 A 727 —¥ (LUF, AST), 77=7 3
J N7 AT =T —8 (LIF, ALT) (GEYE§PH TRRZ FEl-> TH KAy, EHERPH
RAEEZ 2N &)
3) Body massindex (LA, BMI) 2% 19~30 kg/m? /> {KE 2 60 kg LA EDF,
4)  VREREER 5-A1 48 I LA H ABEHIE 1 ) ONRBRE TIReERBEE T7 v a— L AL 722
WZ EIZRIE LTF,
5) 1 BHH72O OMPEENHEE X33 4 KRG CULRSR A2 2iX 1 85720 0.5
HULF, FRIZ1 A 1AR) Thh, ABLHIRH A OEEICFER LHE,
6) [FEMHAXELHATHRET D BIDH Y IRREELZ B S ML B SR L72[F
BEIZEA LA,

RN EUE

1) OB (FiEEE ETe) . ES L <IXERRT289 5% (B HEE ok
. BER O/ NEIRBNRIE/INE A ) T T & S MERT 6 H A LAINICERER U 7= R R 23 1
i Bt % w L3,

2) PuEEEHFl, TEXH AN 2 XN v U R—m AN T KRR R
He/FAIEETHLH,

3)  BEMETHE T IMARIE OREERE (RIERE A &) ITERR 2 AT 2F (]« TRE IR L
FRIE/MZERRE, VIR I7A4 T % x U7 —),
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4)

5)

6)

7)
8)

9)
10)

1)

12)
13)

14)

IR E OIS T D HEBRE OEZEE®D D Z ENMLIL TS, (GRERLY ER D)
Wi C) ERPRAICEE 2 0 ER . NOWREE, MiRRE, RS, B, REhRE, W
PREGEEB., MR, MRRRA, REEE, R ER, BEE, ToMoBERZEBLR
ROBEREZ 6T 25,

7 o MMERT 30 HEAPIZAL G 3 (B8 BT 38/ R LV iRk 2 &) XUXFER LY
R LT-FE, 7 07 el 2 MU IREE CREMBIEL K UON—T /-G E25T) &
R L=E BRI LT,

TR AT 3 o H DINIZ K FAfr, EEOIMERE L IXTBEITOBEIEL A3 2F T s
#% 15 AUNIZ T2 TEL TWDHE,

TRBREEPEH-RT 3 » HLANIZ 500 mL % # 2 D Wk &2 17> 723,

Day -1 ®F130 B LLNIZHLOTEERIZS NN L 723, XA 43434 O 3 D 5 5 LLNIZ Day -1
NEENDLH,

Day -1 OFLHEY A 7 ) —=> 7Tt Z R LIz3,

Y (PUEEMEAI I andexanet) DXGETE 15T D AlHEME DS B 2 RGO SUISEHTRIRREIZ &
LER

WP DEEERL Sy (FU A, TaF=0 0 Hlg, v afEk R Y Lx— 1 80) (Zxf
LCT LA =267 D54,

BT DO,

BB OARAE L E DIGREDRER O LRI 5B % JAX T FI RS o D 7>, #eBRE D IRRED
BBRIZBINT 52 LDV A7 28NS 5 ATREMEN & 5 & IRBRIL Y ERA I L 7=, 7
b3 —)UIE, YR SUTELA, R E, TADAKRCRERAHO T 7 v 7 7 7 N 3%
MI L0, THHIZRLZRW,

WA O IRES 23+ 50 (T fE PR T & 2200,

REREE - SERE R OHRETTIE
R, AERVCHE, &REHH
Andexanet {58 FHHA (10 mg/mL) . 50 mg//SA 7 /L D RS 254 2 1 IR E 7K 4.70 mL C
PR, 5mL//SA T v
Andexanet |27 & DML SN HERFE TR LT, Day 6 ICLLFOHE - HETRE LT, A—7
AFEIET RPN ORMEEG% 3R (aA— 11 R02) 35 R (38— F3) 12T
ERARSPES Py
® 75— | 1:andexanet 600 mg % #J 30 mg/min DL THI 20 5303 F TAHR—F A H5 (600 bolus
aR— k. XFEFTIE 600 mg bolus & FFL)
® 75— | 2:andexanet 800 mg % %) 30 mg/min O E TH) 27 73T TH—T7 A 514, 480 mg
% 8 mg/min D T 60 73 /1 TR EHE (800/8 x 1 hr =4 — k| X2 Tl 800/8 x 60 min
& FKEL)
® 75— | 3:andexanet 800 mg % FJ 30 mg/min D E THI 27 4373 F TAHA—F A H- (800 bolus
ak— bk, XZFRHF TIX 800 mg bolus & FKEL)

SR, AEEVCHE, B591H
Andexanet 7EH HBIA] (5 mL// A 7 VRS LR RIAD) OB
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TR RICT F MMESI TR 1% L C, Day 6 (2[R U = A — b @ andexanet $¢ 5 O #ERE
IZHE U 'L OVEARE TR — T 25 UIAMHFHE LT, A—F ZAR T FRH D
5% 3 (ah— M1 EOR2) XE5KH (2AR—F3) 2 TT 2 L9 5FEEL,

ORI, ABEROCHE, &54M

T N30 30 mg BE

Day 1~6 2= R¥ %3 30mg §E 2 E%4 1 H 1 [BIZEMERFICR OG- Uiz, Rk 513 Day 6 ©
B FEHE L7z,

FHmE
M4EH andexanet & OVt R4/ D PK
4% andexanet 12 5 IE FH O MR K %2 Day 6~8 OFEEIRF S CTEIL L, LLFD PK /3T A —

2 EHEH LT,

® SR (LU, Cmad . S MIERIRERGERH (BLF. tma) . 5 0 REEIDN B A&
E AT RERE ] £ C oo M R R EERF R Hh AR P AR (LR, AUCo.) . &5 0 IRefi] > b MERRAEH &
TOMAEFIRERE R MR TR (AUCow) . SEARFEDVERH (LT, tp), 2527 V7T 7
YA (LAF, CLT)., EFIREBOSHAEM (LLTF. V) KO KRAOMIEEEH (LLTF,
Lz)

MAEF = K430 KO D21-2393 R EEHIE O iRk % Day 1| OFE5-Ai, Day 5~8 O#HEK
REARAETNE Day 9 KON 10 D4 1 R TERIRL . AT D PK RT A =2 ZH M LTz, B FOKZTRH
DHNDHT REV A O EEEREREHY TH D D21-2393 1, = RExH/30 L [EREE OB E 1E
MzA L., HEWERE TITBE A ORERD 10%ARMICH Y5, 1 FXa iEMEIIER A FXa
PRI & EBEFHBI L. £ 7~ andexanet 138 FXa PHEFE A K OFER AT FXa HERITEE O
T BERETZENTHISND D, ATV 22— L TldEf = K930 KO D21-2393
DRI P E Je OFERE A TSP I o0 i 5 % 7 L 7=,
® Cux. A—T7AEELGHKTH 25 OMEFRE [LIF, C3.03 (Zh—F1 kKD 2) X% C5.03

(ZAR—=F3)] traxs BAZ VT Z7 2 (LUK, CLF, = R¥H N0 DH), AUCo, 1 5
MR (B 50 K2 & 24 R & ©) o SR E R iR Frifd (AUC, 3UE AUCo24) | tin
NN Lz

Andexanet & VT RPN O PK /3T A —& 1%, MAEHIRERFE RIS & | EEO
ALY ISIEDRE N TS R ey 0

T -

JK andexanet &z (N K%/ D PK

JRH andexanet M OV R3S REERIE H O JRIGIARZ Day 1 O E-Ai& O Day 5 (andexanet
% Day 6) ~9 (ZRIAM : 6~12 K L) ICERELL 72, JR™ andexanet #2JE 1%, W OWERE
LT R TOLERME CERE FERRB CTH-7270D, PK "TA—XEH N L7xhoTz, R R
FHNAZONT, BLFOPK AT A—=FZH M LTz,
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o RME R, RFHRME, REURTHRIE, B2 VT TR GIT, CL) RORFHE
e

L Yakea
FUEEEE A OS2 ST 5 7= 512, PD ~—H— (Hl FXa IEMHEKR OV v o B U pEARE)

TE R O MR IR 2 RRFICER I L7z, b o v BV BEAREIT ., MR T 80 b u v B v pEARE (B

frcrfu) & UCHNE L7z, F72, BEEMEE X IPEEFETEMEICR T 2 LN O PD ~ — 1 — b #RIFHY

R L 72,

® D-¥A~—, Fl+2, TAT, ¥k KA v % — (BLF, TFPD * K& OFERE A% TFPI*,
PT, aPTT. ACT. Mig#EE S X K+ (LLF, FX) *, 747U/ —4%v (LR, Fg) *. 7
YFhurber I (LLF, AT *, #R7 v vVl EgE R (LU, dRVVT), ffk~
T AR )= UAEMEALIR T (BLF, tPA), 7T AI Y c2-T > F T T AIUHEAKR (BLF,
PAP)., k& B UAEMALRRIAEILER - (LT, TAFD, B-ha A7 v 7Y > (LUF, B-TG) .,
M/ Es 4 [+ (LR, PF4) KONAIEEME R r AT 2 U > (LU, sTM)

* o PURE s LCHIE

Z4eM

LAVERHMI B X, A ZAYA v BB, FIRET R, BRI S8R IE O B R R
12 FELER, AFEFSR, BARE [IRAFHRA, R FrmE &k ORBEE O hus
(T andexanet Htik, HL FX LA KL UL FXa FLil) ] & L7z,

7235, Infusion reaction |3, F&5-H XI5 EZICHEL L, BB Y EMIZ X KRBEBENGE
SNV AEFEFGL T, linfusion related reaction - XX | (XX ITIEIR L HEE) LdfESn=F5H L
L., EREEHGESE (LLF, MedDRA) FEARGE MEANCHE D KIG) LE@tARzx T,

WETFIE
BBREEORE

RREE @ EEOEY 2—L) THRK 144 il RRFERFTEZFOXRENZE D . #IZ 162 filiC
W) OBFREFHE LTz, &FY 22— /LOWBRELR L O andexanet 5 & 77 AR5 OE|IfF
X, BRRAHIENIC S X . KRR & FFEOIRR TN b O ZRE LTz, KEY 22—/
2T BlEBGTHZ L L LT,

I ERR

MAEFHRE R NPK /8T A —HZ 2O\ TC, adh— b 2 LSRRl kit & [oss . B,
EWERZE (LLT. SD). IEWERRZE, FoME., FoRME, ik OZERE (LT, CV(%)] &5H
HL72. AUC KUY Ciax TIFEEEIE K O CV(%) bR 7z, Fo, MEHIREIC OV T,
BICEEEOHBN, ah—NZEDANRFyT T ay b (SHREORERHBEZ 1 Ko7 m
v b LK) KOS & OB ZER LT (AT v T 4 7 ey NIRRT — D,
ENLSMTEHE A7 — )V KR T —0),

Day 6 @ andexanet X (37" 7 AR DE LRI O G5HIZ, FERATIT R38R A FER Tt
L7, KT, 58 (andexanet X (N7 T & R) % 2 HER, _N—Z T A Ml XL Day 6 D
T REY AN EREAZ L E L Lo o (LR, ANCOVA) ZHWT, /b 34 E
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DEKPNpfEZER LT,

B kS

& ak— N THRERZ & I24 PD v — 0 — O rtal s it (B S, BAEIME, SD, FEvERAzE,
Be/ME, FeRME, FIRELR O CV(%)] ZHH Lz, 77 3V DAVEBIZOWTIIHEE 2 E7H Lz,
7T RRREOWIRE OFT — 21T _XTHE LIz, PD T —H I N—A T A AMETIEREL L, ~—
ATA VIO DEALE IR — AT A KT D (%) TRR LT, FFICHT 6 72V R YD | andexanet
XX TR E% O PD RHMETlL, ~X— AT A % Day 6 ® andexanet X %7 7 B ARG EATD
EEER LR,

Day 6 @ andexanet XL 7' 7 £ RO LA M O E#£IZ, HLFXa IGMEAREF TR L, hroE
VPEAERE A BEN L OER Crul: U7z, BENEEERICIR, RSO H D t E & v 7=, BER i ik,
F G- (andexanet X V7' T & R) % 2 A, Day 6 D G-HifEZ 25 & & L7z ANCOVA % /]
WT, /D REBEOEKR N p EE R LT,

Z4et

LBRVEORET — 5 (A Z YA v BRFEEAFE, LEX/NT A —Z KOEKRRAE) 095
HRARIZOWTIL, FlRkiatE (BBREE. FHME, SD, TRE, HK/ME, 5 1 UOAL, 5
3 WANLR K OFKRIE) &R Uiz, BT 3V WVERIZOWTUIBHEROEIGE R L, 7 7F
PEEOHIRE DT — 21X T~ THE L, BEERE, BRI R, #RIARIERIE I 2 Wells A
a7 KOPFRHEIXT - EIZOLR LT,

W SNT-HEELL % MedDRA Version 15.0 OZE BIRFAM OFEARGEEZHWTHEL, %
HLHIH L O3 BLE| A % andexanet D¢ G-8E, andexanet FEER N N 7 B ARRELIKIZ OV TER
L7z, 728, FRZWI S 20 RY . ARSCETIL andexanet XX 77 AR O GHMZICREL LIZH
EERERT,

[ES
BHREONR, X—2 71 VKON DFEEZERRE

AKREY 22—/ TiL 27 # (andexanet £ 18 . 77 BAREE9 B) 2T X AL S L, = REHA
VDO %51 F 72, Andexanet F£D 18 {53 ~<T7S Day 6 |Z andexanet D& 5% 1F 7=, 77 &R
BEO 1AL, EAREEHIZE Y Day 1l O REVPANCEHEZICEREZTIE LT, 2070, 4%
PR LR Cadk— MIEZIC 1 Bz Lz, 77 BREEORIO 1 #li%, Day 5 I8 LA
EHELDH, Day6 DT REFHPARURONT T ROELEEZ I, IBREPIE L, & 26 #
(andexanet Ff 18 ffil. 77 &AEE 8 fl) DIRBREHGHEE CHRE SN T X TOREEL=ZIT, 15
BREET LT,

Andexanet D 5-% %17 7= 18 #]9XT % andexanet ® PK fEHTIZERH L. andexanet X377 &
ROBEZ2Z T 7226019 X TCThx 93 K TD21-2393 D PK fi##T (Day 6) . PD fi# 4/, andexanet
XNET TR OLEVEMATICERA Lz, £72, Day5 O REH AR O G550 7= 27 Hil4_T
T RPN KON D21-2393 @ PK f##t (Day 5) ICERHA L, = R¥H N0 b5207< 881
1521 72 28 Bl R T &= R\ ORI Lz,

% R — FOANAKE AR Z Table 2.7.6.7-1 (2R,
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Table 2.7.6.7-1: & 3/R— FOAOHKEFERIFHE
Andexanet Dose
Cohort 600 mg bolus 800/8x60 min 800 mg bolus Placebo Overall
Trait N 6 6 6 10 28
Female 2 (33%) 1 (17%) 3 (50%) 2 (20%) 8 (29%)
Gender
Male 4 (67%) 5 (83%) 3 (50%) 8 (80%) 20 (71%)
American Indian/Alaska Native 0 (0%) 1 (17%) 1 (17%) 0 (0%) 2 (7%)
Asian 0 (0%) 1 (17%) 0 (0%) 0 (0%) 1 (4%)
Race Black or African American 0 (0%) 0 (0%) 1 (17%) 2 (20%) 3 (11%)
Native Hawaiian/Pacific Islander 0 (0%) 1 (17%) 0 (0%) 0 (0%) 1 (4%)
White 6 (100%) 3 (50%) 4 (67%) 8 (80%) 21 (75%)
Hispanic or Latino 5 (83%) 3 (50%) 4 (67%) 6 (60%) 18 (64%)
Ethnicity
Not Hispanic or Latino 1 (17%) 3 (50%) 2 (33%) 4 (40%) 10 (36%)
Mean 38.8 31.3 35.5 30.2 334
SD 8.61 8.82 8.55 8.35 8.79
Age (yrs) Median 42.0 31.5 37.5 30.0 35.0
Minimum 22 21 23 19 19
Maximum 45 45 45 44 45
Mean 172.8 173.2 173.2 174.6 173.6
SD 12.19 11.23 9.45 9.62 9.94
Height )
Median 176.0 176.5 169.5 172.0 173.5
(cm)
Minimum 157 152 165 161 152
Maximum 185 183 191 194 194
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Table 2.7.6.7-1: &K a7k— O ADOFKEFRENE

Andexanet Dose
Cohort 600 mg bolus 800/8x60 min 800 mg bolus Placebo Overall
Trait N 6 6 6 10 28
Mean 83.13 85.65 76.87 75.35 79.55
SD 11.687 11.710 12.323 8.676 11.097
Weight .
kg) Median 87.90 88.30 73.65 75.10 79.75
& Minimum 66.4 64.7 62.8 63.0 62.8
Maximum 95.2 96.0 97.3 89.2 97.3
Mean 27.735 28.447 25.523 24.742 26.345
SD 1.3040 0.8520 2.1299 2.4309 2.4024
BMI
Median 28.085 28.130 26.355 25.125 26.840
(kg/m?)*
Minimum 25.59 27.60 21.68 21.10 21.10
Maximum 29.18 29.60 27.22 28.29 29.60

Module 4: 60 mg edoxaban PO QD on Days 1 through 6
2 BMI = Body mass index
Source: 12-502 study module 4 CSR Table 18
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BREE DR

28 BIDHHAAN BV, = RX AN DG Z2%1T72, ZD 55 26 5] (andexanet #f 18 1, 7
T B AR 8 #) 2% Day 1~6 I[ZIRBRIEMFIEE CHE SNz FRX AU Db 23T,
Day 6 |Z andexanet X £ 7" 7 8 RO EZFE T Lic, 77 BARFETIE, 14123 Day 1 ([Z{E AR
D72, 16125 Day 5 IZRBLLIZAEFROTOIRREFIL L, 77RO 2% T 2o 7,

Andexanet @ PK

® (4% andexanet JREIIAR — T A G T2, BEEEEIEAIICIR T L7z,

® Andexanet @ Cpox XN AUC IFHENZ DTN BRI ST L, 202 &E—EHL T,
CLT O ¥ IE 600 bolus = 745— kT 4.80 L/hr, 800 bolus = 4~— kT 3.57 L/hr TH o 7=,

® Andexanet @D ty, DAL 600 bolus =A— bk (8.21 hr) & 800 bolus =4 —~ (8.06 hr) T
RFRETH -T2,

® Andexanet D Vg O F-EJfEIT 600 bolus = AR— F T 6.16 L, 800 bolus =A— F T 434L ThH -
72

® R andexanet JRFEIX. WTILOHERE & T X TOHRMM CE&E FRAT ChH o 72,

T RPNV KRV D21-2393 GREWRE R OFEFHEHEMRE) © PK

Day 5 (andexanet XiX~7 7 RO EHIH)

® Day5 DT FFH AU ORAFKLGR, = R4/ KT D21-2393 O M s S MR B K O
it B RS IR B L IOPE R B I AR T L 72,

® T NI N KTND21-2393 DI AR SRR BE J O FERE SRR IR BE OHERS L DV PK /3 T A
— 4% andexanet £ & 7T B AREETREE CTH - 72,

® RIEMIR B M OFERE BRI IR FE D tiax D RABIL, = R 53273 1.00~2.00 hr, D21-2393
2% 2.00~3.00 hr TdH - 7=,

® D21-2393 DIEFE &I FXH NNV ORFEED 10% Al TH 0 @5 I TV DRER & [ERRE
ThHholz,

® AKIEBRTHELN PK OFERIL, #ESNTVDHT REH 0D PK RXT7 A —F LFIT—K
LTEO, EFREBICEL W ERRBR I,

Day 6 (andexanet X|I7' 7 ERD&EER)

® Day 6 D MIEHIEFE AR KD PR OHER % Figure 2.7.6.7-1 12, JEFEAR D21-2393 2
FE DOHERS % Figure 2.7.6.7-2 IZENE AR T, F72, andexanet L7 7 & A 5B A L ONHE %
OIMHEFIEFEAS R = RPN R (CFME) % Table 2.7.6.7-2 12, FEAEGH D21-2393 R
% Table 2.7.6.7-3 (2, HHHNIT 5T GHZOIKR TR ELIZENEIVURT,

® Andexanet D5, MIEHFIERE SR T R Y30 KT D21-2393 1L )00 H &K A7
FNZAE T L, AL R ANVBEOK FIEAR—T7 2B G5 TH% 2 5 ThHLIL, X—
ATA KRR ZERBLEHBLTARIIKTN L, —FH, EFHRE FEH 0 W
D21-2393 B I EKRENIC LR Lz (78R L CENERRAK TR 13 FL O
91%),

® 800/8 x 1hr =A— b TIEIEAEE R R0 N REOFEHMEO R 72K F A b iviz,
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TUFXY Ry N TATy GEE TR Z)
FEREAT D21-2393 IREOEEIEIL, A —T A G THK 2 Rl GRIEFRER THRK 1
M) £ CT77vREEE FlEl>7-, F£72. 800bolus =7~ — K TiX, Day 6 DT KFH 3 h
RED D OIFE G RF¥ P AN VREOEMEIT, R—TFAZEKR TR IKMETT 7R
BEL R L CHERFEMIICEBE Th - 72 (p<0.05),

® Andexanet D H%, = R¥H /3D CL/F O CLr O 523, Day 5 O 7 & REE & b
L CHERFMIZED Lz, 72721, Day5 XU Day 6 O RSP 30 DR pgEibRT, =
A— MEEORars— NNTREETH -,

Figure 2.7.6.7-1: Day 6 @ andexanet & 5RIEZDEHER T KX HN\VEE

Ead of bolus (Cobort 1) l l End of bolus (Cobort 3) End of bolus (Cobort 2) l l End of Infusion (Cobort 2)
—6— 600 mg bolus [Cohort 1, N = 6] —a— $00/8x60min [Cohort 2, N = 6]
140 1 - —o— 800 mg bolus [Cohort 3, N = 6] 140 ~O— Placebo [Cohorts 1.3, N = 8]
~&— Placebo [Cohorts 1.3, N = 8]
- a3 120
] E
g 2 100
s €
2 2
2 % ®
i 1°
z e
20
0 T T T v T v v v v T v T J 0+ - - - - - - ' - - - - - -
0 1 2 3 4 s 6 7 8 9 10 11 122 13 0 1 2 3 4 5 6 7 $ 9 10 11 12 13
Time after edoxaban dose (hr) Time after edoxaban dose (hr)

Module 4: 60 mg edoxaban PO QD on Days 1 through 6.

Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or 5 hours
(800 mg bolus) after the edoxaban dose on Day 6. Data represents mean concentration values following bolus doses
(Cohorts 1 and 3, figure on left) or bolus + infusion dose (Cohort 2, figure on right).

Source: 12-502 study module 4 CSR Figure 2

Figure 2.7.6.7-2: Day 6 @ andexanet X 58l D IEHESE D21-2393 B E

End of bolus (Cohort I)l l End of bolus (Cohort 3) End of bolus (Cobort 2) l l End of Infusion (Cobort 2)
. ; 8
87 L o ©— 600 mg bolus [Cobort 1, N = 6] —o— 800/8x60min [Cohort 2, N = 6]
—o— 800 mg bolus [Cohort 3, N = 6] - —0— Placebo [Cohorts 1-3, N =8]
—&— Placebo [Cohorts 1- 3, N = 8]
] i
=
g z s
o 2
e
4 ol
a 2
3 £,
.= —
=
1
0+

N i N N ) i ) - N N ) ) y ) (U | 2 3 4 5 6 7 8 9 10 n 12 13
(U | 2 3 4 5 6 7 8 9 10 11 12 W3
Time after edoxaban dose (hr)

Time after edoxaban dose (hr)

Module 4: 60 mg edoxaban PO QD on Days 1 through 6.
Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or 5 hours
(800 mg bolus) after the edoxaban dose on Day 6. Data represents mean concentration values following bolus doses
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(Cohorts 1 and 3, figure on left) or bolus + infusion dose (Cohort 2, figure on right).
Source: 12-502 study module 4 CSR Figure 3

Table 2.7.6.7-2: Day 6 0 andexanet X175 R SRIEZEDOIEFLEAR T FXYN\VBEE
Andexanet
600 mg 800/8x60 mi 800 mg Placebo ® Placebo ©
Mean + SD ?
bolus n bolus N=5) N=3)
N=5) N=6) N=06)
Pre-andexanet/
129+ 47.4 114 +37.1 63.7+13.3 125+£575 | 81.5+26.9
placebo
C3.03 or C5.03
Unbound
(Concentration at
Edoxaban
2 minutes after the
Conc. 59.6+33.19 | 41.1+£19.7¢ | 15.1+£7.52° | 103 +£55.4% | 65.6+10.5°
end of
andexanet/placebo
bolus dose)

Module 4: 60 mg edoxaban PO QD on Days 1 through 6.

Placebo subjects from Cohort 3;

e 6o o ®

dose;

dose;

Mean and SD values were manually calculated from individual data;
Placebo subjects from Cohorts 1 and 2;

Anticoagulant plasma concentration measured 2 minutes after the end of andexanet bolus dose at 3.03 hour post edoxaban

Anticoagulant plasma concentration measured 2 minutes after the end of andexanet bolus dose at 5.03 hour post edoxaban

Note: Concentration values in table are presented as three significant figures; percentages are rounded to nearest whole
numbers. Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or
5 hours (800 mg bolus) after the edoxaban dose on Day 6.
Source: 12-502 study module 4 CSR Table 21

Table 2.7.6.7-3: Day 6 0 andexanet XI& 75 R 5a1#% D IS E D21-2393 EE
Andexanet
800/8x Placebo P Placebo ©
Mean = SD * 600 mg bolus 800 mg bolus
60 min N=4) (N=3)
N=4) (N=06)
(N=35)
Pre-andexanet/
6.26 £2.84 6.59 £3.31 3.59+1.25 7.71+£2.89 | 3.34+1.49
placebo
C3.03 or C5.03
Unbound (Concentration
D21-2393 | at 2 minutes
Conc. after theendof | 2.97+1.07¢ | 2.65+0.957¢ | 0.728 £0.321° | 7.78 £4.26% | 2.67 £ 0.977°
andexanet/
placebo bolus
dose)

Module 4: 60 mg edoxaban PO QD on Days 1 through 6.
Mean and SD values were manually calculated from individual data;

Placebo subjects from Cohorts 1 and 2;

b
¢ Placebo subjects from Cohort 3;
d

Anticoagulant plasma concentration measured 2 minutes after the end of andexanet bolus dose (3.03 hour after edoxaban
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dose);

¢ Anticoagulant plasma concentration measured 2 minutes after the end of andexanet bolus dose (5.03 hour after edoxaban

dose);

Note: Concentration values in table are presented as three significant figures; percentages are rounded to nearest whole
number. Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or

5 hours (800 mg bolus) after the edoxaban dose on Day 6.
Source: 12-502 study module 4 CSR Table 22

ke
bt FXa &M

Day 6 O$t FXa IH MO FEEIE ORI 2L % Figure 2.7.6.7-3 12737,

Andexanet $¢5-12 X 0 HT FXa IEMEITEHONITIE T LU (R 82%) . WD a2k — FTH
—ATAUINER—T AFERTH% 2 0 E TCOEMLBIIFRHFANCAE T2 (Fak—
NOTZBREEE ORI T p<0.05), —F., 77 BREETOH FXa IO T3 40% AT
ThHholz,

Andexanet D 5-1% . PLFXa {HEHEDORXR—2 T 4 b OB EDOEX AL, 600 bolus = 75—
FTCIEAR—F 2G5 T#% 245, 800/8 x 1 hr 7k — F TIEAR— T ZAF G T 1.5 B (A

TR T £ 0.5 FE[E) L 800 bolus =7 — b TIEAR — T R EH T # 1 Bi £ CHEEH#MICH
BTholz (Fak—1vOTT7vREEE DOLELT p<0.05),

FEREGT T K930 KO D21-2393 JRE & Hi FXa IGMEOHER ITEEI L=,

Figure 2.7.6.7-3: Day 6 @ andexanet X (& 75 /Rix5# DO FXa EHOFHEDREMEL

End of Bolus End of Infusion

v

Placebo [Cohorts 1-2] (N=2-5)
600 mg bolus [Cohort 1] (N=6)
800/8x60min [Cohort 2] (N=6)
800 mg bolus [Cohort 3] (N=6)

¢ B> 0O O

—

n

(=]
1

[

[—4

<
1

Anti-fXa (ng/mL)

)]
=}
1

0| T T i :i T T T T T T T 1
Baseline0.0 02 04 06 1 2 3 4 5 6 7 8 9 10

Time after andexanet bolus (hr)

Module 4: edoxaban 60 mg PO QD on Days 1 through 6.

“Baseline” is defined as the time immediately prior to andexanet/placebo administration, which was administered such that
the bolus dose ended at 3 hours (600 mg bolus and 800/8x60 min) or 5 hours (800 mg bolus) after the edoxaban dose on Day
6. Mean baseline anti-fXa activity values following 600 mg bolus, 800/8x60 min, 800 mg bolus, and placebo (Cohorts 1-2)
groups were 208.13, 177.03, 94.62 and 195.66 ng/mL respectively. Each data point represents mean value.

Source: 12-502 study module 4 CSR Figure 5
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e v UEAR
Day 6 @ k1 2 BV FEARRD B ORRFIZE{L A Figure 2.7.6.7-4 127~ ¥, LR OFEEE &

LT, hr U EVEARN Dayl O REFANCEEFIOFEEE-1SD LA L2 &% hu v

EUPEAREDEIE L ER LT,

@ T RFHUANRUVOBEICEIVIEKTFTLTW: ha B U EARED andexanet D52 L » T EA
L, 3o (R—F AE&TH#245) D OMEKGFENZR he BV EAROEIEIRD 6
i,

® 800 bolus = A" — kT, andexanet DFH GRS (R—T7 A G5%274)) bar B UpEs
REDEIENRBO Hiv, RN—T A G T 1% 2 K Fie L7 [Figure 2.7.6.7-4 2],

& TJIEARHTIL, A—FALEKTHZ 2 0T hrr BEVEAROEIZIIRD Lo,
600 bolus =74 — K LT 800/8 x 1 hr AR — R CTT T vREZHELG IN-HHETIL, hroE
VHEAREDEIENRD SNTZDIER— T ARG THK 33 HTH -T2,

Figure 2.7.6.7-4: Day 6 @ andexanet X (& T3 £REE5HD O E U EEREDFHEDREN
%1t

End of Bolus

v

End of Infusion

500000+ ; ; O Placebo [Cohorts 1-2] (N=2-5)
O 600 mg bolus [Cohort 1] (N=6)
g A 800/8x60min [Cohort 2] (N=6)
= 400000+ ' ' ¢ 800 mg bolus [Cohort 3] (N=6)
= E :
8= i ;
N O
8 300000+
)
=
)
&)
.S 200000+
:
: -
= 100000 : -
0-——— H=—rif i . . . .
Baseline 0 1 2 3 4 5

Time after andexanet bolus (hr)

Module 4: edoxaban 60 mg PO QD on Days 1 through 6.

“Baseline” is defined as the time immediately prior to edoxaban administration on Day 1 (Mean + SD of 262731 + 64052 rfu,
N = 26). Day 1 Mean + SD baseline value (prior to edoxaban) was manually calculated using individual subject data
enrolled in this module.

Shaded region represents Day 1 pre-edoxaban (Mean £ 1SD) values, i.e. 198679 to 326783 rfu.

Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or 5 hours
(800 mg bolus) after the edoxaban dose on Day 6. Each data point represents mean value.

Source: 12-502 study module 4 CSR Figure 6

74 7Y UHREYN (D-FA~—)
Day 48 (andexanet X377 RO 5% 42 HH) £ TO D-¥ A ~—DFEEEORRFIE( L%
Figure 2.7.6.7-5 {\Z7"°3,
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® Andexanet D 51% ., D-Z A ~—OFHEIT Day 1| O RE¥H N FHRIE i L CTH &K
FHNZHIIN L, R—T AL G T 1% 12 RPN RO REIC #E LTz,

® Andexanet f£D D-% A ~— O FE)fEIL, B L T andexanet O H1% 2 HELN (Day 8 £C) (Z
Day | ®O= R¥H U EFifE (Figure 2.7.6.7-5 O piff) K~ Liz, 77RO D-
XA ~<—DOFEEIX, 7T BREGHEOIZE AL OFERE R T Day 1 O= R4/ 55
fEA T CHERS LT,

Figure 2.7.6.7-5: Day 48 & T® D-4 4 Y —DFHEDRIEFMZEIL

—_
wn
|

End of Bolus EE 600 mg bolus [Cohort 1] (N=6)
—_ [J Placebo [Cohort 1] (N=2)
3 v
= 1.0
3
5
=
A 0.55
A - m [ - 1. [
0.0 » o o« - w I w - - - - - - - - - ® N > — L] > ey o«
S = = = = &6 & £ = = = £ =2 £ &2 £ % B o= = = Q& & %
S £ EFEf ittt s s s 52 5% 7 FOFOFOR
A NS - S A R A
k=l St = m m
[ A 0w ¥ ¥ ¥ £ ¥ £ x F OZ
- & & A~ A A A A A A&
) = =
< < I3
=] | A
1.54 .
End of Bolus El 800/8x60min [Cohort 2] (N=6)
- + I Placebo [Cohort 2] (N=3)
E
o 1.0
2
1S
£
A 057
A
0.0‘x o o« -+ w e £ - - - - -] -] -] - - - - ® =2 = - L] > - o«
S > B o2 o= & © £ &£ £ £ £ &£ = £ £ £ £ 5 o o= = = Q o <
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Module 4: edoxaban 60 mg PO QD on Days 1 through 6.

Each data point represents Mean (SEM) value. Day 1 pre-edoxaban D-dimer value from 26 subjects in this study was 0.243
+ 0.0453 pg/mL (Mean + SD). Day 1 Mean + SD baseline value (prior to edoxaban) was manually calculated using
individual subject data enrolled in this module. Top dotted line represents Day 1 pre-edoxaban (Mean + 2SD) value, i.c.
0.334 pg/mL. Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and
800/8x60 min) or 5 hours (800 mg bolus) after the edoxaban dose on Day 6.
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PRT: andexanet; Edox: edoxaban.
Source: 12-502 study module 4 CSR Figure 7

TubhurBrI7I A 142
Day 48 (andexanet X X7 7 AR DO G#% 42 HH) £ TO Fl+2 OFEHEORRFIZE %

Figure 2.7.6.7-6 |Z7~7,

® Andexanet DFEH1% ., F1+2 OFEXEIT Day | O REH o3 h A& g UCHEML, A—
T A E T 1% 24 R LANIC i KAEIZ 2 L 72, Andexanet B F1+2 O g KAEIE, 800/8 x 1 hr
AR — FDOR—T ARG T 21 B TH LI,

® R—T7AEGHNmME (800 bolus =7 — ) O MEME (600 bolus =2 As— h) XV § Fl+2
DONYEMED I KRMENETREL, EFERWVEELANDL ERARO G,

® Andexanet F£D F1+2 OFEHMEILX, #E L T andexanet O 5% 3 HLUAN (Day 9 £ C) (2 Day 1
DO REH B HFifE (Figure 2.7.6.7-6 D KRR K~ Lz, 77 8 ARED F1+2 O
B, 77 B R EG%OT X TORMEIEER T Day | O R385 aifE A CHER L
7o,
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Figure 2.7.6.7-6: Day48 TN 7O FAVE Y TISHT AL 142 DFEHEDIEBHHEL
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Module 4: edoxaban 60 mg PO QD on Days 1 through 6.
Each data point represents Mean (SEM) value. Day 1 pre-edoxaban F1+2 value from 26 subjects in this study was 170 +

98.3 pmol/L (Mean + SD). Day 1 Mean + SD baseline value (prior to edoxaban) was manually calculated using individual
subject data enrolled in this module. Dotted line represents Day 1 pre- edoxaban (Mean + 2SD) value, i.e. 367 pmol/L.
Andexanet was administered such that the bolus administration ended 3 hours (600 mg bolus and 800/8x60 min) or 5 hours
(800 mg bolus) after the edoxaban dose on Day 6. PRT: andexanet; Edox: edoxaban

Source: 12-502 study module 4 CSR Figure 8

TAT

® TAT OEEZH &N HEKRFEITA DI hoT, 2k — hD TAT OF-H)fEIZX, Day 1
725 Day 48 £ TOAFHIIRE A CEH) L 72,

®  Andexanet £ TAT OFHEIL, 1L A XD 37— b T andexanet $£ 57412 Day 1 O = K4
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NPT E e LCHEI L 7=,

# TFPI & O'JERE &2 TFPI

® Andexanet BEDH TFPI & OFEAE A TFPI OEHfEIL, X TH ak— F TR—F 2 HEHH
BT Lies, AERAEEEO bz oT,

Andexanet #E D TFPI O NEWME L, 5% 24 FFREILANIC Day 1| O R 330 B RifE L
EFETEEE Lz, 77 B AR TFPL OFEEIX, T TOFHEiIF R T Day 1 O = FaFH3
PGB THER LT,

PT. aPTT XX ACT

® Dayl Ox= RF¥H U EFIHE & i LT, Day 5 X% Day 6 D= R H 30 OF5.1% 3 IRFfH]
T PT O aPTT 23K THI 22~25%. ACT 23 K THJI 100%IE R L7,

® Andexanet D 5%, aPTT OEEHNIH EKGFMEITRRD SR o T2,

® Andexanet AE Cld, ™ — T A5 T 2 4y DEFE T, andexanet ¥ 5-E.Aij & it L C PT &
ONACT O EMEDE N UK TR 7% O 27%, A B AR AF I MG L=, 7 7 B REE T,
R—T ABEIE T 25 OB 8T PT OV ACT O SFEBE N Z I F e K THI 1% & O 5% 5554
L7z,

ZF DDA F~—F—

® Andexanet D 5. & FX, Fg. AT-III, B-TG., sTM, dRVVT, tPA, TAFI, PAP }&%F PF4 D>}-
B L OBNCH 5B M T2 . TNHDONAAL F~—T—DOEENI S T REE L FEET
o7,

et

® WL HELRAEFSG HEEOAFHESG, MARMFSRUIKMIMA N> MIHA LR T,

0 HEFRLOFKBEIEIX, andexanet £ 61% (11/18 ) VT Z & R EE 38% (3/8 f5]) & andexanet
FED T mm oo, BRKEOHEARGEZ & ORBEIGITH & 23 HEERAEITRRO b o
7=

® T EARRED1IHINEANBDEEIZEY Day 1 O RE¥H N BEZIZIRREZ R IE LT, £,
7T B ARBEDOROD 11 Day 5 IZHB LT-AEFEFES (RM-TRTOREE) O-oRBREORE
Z%Z T, Day 18 IZLRMBFAA 4 Fh L Claira ik L7z,

® MedDRA VMR O THML) IZEEND2HEFEFRORBHEIE X, andexanet Bf 22% (4/18
) KONTZvREE 0% (08 4) Tholo, FRONFIL, M ZERERALMAE (2 61), ffE
Patt (1 #1) ROBRRE M (ZERaTosRR b, 1 #) Thoto, HEERGFEITRED bt
NoT,

® JEAITPED RIS DOFBIEIGIL, andexanet £ 17% (3/18 fiil) KO 7 & ARHE 13% (1/8 ) T
bolz, IRREOERGPILIZE S T2 IEANTHE D BURITRE O b g oo Tz, EANITHE D BUSD
FHUTH &2 HEKFEETRRD b o 7o,

® EANITHED RO OYEIR & LT, BE, DIEAMEICH DR, £ 2 8EE (R RO
MR EEE) . RUBHERTA .. MOEBEa ik, B OALEE, B, IRFEMm, PR IR, B ORI K
OEHE DO JEIRIE A HE STz, 2D D 9 6| andexanet Ff CHEDOHERE IZRD LN-H D
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1372 o T,

o 7@5&%@@&"5'4%3? WZE S TEANTHED RIS T 7 B ARREO 1 FIZHRELL | 520347 25.5 4[]
T S 7o, YRR ICER D BV SRR IR, PRI (FPAERE) | BHE ORLBE, B
ARFEn., M Hia e, B QR B OERE (W T HRE) ThoTe, ZHUH0EH
GUIT T, A—F AERGH 4 2283, 1 0 THEK LT, A Z A AZRRIREY
ICHEBERELITA NIRRT,

® [HIRMA, LEX, NS Z YA ) BRFTRIZEI L T, andexanet DB 6 0372 BITER O
FAWAY I TN

® HUFX HuiA X idht FXa $UiiT VW3 ogiics ¢ 58 Liﬁiﬂo?”:o Andexanet £ 4/18 HiliZ
1R~ TP HURAL D HL andexanet HURDSFEL L7223, HFTEMEIZRO Hvigirho 72,

Lﬁ@%%K%@%JMMmm%wm%%b<ﬁ%m%$%7xﬁﬁﬂjmm%ﬁ%ix

B 5412 480 mg RIHFHE LT L S ORARMITIRIGF Th -T2,

B EHA FXa PR = RN 2 ERIRREICET 2 £ TRE SN RFEIRRE 205 L L
-7 b, ZEHEK., 77 AR, BEEERABROM R, andexanet 2V ELNIIERE S FLHT
BEEA] (= R AU RO OREY D21-2393) RS L. AEKRFOICHIE T 5 2 & ThHikEE
ERZREIE L, hu s BV EARNEFRHRICEE L2 L2k, Ef#EO EFLRARS
iz,

D-#A ~— KN F1+2 | *Lﬁ@ﬁMﬂﬁEhﬁoAMmma6%~u%mg®fﬁfiﬁﬂ?
bofe, BEALZEMEFTLITES DT, MREFR LR bRehol,
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8 14-503 #E& MEANEEREXNR. EFEH. EP1—I/L53.51-1)
ARBROIERE ¢ LB B AR OB E 2 5t5 & LT andexanet FHRNIE G5 D2 N YT
XY N OPEEEH OB 2T 5 7 o X b, EHEMR. 77 B ARRRE

3 FHEER
YRR MR B OIS < 1 MR OR[E)
R RERPIIGE (RwowsEossn) 201443 A B

RKipe T H GRrowmzroseTH) 20| A e
REROM : 45 3 48

E):D]

FEA®W

® HUMIKEEE S Xa KN+ (LLF. FXa) #EMEICH-S &, andexanet 2R —7 A& H L7 L & KO
R—T AEERICERFE LT &0, TEXS IV OhigEER OB LE 7T AR Lk
532,

Bl EHY

o JEESHT B YN BEICH-SE | andexanet R — T ARG LIz L& KR —T A E%
TS LT L X0, T EX AL OFEEEROEN LA 75 2R L g 5,

® hurulpEARE [N e v pEARE (BUT, ETP) & LTHIE] ORIEICESE,
andexanet Z K — 7 A H L2 L E M OAR—T AEERZICEHEE LT LD, TEXH
DOFEER FEH DL 7T R LT 5,

® TRV NN K BHIEEIRE & ST TR & R IC, andexanet &R — T AR H LT L&
K OR—T 2B EHICAWEE L & 2ot (HilnEsR, etEsEg kO R4
wie) ZEHlT 5,

RRT A v

ATRBRIX, PRIy i O (50~75 %) ZXIZRIT, andexanet 737 B FH R &
BHYrEEEER 2 b3 5 = & 28 L. andexanet DL EMEEFHET A Z L2 B E LTT WA
yENTE, T MME, ZEHER, TR TH o7, AIBRIZ2 DD — bR Y
N— b 1 TEAR—=TF 2AEHEOR, /=1 2 TIER— T AL EHITREFEEZTTo 72, F/8— T
B & EIfT b 3:1 C andexanet X377 B HRICT X MM LTz,

Day 1 725 Day 4 £ T, EWIRBICET 2 L OHREICT EX P30 Smg & 12 KE T 21235
HE®O#E L=, £ D%, andexanet #£(Z1% Day 4 |2 andexanet 400 mg % 7h— 7 A5 X%
andexanet 400 mg % 7R — 7 A 51412 480 mg & 120 70T CRIEFHE LTz, A—F7 A&G1X, 7
BN DG 3 R [T RN RN EFIRE CREMAETIRE (LT, Cm) 13T
WIS AR CBHAE LTz, 77 B ARBEICIL, andexanet B & [AAR D FIE T 78R 2 &5 LT,

PrktEER O bix, L FXa &M (Ao TERHER B) W ONCmAERIERE SR T v
PN IRE KR OVETP (AEMEDRENKBZRAEHE R ) ICHESEFHE L7z, FEFHMIE A X, $t FXa
EEDR—=2 T A U b RRfE (TRHlEE ] OHEBM) £ TOERERE L,

BEBRF 1Y Day -1 725 Day 8 & CIRBREMfEEX I APE L7=, Day 8 MiRpif%, Day 43 £ TH KT
PRFE DLV Z 7 v — LT, {4 OFERFE OIRBIIEIL, 27 U —= 7 (Day -42~-1)

117 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

DEIZISLTHS~12 B TH -7,

NR=r1DOTF—=FZFHLT— 2 OBRER MR L, HiE - HE2RETCE L0107
DI, KX— NOFNTIIRI A \ZEMTHZ & & LTz, 7272 L. 2= 20H1E - HEIZWITH
HET Lo T,

BEREL GHERE X O R
N— K1
FHEIRE : 32 f5] (andexanet #F 24 1], 7" Z & ARHE 8 51])
ZRMERENT R - 33 5] (andexanet £F 24 5], 77 & AREE 9 )
modified Intent-to-Treat (UL F. mITT) £ : 33 f5] (andexanet #f 24 5, 77 & REE 9 1))
/N— |2
FHEIRF : 32 f5] (andexanet # 24 3], 77 & A 8 1))
ZARVEMNTRIRER] : 32 4] (andexanet B 24 5, 7 Z & HREE 8 i)
mITT ££ : 31 5l (andexanet #£ 23 3, 75 & /REE 8 )

SREM GBIREE R ORI EEDOHEE)
BRIRE
LA O FBIRFENE A4t 7= 3B & RTR BRIk L 72,

(1) BEFEIE, HRpTA (MEXOIRAE A ET) . 12 FEOBER LK OEKRAICE S, IR
WEERHAMERE & fIr Lo, 2B, WUllcay be— &N, BELZEMESR (22 b
1 —/)L ST EIMESE, A > RV L IEKAFVERE IR . 2T BRERE . HUR IR REAK THE 72 &)
EHETHFIE, RS EROBERAHINIC RS E | IRBRIKIEE D AT 4 IIVE =X — DK
ARRTRERATRE L LTz,

Q) [FEBEREOFEED 50~T5 D&,

(3) FEA LT 2 BB & 5 TR BN A 1R BRI 2 RT3 AR L. TRBRIL Y R O R )
Hola, IBBRHEFICENLOFHAEFIET S Z SICRE L, EENR~LFEH
TUAIR NI R T AARRGANIEE R ATRE & LT

(4) FTE ORHEE L OAEFHHIIR 2 85732 Z SICRAE L7eE, IR 7 ) —= 0 TRERELE D
Day -1 DIEIRIGE TSR TE 52 &,

(5) A7 U —=r 7 RA&ERE & Day -1 [ZIHEHTMLE A 160 mmHg A 2> D PRaE I I+ 2% 92 mmHg
Hlm D,

(6) Day -1 OH[ 28 HELAN DA TLL T O BRI A E S FEAEG TN O,

1) 7w bwur e (BUF, PT) . EMEEED v R 7T 2F R (BUF, aPTT) ,
TEMEEEEREE (BLF. ACT)
2) ~EZubr, ~v Uy b MR

(7) Day -1 Ofij 28 HLUNORAE TLLF OERMRAIE 2 LR ERO 2 5L FOH,
TARGEUETI ) hFovA2AT7=2T5—F (LLF, AST), 79=VT73I /) FF3 A7 x5
—+¥ (LL'F, ALT), #2e U e

(8) Day-1 DR 28 HLND A2 U —= 2 JA TG V7 F =708 1.5 mg/dL KD F,

(9) Body mass index (LLF, BMI) 2% 19~32 kg/m? 2> >{KEAS 60 kg LA LD,

(10) ABEHIEHIZ T v a— L 2B L 22 & & BRI RICELAIEM 2 H L nw 2 LI
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BLI-E,
(11) FIEBACEZHATRET 2B H D . IBREFEEZE S UIMN I HmEEESNAKGR LT
RIEZICEL LTH,

Bro\EEE
LT OBRAMEHED TS b iR U 722 W BB 2 ARTRBRIC B Gk L 7=,

(1) AT andexanet DFELGEZZ T2 ENH 5D, XIIKRBRICSIM L2 ERHDE (FTk
RaeBGINHEEbSmeERRT),

(2) BE MM OBEAERE, TREMEH M OB L < IER, T oERRE T2 53 5E,

B) AZV—=27Hi6 5 ALUNIIAZ U —=2 7 HAMHFICERE U 72 BRI 23 I 5 & 7~ L
¥,

(4) IARSEDOBEEEE L IXBURER S 25, 2O MARES L  TifitetEEgo U 2 7 8N

TR D L <UEREZATEE,. TMRIED Y A7 ZHMSE 5 mfEE0H 5 %
REPTEDOHIFNICRER L=,
B« BEEUHE L E OBV, FRIRIMAR ZERE, TREEIRMARAE, M2, DRz, (72
72 UEME RSSO R SRR TRE L L) . LEME, 5 oML AR e, DEHEE, #
MRS SUE T I IE O BEAEE . Day -1 ORi 2 » H LA O KT XiXSME, Day -1 DR 4 BHLLAN
D 2 FEMLL EOTRITHE ISR, S8 REbkRE

(5) HUBEFI LT XA 0B ENEE/ RIS TH L,

(6) HHEREZMDT, 7TALY v (KHAET7ACY v 2&te), VU FVEEE, kYU TR
H, Zofiofti/ Wl (B Freeyr ZJabe K7 L) ERTaA FEFUREEA
FRHESB VIR U < I3THUEEEFI 0Fe 5-% Day -1 DR 7 HUPNIZ 1 BITHZ T 728, UTTE5
WGP EE R D Z ENTRINDS A,

(7) BHEREEZRDT, RV VBHEEOER G PHREGE OB VT MifmE (ks ETe) &
LLIET A AT OF 5% Day -1 OFT 4 BLANIZSZ T 7238, UTIEREIFF I s 28
MBELERDZ ENTRERINDA,

(8) VAT DWW ANTEE Y T 5 R TTHE T MAE D FIRESS L < 1 3G T2 /1 54,

1) MmEEESE VIRFI7 47 %y )7 —UIREELE
2) TuTArC, TaTArSXIETF bu ey TG FEERDP T IRAE

9) FRAMGEE L < IXIBMEPAZEMER B OB Z A3 58, SUIWAFKIZ & A4 L ITEHA L
TWBHH,

(10) F 7 v — A4 P450 (CYP) 3A4 KON P BEE B Ol J5 D58 17 72 BRE A S LFH 8/ O $ 5- % Day -1
DT 7 BUWIZZ T 7238, TR Ic R G5B 0nEE 725 Z LN TFRIND .

(11) Day -1 O#i 30 HLANICHOIRBRICSIN L3, UTSZE O o 5 5 LLNIC Day -1
NEENDE,

(12) 227V —=2 7MW XX Day -1 OELHED A 7V —= 7 THEZER L, 2> OFEH L T\ 5L
FFFE RN DR N,

(13) FW (PUEE[E A X 1% andexanet) DR & 1515 2 FIREMED & 5 NEHK XTI/ EHIRREIC & 5 3,

(14) WT N OEWERSy (R A, TAX= vall, Hg, v~ =bh = RORY V_—
k80) IZXLTCT LAX—2HTHE,
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(16) BeBE DIRAE X IEE OIRFBDIEIR D FHE XL OMBU R & RIET RS b 5 o, B
BE ORIESIERICB T 5 2 L O Y X2 B 5 FHEMES 5 5 & 185 24 i 404
W Lic . 7va—ViE, PR SUIELH, BRE, TADA. BRRARHOTZ v 77
U RS T O ZHBIZIRL RN,

(17) TR D F RS A3 43 ISR T & 7o\ & IR BR I N i % O ik B A3l L 7=,

(18) 1RBR D FEHi FINE % B~ 2 HED RN,

REBREE - PR UG HIE
BRI, AERVCHE., &EHH

Andexanet {155 FHELA] 50 mg//SA 7 V3 v FH o SRR 154 & L C Portola Pharmaceuticals,
Inc £V A Sav7c, RS Rz RN AR AT S B K 2 -V T 10 mg/mL (IS FREfR L7z, /X
— B 1 i, andexanet 400 mg %#J 30 mg/min DL THI 13 00T THR—F AFEE L=, /~— |
2 TlX. andexanet 400 mg % #J 30 mg/min O TR 13 0 THR—F AFE L%, 480 mg %
4 mg/min OHEL T 120 733 F THRIEFRE LTc, R— T ATGILT EF P30 Ok 5% 3 KA
(ZBAgh LTz,

SRE, AERVCHE, B5HIRH

FEHE L AL N OVELEE 3 [R]— T andexanet & FR < T X TC Oy & & e 7 T & AR O Wik s g A &
KIS LTHWE, Bk 78R %2, S— M1 TIHN B30T TR—=—F 2Ah5 L, A
— 2 T 130T THR—T AE G Liztk, 120 00 TRiEERE LTz, A —T AE G137
XY O 5% 3 RERICBRLA L7z,

OFHAE, ABEROHE, B5HH
HIROT BP0 (S5mg ) 2 L7z, Day 1 2>5 Day4 O E T 12 BEfi] 2 L2, ZiERE
W27 EX N Smg & BIROAKEAKK 240 mL &I OBE L,

R E B
AR

KIBBR DA NG B 2 2L N2 d . AOMRHEEE OX— 27 A 1%, andexanet X|L7 7
TAROEEGER] (Dayd OT EF Y& 50% 3 ) OBIEME Lz, £72. ETP OREHPH
X, 2R D Day 1 O7 B XY AN ERTOFEE-1 EERZE (LT, SD) &E&E LT

N—h1

FEFMEEE

® HiFXaiFMEDO_R—RT7 A4 UNORIEE (R—T7 AHGHKTH 2 0 X 5 5 DEOWTFANE
W) E TOELR

BRI B

® HiFXaifMENRR—RA T A U BEANME (R—7 AEHH& TH# 2 50 T 5 OO W oMK
WJ7) E T 80%LL FIK T L 72 BRE O EIS

0 AT EXYNUBEONR—ZAT A UINLRIE (R—J AF5ETH 20 XL5 50
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EOWTHIMENT) FTOLEE

® ETPODXR—AT7AUhbimE (R—7 A& TH 245, 50 X310 500 T TS
EUVME) F CToZ{bE

® ETP Ofmfe (R—F AEEMKTH 20, 57T 10 3O WNT Tl MV VE) 23 E7ER
DA TR Z b8l - 7= g o EIE

N—h2

FEFMEEE

[ #D@%@@N~x94yﬁ%%ﬁﬁ[ U SRR AT 110 43 (K& THT 10 5) . i 2
FETH% S moVnT i TRbIKVE] £ ToZ(b$E

tl\

BIWFTAHE F
® HiFXalEHEOS—RT A L R— T AR ORI (R—F AT 8% 2 5L 5 5
DEDONFTNIMENT) £ TOLER

® HLFXalGMENRN—RA T A U0 b iR [RFEEER LG 110 43 (K& THRT10 43) . K& THT2 4
T TR 55 @wﬁmwfﬁ%ﬁwﬁ]if&mMLﬁTbt%%%wﬁ
0 JEELATIT XY N UBEEDOR—RT A bR EEERERE% 110 4 (& TR 10

) ETHIZ XTI TH S sonThnTRrBIEVE] £ TOE(LE
® ETP DXR—RAT A Uhbimfl R ERGE 110 20 (B THT10 2) ., & TR 2 0 X
THSHTOWTINTRbEWE] £ TOE{bE
ETP Oiciifll DR EERLA 110 43 (TR 10 53) . #&THI2 2 XTI THZ S 5003
DT bV ME] S EMERIFE TR % LRl 7B E O EIS

F7-. FEIMEIE A X OBIREEHEE B 2Nz, PT. aPTT N ACT 2L & 5 L 7=,

etk

LAAMHIE T, AEFFR, BARAN (MEFEORAE, Mk PR, e E R &
OIRIREL) . /3 ZVH A | BRFRBAFIEE, 12 555 0EN, HIRFTR, Wells 2 =2 7712 K % #ffRIL
FRIERRNE DR, HUR [HT andexanet FLIA, HriikEeE S X K7 (BLF. FX) $uE & OPL FXa
K] OHBLL LT,

7% infusion reaction (X, 59 TG EZIZHBL L, linfusion reaction - XX (XX |LHLHR
FITFRD DAV IR X3 e) & Lfﬂéﬁkéﬂf_ﬁ$$?f<k L. EEREHTFESE (LT . MedDRA)
FEAGE TEAIZHED ROS) &Rz T, . BRI DT AER ST EEIZ DN T
%\i%ﬁéMwmmgﬂiémﬁﬁztoit UTICRTHEERFRE, FRICHEET2AEF
Gl
®  HJEE A M 7o W ER IR I AR ZE AR SE
® IZERE YT E O infusion reaction
® AST XX ALT A EYERIPH LR 3 5O E UL e S BRI LR 2 54
® FREFOER UL (B - 35H) BdH V. 5> AST £ L <X ALT 23 EEVERPH FRRO 3 %

TR E U L e o 3 EEHEREPE ERRO 2 5
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AT FIE
BBREEORE

TR IE B OF SR O el 2, B Wilcoxon DIEMFIRRE &2 A2, # 2 Bk
(12-502 #BR) <. $1 FXa {EEDOR—2 T 4 U B RIKE £ TOZ(LROFELE (SD) 1%, #
5.4 2 45 T andexanet #£73-95.0% (1.4%) L OV Z B AREEDN 11.4%(15.9%) . ¥ 5% 120 43 T andexanet
BEDN-91.3% (2.3%) MOVT 7B REEN-33.4% (11.6%) Tholz, ZH5HOREE HWTARIBR
D= K 1 KO — 20BN EFEH Lz, RIGBRO/S— K 1 LUVN— | 2 TOHL FXa [HMED
R—=A T A U PHRAKEE TOLLROBEMZED 12-502 RBR R CERET D & WThd/i—
& ARTEHR T 32 #% andexanet BENX OV 7 B ARBECHIfMF I 3:1 TT X 2T 52 & T, 9%
O CERMZABRETE 5, £77. 90%LL Lo /1 CREMZEZ BT 5 72 DI LB 2 g
HHEAE, WN— F &Y andexanet B 7 BN OV T TR REE 3 I EEEH SN, 2D O#EBRE L
O 1, A E/KYE 0.05 Ol Mann-Whitney #E % FW T, BEOSMMNIER DA TH D &
IRSFRIZRED FIZEH Lz, RIGBOMRE - A& CERLILEMT — X 2155720, Fiz,
ARIEBR CILHEE M E R EDIEN A T — 2 DXL DX NKEL LI ENTHRINS =0, FHT
M B OREMZEE + 072 TRET 2 - DI LB R BRE R LV L %< OWEHRE 25815
NP Y

FRATR S

® VRN RAEN  ARVEMRIT A GEMIL, T 2 F AMERICTRERIE (andexanet XX 7T &
) DEEINTWERE L Lz, T X COREMMITIZERRICR 5 SN EAN SN TEHE
Jiti L7=.

® WM R (mITT M) : A0k D EERHBE B O £ AT G (mITT 4£H])
X, 7 MEBRITIRBRENE G S, XR—ATA LV ER—T ARG/ TH 2 0 LLIES
DB EH 1R (=R 1) EIR—R T A > L SREERLAE 110 2, % Th12
DELIIETH S 05> b &b 1REE (ON— 1 2) TH FXa{EEOREMEE AT 5
W L Uiz, T XCTOERDERNTIIE O T S 7= AN FESWCTHERE L7,

A

=11 JO— | 2 OWJ5 T, AhMEDEMT & LT EHERHEHE A Z [E/E72 Wilcoxon DJIEAL
FORRTE & O T G-BER] C Rl L 72, Gatekeeping 5IZ X AP FIEZ HV, EEFHMEEH O LT
I BEARGR S FERN X4 C andexanet DB R SN HGAIC DA, BIREEMIE H 2 £ 58 Tt
L7, BIVREEMEE B2 DWW C iR E 2 9~ 2 71, TRHMlEE ) B CORIKGHMEE H O
HWIEE U7e, BIREHGTE B o GaER b iE, 2 EZEE0UZ DTl Fisher O EEEERMRE T, X
— AT A B DOZE GERZEED) (W TIRIEME 7 Wilcoxon DJENLFIMEE TIT o 72, TXTD
IR E L, A EKHE 0.05 Ol E & LT L7,

ZeM

W SN EF G % MedDRA Version 16.1 DZE IR IFE K OFEAGTE 2 IV Co%E L 5K
B OFBLE G 2 B GRERNCER Lz, 72, FrCH O W IRY | AEFRITTIEHIE (andexanet
XX 7T ER) OBRGHRBHICHEBR LICFRERT,

BRI, A Z NP A RN 12 FHELBEXORIEEE NR—R T A b DOELREIZONT,
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BHRER O ERE SR DOEFHEREZIER LTz, 72, BEENALNIHERE OB N OEIGZ R L
Too BERBAMEIZOWTIX, X=X T A4 UPORBRKE TRFE COZLERT VT M T —7 N HAE
% L7,

FRR AR S8 AR E O FEAM M2 ORI ORGSR, I OO EX T o BT B O F KT 7 a2 —RIZ
~LT,

RS
BBRE DR, N—R T A RN AR ZH RN

N—= N 1T, 34 BIRTEXF AN ORG 25T, 34 513~ T andexanet B (25 i) XL~
FZEAREE OF) 27 o FabSe, 2D 955, andexanet BEIZ T X ML ST G 22T
7eino Tz 1l FR< 33 6 (andexanet #f 24 5, 7° 7 BAREE 9 B1]) NIEEREZE T L, MM
LA L O mITT ££HICEA Sz,

N— 2 T, 4 BIRTEX A OREEZT, 2095 32§l andexanet #E (24 ) X
X778 AREE @B ICT7 X afb3ndc, 32 01T XTRRBRA T T U TR R 4EM I
BRI, 2D 5 531 i (andexanet £ 23 (5], 7" 7 & AFE 8 451]) 73 mITT £ ER A S 4172, Andexanet
BEO 1N, AREEHEOERP TR A2 U, [FH O IERLIE O B IE SRS e o 7
72, mITT £ BRI S T,

N—=2F A KON HFEHERFENEZ Table 2.7.6.8-1 12777,

R—=2 T A OO FAREIL, andexanet BEE 7 7 v AR TR B RFERETH Y, /X—
1 &ERX—=h2 TR TH-T=,

W/ N— [T, ERE OWEEN B, AN, e A= V7 BETT R THY | BMI OFHHE
13K 27~28 kg/m? TH -7z, FHHEEIT S—F 1 TK 60 % (#HH : 50~73 &) . /S—F 2 T
59 % (#iPH : 50~73 %) Th o7z,

Table 2.7.6.8-1: ~N—X 34 URUAOMEZHRFE (RE2UBTHRER)

Part 1 Part 2

Demographic or| Andexanet Placebo Total Andexanet Placebo Total
Baseline Parameter (N=249) (N=9) (N=33) (N=24) (N=8) (N=32)
Age, years

Mean + SD 61.0+£6.37 | 59.0+3.54 | 60.4+5.75 | 59.4+7.83 | 59.5+691 | 59.4+7.50

Median (range) 60.0 (50, 73) | 58.0 (55, 66) | 59.0 (50, 73) | 56.0 (50, 73) | 58.5 (52, 70) | 56.5 (50, 73)
Gender, n (%)

Male 13 (54.2) 6 (66.7) 19 (57.6) 17 (70.8) 5(62.5) 22 (68.8)

Female 11 (45.8) 3 (33.3) 14 (42.4) 7(29.2) 3(37.5) 10 (31.3)
Ethnicity, n (%)

Hispanic or Latino 10 (41.7) 4 (44.4) 14 (42.4) 11 (45.8) 2 (25.0) 13 (40.6)

Non-Hispanic or

Latino 14 (58.3) 5(55.6) 19 (57.6) 13 (54.2) 6 (75.0) 19 (59.4)
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Table 2.7.6.8-1: ~N—X 34 URUAOMEZHRFE (RE2UBTHRER)
Part 1 Part 2
Demographic or| Andexanet Placebo Total Andexanet Placebo Total
Baseline Parameter (N=24) IN=9) (N=33) (N=24) N=98) (N=32)
Race, n (%)
White 24 (100.0) 9 (100.0) 33 (100.0) 21 (87.5) 8 (100.0) 29 (90.6)
Black or
African-American 0 0 0 283 0 263
Asian 0 0 0 1(4.2) 0 1(3.1)
Other 0 0 0 0 0 0
Body Mass Index, kg/m?
Mean < SD 26.647 27.407 26.854 27.445 27.794 27.533
+2.5130 +2.5031 +2.4946 +2.0803 +2.3742 +2.1230
26.540 27.200 26.620 27.405 26.895 27.405
Median (range) (22.76, (24.07, (22.76, (22.44, (25.18, (22.44,
31.76) 31.19) 31.76) 31.13) 31.26) 31.26)

SD = standard deviation.

Source: 14-503 study CSR Table 6

BREE DRI

PN— 11 Tl BN TEOTEXRH AR OBELZ5ET L, 2095 33 4] (andexanet £

24 Bl

7T/ AREE9 B M3,
T ARG #5E T L=, Andexanet BEIZ T X AMEENT- 1 BliX

andexanet D G- 2521 2o 7=,
NR— R 2 TliZ. RFBETHOTEXRY R OBELZ5ET Lz, 2095 304 (andexanet &

23 3],

TR REET B DN

TR S &+l 55 CHLE S 4172 andexanet 400 mg XX 7' 7 EAR DR —

. FHIREE DMEER TE 2o 72728

TR E i F = CHE S 7z andexanet XX 7 7 R OE 5258 T

L7z, Andexanet FFD 1 FlIIAEFFL (EAITH D UK OT-ORBRIEORGATIEShZ, 7
7RO | FlIIAEFLREIOIZDREG BT Sz,

Bk
F AR H

PLFXa {EEDRX— R T A VNG RARME E TOZALE % Table 2.7.6.8-2 |27~ 9,

400mg xR —F7 AfhE L& (=K 1) KU 400 mg AR — 7 A 5712 480 mg & 120 47
DT CHETEFELIZE & O3—=12) O, FLFXa {EHEDOR—R T 1 U B EREE F TOER [
e (SD)] 1. 73— I 1 Tl andexanet ££-93.86% (1.650%) KON T & REE-20.71% (8.559%) .

s3— K 2 Tl andexanet #£-92.34% (2.809%) KOV 7 HREE-32.70% (5.578%) THV . \WTiL
D= F T andexanet B & 77 B AREEE ORICAEZENREO 72 (p<0.0001),
MR R R 2 X RIT, X—A T A U OP FXa IEER KB TH > 255 1E_—A T A

VINDDEALFEE 0.0%E A7 UTRE ST 2L L& 2 A, ORI GO,
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Table 2.7.6.8-2: #i FXa iFHEDR—X S/ UMW O REBEETOELRE (mITT E£H)
Part 1 (n=33) Part 2 (n=31)

Percent change from Andexanet Placebo Andexanet Placebo
baseline at the nadir® n=24 n=9 n=23 n=8

-93.86 -20.71 -92.34 -32.70
Mean (SD)

(1.650) (8.559) (2.809) (5.578)

) -94.43 -18.95 -92.73 -33.01
Median (range)
(-96.3,-89.7) (-31.6,-9.3) (-96.3,-83.4) (-40.1, -24.1)

Hodges-Lehman estimate of] -74.55 -59.50
shift (95% CI) (-78.39, -66.28) (-64.10, -55.17)
p-value <0.0001° <0.0001°

CI = confidence interval; mITT = modified intent-to-treat; SD = standard deviation.

2 Nadir for Part 1 is the smaller value for anti-FXa activity at the +2-minute or +5-minute time point after the completion of
the andexanet bolus for each subject; nadir for Part 2 is the smallest value for anti-FXa activity at the 110-minute
(10 minutes prior to the end of the infusion) time point, 2-minute time point before completion of the infusion, or the
S-minute time point after the completion of the infusion for each subject.

b P-value obtained from a 2-sided exact Wilcoxon rank-sum test.

Notes: Baseline is the last assessment obtained prior to the bolus of andexanet or placebo. Only subjects with both a baseline

and a postbaseline assessment are presented in the table.

Source: 14-503 study CSR Table 7

B FETE B
BIVRGHALIE H O#E R % Table 2.7.6.8-3 IZEHT 5, /S— K 1 LOVUSI—F 2 OWThvy, FEFF
MIEE & FEFEIC. T X TORIREEAMIE B T andexanet O 7 7 BRI AEME IR I N7,
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Table 2.7.6.8-3: EIXREFHMBEIEE DFER (mITT £H)
Part 1 (n=33) Part 2 (n=31)
Andexanet| Placebo Andexanet| Placebo
n=24 n=9 p-value n=23 n=8 p-value
Percent change from baseline in
-93.49 -16.73
anti-FXa activity at the nadir® after the] NA® NA® NA® <0.0001
(1.525) (4.104)
bolus, mean (SD), %
Occurrence of >80% reduction in ” -
anti-FXa activity from its baseline to 0 <0.0001 0 <0.0001
) (100.0) (100.0)
nadir®, n (%)
Change from baseline in free apixaban
) ) -9.338 -1.854 -6.480 -2.964
concentration at nadir’, mean (SD), <0.0001 0.0002
(3.2043) | (1.6152) (2.7814) | (1.1567)
ng/mL
Change in thrombin generation (ETP)
) ) 1323.180 | 88.182 1193.060 | 189.409
from baseline to its peak, mean (SD), <0.0001 <0.0001
) (335.4321)|(125.7621) (263.3471)|(184.7842)
nMemin
Thrombin generation above the lower
24 1 23 2
limit? of the normal range at its peak®, n <0.0001 <0.0001
% (100.0) (11.1) (100.0) (25.0)
0

ETP = endogenous thrombin potential; FXa = Factor Xa; mITT = modified intent-to-treat; NA = not applicable; SD =

standard deviation.

2 For Part 2, nadir is the smaller value for anti-FXa activity at the +2-minute or +5-minute time point after the completion

of the andexanet bolus.
b

C

This was the primary endpoint in Part 1 and is presented in the primary endpoint section.

For Part 1, nadir is the smaller value for anti-FXa activity at the +2-minute or +5-minute time point after the completion
of the andexanet bolus; for Part 2, nadir is the smaller value for anti-FXa activity between the 110-minute time point
(10 minutes prior to the end of the infusion) and the S-minute time point after the end of the infusion (inclusive).

The lower limit of normal range was derived as the mean minus 1 standard deviation from all thrombin generation
assessments prior to the first dose of apixaban. For Part 1, the lower limit of the derived normal range for endogenous
thrombin potential was 956.13 nMemin. For Part 2, the lower limit of the derived normal range for endogenous thrombin
potential was 1013.50 nMemin.

For Part 1, peak is the largest value for thrombin generation at the +2 minute, +5 minute, or +10 minute time point after
the completion of the andexanet bolus for each subject; for Part 2, is the largest value for endogenous thrombin potential
at the 110 minute (10 minutes prior to the end of the infusion) time point, 2-minute time point before completion of the
andexanet infusion, or the 5 minute time point after the completion of the andexanet infusion for each subject.

Source: 14-503 study CSR Table 10

1 FXa TE1E

R—k 2 OP FXa IEEDOR—ZA T 4 bR —T AR 5EHORKEE TOLBbR [FFHE
(SD) ] I, andexanet ££-93.49% (1.525%) KON F & R EE-16.73% (4.104%) T Y . andexanet
LT 7R LEOMICAERENRO B (p<0.0001),

® PLFXaifMENN—RA T A D 80%LL HIK T L7 E OFIEIX, /S— F 1 LOV— 12D
] J7 C andexanet £ 100%, 77 AR 0% TH -7 (p<0.0001),
® i FXa M DORRRFIIZ (% Figure 2.7.6.8-1 (#x— K 1) MO\ Figure 2.7.6.8-2 (#/X— K 2) 2%

NFNTRT, BT FXa IEMICKT 5 andexanet DEMAITELTH ¥ | SEEF AT & HEF S,
IO R TH o 77,
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N— k1 ’C“ii\ NR=2 T A EOEYDORER R (R —F ARG/ T1% 2 47) T, andexanet
OEHIZ X 90 FXa GO VFEMEOY K TR A bz, £ 0%, §t FXa IHMHEITR
iSiE0] J:?I‘L/ R—T AF G THI 180 0 CTT TR L FRRE L oo T,

N= R 2 TIEH A=A T A DR ORERE S (R—F 25 T 2 47) T, andexanet
DFEGIZ L D50 FXa [EMEOFEMEOI 5K T A Hv, 2 O T IR §#E O S
ZilE L CHERF S LTz, 0%, HL FXa ISTEITRRFFAOIC EH U, AUREEA T4 300 4
TT 7 uRBEERRE L 25T,

Figure 2.7.6.8-1: Andexanet XIET TR EHR—FREE L& EFDH FXa FEHOFFFMEL

250+

2004

Anti-fXa (ng/mL)

150+

100+

50-

—/N—k1 (MITT &)

End of Bolus

-® Placebo (n=9)
& 400 mg bolus (n=24)

00020406 12345678 9101112

Time after bolus (hr)

Note: Anti-FXa activity was measured prior to and after andexanet or placebo administration on study Day 4. Dashed lines
indicate the end of bolus. A break in the X axis was added to better visualize the immediate, short-term dynamics of
anti-FXa activity following andexanet treatment. The points on the graph represent the mean anti-FXa activity level and
error bars illustrate standard error.

Source: 14-503 study CSR Figure 5

Figure 2.7.6.8-2: Andexanet X (75 HREZR—Z R IEGRICAMEEFEL-& T D FXa FEH

DIRBFTIE—/8— k2 (MITT £[)

End of Bolus End of Infusion

. .

2509 ! -® Placebo (n=8)

2004

Anti-fXa (ng/mL)

150+

100+

50+

- 400 mg bolus + 480 mg x 2hr infusion (n=23)

00020406 12345678 9101112

Time after bolus (hr)
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Note: Anti-FXa activity was measured prior to and after andexanet or placebo administration on study Day 4. Dashed lines
indicate the end of bolus or infusion. A break in the X axis was added to better visualize the immediate, short-term dynamics
of anti-FXa activity following andexanet treatment. The points on the graph represent the mean anti-FXa activity level and
error bars illustrate standard error.

Source: 14-503 study CSR Figure 6

FEREATLT RPN e

o JHEAGMTEXFINVBEOR—ZAT A b KEE o bE PEYE (SD)] X, 3
— b 1 CiX andexanet #£-9.338 (3.2043) ng/mL & OV 7 &R EE-1.854 (1.6152) ng/mL, 73—
I 2 Tli¥ andexanet #£-6.480 (2.7814) ng/mL K7 7 & REE-2.964 (1.1567) ng/mL TH Y |

WTHOD/X— R T andexanet fE L 77 B ARHELE ORICHBRENBO BN (X—K 1 T

p<0.0001, /X— K 2 Tp=0.0002),

® X— |1 Ti&, andexanet D HIZ LV IEFRESH T € Y N REOFE (SD) 23, X
— A7 A4 D 11.147 (3.2686) ng/mL 75 HAKED 1.809 (0.5467) ng/mL £ T T L7z,

® X— |2 Ci. andexanet ODFEHIZ KV IEFREES T XV N REONEEE (SD) 2%, X
— AT A D 7870 (2.8329) ng/mL 7> HAKIED 1.390 (0.4428) ng/mL £ TIK T L7z,

® JEEATT VRPN RE ORKAZ L & Figure 2.7.6.8-3 (#X— b 1) 2 O¥ Figure 2.7.6.8-4 (/X

— F2) ICENFIRT, FEFEATLT XY N REIZ%9 5 andexanet DEFITESC)TH
0. RIEEHER BHERFS L, ORI Th o 72,

® N— K1 T RNR—RATA UBDOEHMORERR (R —TF AEEH T 2 43) T, andexanet
DOFEGIZ X DIBEEIT BN REOHL DRI TR AL, £Dtk, FERESET
BN AREEIIRERIC B R L AR — T ARG THK 120 0 TF 7 B ARRE L AR &
o7,

@ N— L2 TIE AR—RTA EDORIDOAER R (R—T7 AT 2 43) T, andexanet
DOFHIZ X DIEEERT AN REDOH LN RIK TR A LIV, IEEERT © N
VIREOR TIXARMEEO M 28 U CHEFF S, TOBBRKIIZ EH- L, A—F A5
BTH%IEI240 3 CTT T2 RBELRIRRE L 72572,

® EMERIDOPUEEFIOFIE CTH D IEFESTLT % Y SR IE, 2.5 ng/mL Al & THFE I
KT L7 2T T EXRH AR 054 RO N7 7REXIY GIERWVBETH -T2,
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Figure 2.7.6.8-3: Andexanet X IF T 5 tRER—FAEELI-L TDIBERTEXHN\VRE
DERBHEL—/—F 1 (MITT £H)

End of bolus

.

12.57 - Placebo (n=9)

= 400 mg bolus (n=24)

—

o

=
L

tn ~
e ol

P
T

Unbound Apixaban ngfml)

o ]
L]

™ FT T T L — T T

00020406 12345678 9101112
Time after bolus (hr)

Note: Plasma concentrations of unbound apixaban were measured prior to and after andexanet or placebo administration on
study Day 4. A break in the X axis was added to better visualize the immediate, short-term dynamics of unbound inhibitor
plasma concentration following andexanet treatment. The points on the graph represent the mean unbound inhibitor plasma
concentrations and error bars illustrate standard error.

Source: 14-503 study CSR Figure 7

Figure 2.7.6.8-4: Andexanet RIET 5+ RER—F R ERICHAFHIL L ETDIRBEUTE
FHNVEEORFMELL—/\—F 2 (MITT £H)

End of Bolus End of Infusion

1259 Y % Placebo (n=8)

00 & 400 mg bolus + 480 mg x 2hrinfusion (n=23)
'| r

7.51

Linbound Apixaban (ngfmlL)

' !
E}U : L Ll m Ll | ':' T T T L T L L L L L
00020406 1 2 3456 7 8 9101112
Time afier bolus (hr)

Note: Plasma concentrations of unbound apixaban were measured prior to and after andexanet or placebo administration on
study Day 4. A break in the X axis was added to better visualize the immediate, short-term dynamics of unbound inhibitor
plasma concentration following andexanet treatment. The points on the graph represent the mean unbound inhibitor plasma
concentrations and error bars illustrate standard error.

Source: 14-503 study CSR Figure 8
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ETP
® ETP ODR—RTA UbixmfEE ToOZ{bE [F¥E (SD)] 1X., /3= 1 TiX andexanet
# 1323.180 (335.4321) nMemin & OV 7 7 & ARAE 88.182 (125.7621) nMemin, /¥— k 2 TiX
andexanet £ 1193.060 (263.3471) KON 7 & REE 189.409 (184.7842) nMemin TH Y, W\
LD/ — T, andexanet ff & 77 AR L ORICAEENRO 7 (p<0.0001),
® X— | | TiL., andexanet D52 LD ETP OEHE (SD) B_N—RXF A D 554.816
(157.7572) nMemin 2> 5 i@ E D 1877.996 (327.3612) nMemin £ T L& L7z,
® X— | 2 Ti&, andexanet DFEIZ LY ETP OFHfE (SD) N_X—RZAF A4 D 591.625
(178.1889) nMemin 7> 5 fiz iEiE D 1784.686 (337.6707) nMemin £ T L& L7z,
® ETP DO mfEN EEYERFH TR Z LRl 72 gRE OFIGIE, /S— b 1 KO— 1 2 OG5 T
andexanet BED N7 7B ARBEL U S EFHFIICHEEICE -T2 (p<0.0001), FEAEHIFH TR
Z Bl o 72 4rE OE|E&1X, 23— b 1 TliX andexanet £ 100% K% N7 7 B REE 11.1%, /X— b
2 7TI¥ andexanet £f 100% K N7 T B HREE 25.0% CTH o 7=,
® ETP OfRIFIZ AL % Figure 2.7.6.8-5 (#X— K 1) KU Figure 2.7.6.8-6 (/X— |k 2) IZZNEN
9, ETP 2% 9 % andexanet DFEA T/ TH Y . SR EREFR LHERF S, 2o R
ThoT,
® N— 1T R—RATABOEMOPERR (R—TF AHHH& T4 2 43) T, andexanet
DFEGIZE D ETP O EFABH Lz, £ D%, ETP ITRFFAICHESNIIE T L, A—F
AFHRETHRK 21 BRI T 7 B RBEL [RRRE & e o T,
® R—h2TE AR—RTA U EOEMDOUER R (R—F AL T 2 43) T, andexanet
DEHIZE D ETP O EARA LI, 2O EAIFEAREFEOHIMZ8 L T s, £
D%, ETP ITRRRFAIZHELMTAR T Ly AU FHER T4 14 RREILAE T 7 B ARRE & R
ELirol,

Figure 2.7.6.8-5: Andexanet X[E T 5 RER—F X5 L& ED ETP OFFRMELL—/—
1 (mITT &)

End of Bolus
2500+ ' -+ Placebo (n=9)
i 4 400 mg bolus (n=24)

2000+ '
£ 15001 =T
é IPre-antlcoagulant
o -lmo_ Mean = 15D
o

500

Baseline 00 02 04 06 2 4 6 810121416182022
Time atter bolus (hr)
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Note: Thrombin generation was assessed before and after administration of andexanet or placebo by measurement of
endogenous thrombin potential (ETP). A break in the X axis was added to better visualize the immediate, short-term
dynamics of ETP following andexanet treatment. The dark shaded area represents 1 standard deviation above and below the
baseline mean. The light shaded area represents 2 standard deviations above and below the baseline mean. Baseline refers to
ETP on Day 1 prior to any anticoagulant administration. A value greater than the baseline mean minus 1 standard deviation
was prespecified to indicate restoration of thrombin generation and the other limits were included post hoc. The points on the
graph represent the mean ETP value and error bars illustrate standard error.

Source: 14-503 study CSR Figure 9

Figure 2.7.6.8-6: Andexanet X175 REZR—FABERICAFHFELI-L =D ETP O
MZEE—/8— k2 (MITT £H)

End of Bolus End ofInfusion

:

2500 - : + & Placebo (n=8)
E E & 400 mg bolus + 480 mg x 2hr infusion (n=23)

2001 s
< !
; 1500 i Pre-anticoagulant
= E Mean £ 1SD
& 1000 W
w

500+

|
'
!
I
1
|
'
|
T

0 T T ™ T T L T T LI | 1

Baseline 0.0 02 04 06 2 4 6 810121416182022
Time after bolus (hr)

Note: Thrombin generation was assessed before and after administration of andexanet or placebo by measurement of
endogenous thrombin potential (ETP). A break in the X axis was added to better visualize the immediate, short-term
dynamics of ETP following andexanet treatment. The dark shaded area represents 1 standard deviation above and below the
baseline mean. The light shaded area represents 2 standard deviations above and below the baseline mean. Baseline refers to
ETP on Day 1 prior to any anticoagulant administration. A value greater than the baseline mean minus 1 standard deviation
was prespecified to indicate restoration of thrombin generation and the other limits were included post hoc. The points on the
graph represent the mean ETP value and error bars illustrate standard error.

Source: 14-503 study CSR Figure 11

O OFEME B
FEAER) 7o R B E AR TE H Tdh D ACT T . andexanet D52 L A7 XV 3 OHLEEEE
D IEZH L3RR S T2,

oo X

® N— K1 KXOU—]F2DOMN5T, andexanet DARFMHIIBIFTH Y, T, BELAEESR,
HEOFESRS, MEER, FICEETHIAEFRIIALN RN T,

o =IZ OB LA 35 andexanet A 1 BINEE O AT E S Kt GERIE) 12 L0 iR
WoEHZRIE Lz, £/, 77 BREEO 1 FINEACHES KIS GBO, ZEED KR
BUR) ICEVIBBIEOEREEZTWI L, Zhb 2 flE RS TR TOWBRE DNIEBRIEO#K 5 %
58T L7z,

o AHEHRLORFEHEISIL, /S— b 1 TIE andexanet £ 37.5% (9/24 #]) K OT T & R EE 66.7% (6/9
). 73— b 2 Ti¥ andexanet £ 41.7% (10/24 f5]) KO 7 & REE 50.0% (4/8 i) T -7z,
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® Andexanet FF CE < AONTAEFEFSR (FEAFE) (X, S— 1 TIEEAISHED UG, 5HR
R O R G 26 . 73— b 2 IR 224 ﬁMLHﬂE[L&U“‘EEAKﬁf 2 R Td o7,
® b X< ADLNT andexanet & DEHE D H HHEFS (FEAGE) IFEAICES G TH-
7=
® R G- | FPLANIZ B L e A EHE L ORBUEIG L OFR TR 5-HER TR & 70E
TR b otz
® T AITPED MU DOFEEIESIL, 73— b 1 TiX andexanet #f 12.5% (3/24 ) M7 T v REE
0% (0/9 f5]) . »~— b 2 TIX andexanet #f 16.7% (4/24 f5l) 77 BREE 25.0% (2/8 f5i]) T
Hoto,
® EAIZHES KT, andexanet BT XA B REINNTERD H T, BEEDOFRIIHBL
B9, #EBRE N CHEOIERITIEE A E o T,
® [MATENHECIENL I B % KT T HRIIA LN o T,
® UL IEAICHED KISITWTNHRETH Y IR Y EMICE VIRRIELE#EH D &
HIE S, BBIRIEEE Th -7z,
o EERERER H P IEICE o 7 AISEE O KRS andexanet FED 1 FlZERD Hiv, BRE DZERRE
ThoTz,
o kL LT, WITFNOEREGRIZ S MR FIBA, ME e ma, REE, S 20810
S OV EE B Dl BN R i O 7] AT EF IR ZZ B MEIZ B 2 BRITFR O b v o 7,
o [FIRMEILLENEEOHEFZRIIRD N7,
® N—F1KUIR=F2OWTITH, HLFX FUA KL UL FXa HrikiT A 6472 52> 72, Andexanet
T, @PURM (1:2560) OFL andexanet HLIA /S— K 2 T 24 filH 1 FIZFE D B AL lIE
EHUIAAE (1:160 AKiifi) Ot andexanet HLIAA/S— K 1 T 25 i 3 ], /X— | 2 T 24 {ﬁJEP 7
BNZFRO BT, FFREMEIZRO Doz, F£72, FX XUE FXa lZxH9 2 R 2SN
b bR ol
@ NR—hK1KONR—=F 20D 5T, 747V nfREY LT, D-¥A4~—) kU7 k>
B 777 A 142 (BUF, F142) O—#tto LRBZ iz, D-ZA ~— KO FI1+2 1%
andexanet D 5%, G54 A EH Ligd, L CTHREGERICRKRE RV | KED OHER
FT 24~96 W LAWNICIHAERIPAIN £ TIK T L7z, 1AM 28 L <, FRlRifie S84 0E O i
IRHSFE A2 BUE B VIR LER LIz E 2 A, D-# A ~— KO FI+2 O LR/ T EEREME T
SV MARMEERZREL L EBRE IV o T,

5 A
FXa [HEAIT B %312 PUBE B 5 2 52 72 LU BY R AR s DR 2 x5 & LT 7
VA MME, HEER, 7°'3‘Eﬂ<x3fﬁﬁﬁit5ﬁ0)rﬁ§%\ andexanet (400 mg) IR —7 AF 5%, EHEE
il E°%‘U‘/*\‘/7ET$TE?‘6 Z & TH FXa IR EOITE N S, b o v B pEARE D IR EL
WZEIE L7 Z &I . R MmEAE O EFALN R S Te, S 5T, andexanet O A 1 H
(4 mg/min, 120 4 F'Eﬁ) %L LT, PrEEEH O HERF S e, BRIRIICEHE B2 VEpT
FIxH LT, MeEESE LRI Lo T,
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9 14-504 B (NEABRERR, SFEH. EL1—)L535.1-2)

ARBROIERE ¢ LB B AR OB E 2 5t 5 & LT andexanet FHRNIE G-HF D222 K VY N
—a XY AN OHEREEHOBILZRHMIT 25 7 v X 2k, —EHER, 77 ARk

FRAS 3 AR
YRR MR B OIS < 1 MR OR[E)
R RERPIIGE (RwowsEossn) 20144¢5 A B

R T B GRmouseroseTH) 20548 e
RO : 553 4

E):D]

FEA®W

® HUMIKEEE S Xa N+ (LLF. FXa) #EMEICHE-S &, andexanet 2R —7 A& H L7 L & KO
BT 2B EBICERESBE L X0, U A"—a Y0 OHEEEHROENLE 75 R
LT %,

Bl BHY

O JEREATIY N—a XY N REIZES X andexanet AR — T AFKE L2 E X KR —T A
%IRRT L& 0, VA=Y U obiEEER OB LE2 7T R & kT 5,

® |Lrr b lUEEAR [NKME e B AR (LR, ETP) & L CTHIE] DREIEICESE,
andexanet /R — 7 A G L2 & E R OR— 7 ARGRICARHFE LT L&D, U —r X
N OFEREER OB A 7T v R & T 5,

® U NN—u YN KD PUEEEIRIE & S T TR 2 X 5IT, andexanet 7 — T A LT
EEROR—T AR HRZRITEFFHE LT & oM (HinrEsEs, st Fg kO R
HrEte) i3 5,

BRRT VA

ATRBRIX, PRy Al OB (50~75 %) ZXHIC. andexanet 73V /S—m o8
W2 XD PiEEEH 2 b4 5 2 L RS L. andexanet DM A FHMET 5 Z LA A E L TT
YA Ehiz, Ty A b, ZHER, 77 ERHBRBRCTH o2, RIERIZ2 2D/ 58— kb
0 N—= R TEAR—F AL O, =1 2 THEAR—T7 ZAELHZRITRWFFEZITo T2, &8
— b CHBRAE 2 FIfF L 2:1 T andexanet X7 T RIZT U F LML LT,

Day 1 725 Day 4 £ T, EFIREBIZET D X H#REICY A= X+ 20mg 2 1 H 18], 4
H R 0 $&5- L. & D%, andexanet #£1Z 1% Day 4 |Z andexanet 800 mg % 78— 7 A $¢5- XX andexanet
800 mg % R — T AEEHIZ 960 mg & 120 /) CEMEHELZ, R—F 25X, U —p%
PN DEKEEG% 4 B [V AN—a T NN EFIRE ChRm M EE (LLTF. Cua T
RIS B ICBAE LTz, 77 B AREEICIX, andexanet £ & AR DO HIETT 7R 2 &5 Lz,

PrktEER O bix, L FXa &M (Ao EERHEEE) W ONC R IER-HER Y ~—
2N ARER O ETP (BMEDRIRIZRHEEE) (KRS EFHE L7z, FEFAEE X, i
FXa {EMEDRX—2 T A4 U B idRE (TRHBEE ] OHEZH) £ TOLEMRE Lz,

PR E 1L Day -1 2> 5 Day 8 & CIEBREMifE% (2 APt L7, Day 8 OiRBi#%, Day43 £ TH KT
PR DR RME 7 v — LTz, il 2 ORERE OIRBRIIEIL, A7 U —=> 7 #H[H (Day -42~-1)
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DEIZISLTHS~12 B TH -7,
NR=r1DOTF—=FZFHLT— 2 OBRER MR L, HiE - HE2RETCE L0107
D28, K= NOMNTIIN A IZET 22 & & Lz, 72720, 73— b 2 O#ERE L Ok -
MAEIWTRLEFE Lo Tz,

BEREL GHERE X O R
N— K1
FHHERE @ 39 5] (andexanet # 26 5, 77 & ANEE 13 i)
ZRMERENT R R - 41 5] (andexanet £F 27 . 77 B AREE 14 4))
modified Intent-to-Treat (UL N, mITT) £ : 41 f5] (andexanet #f 27 ffil. 77 & REE 14 1))
/N— |2
FHERE @ 39 5] (andexanet # 26 5, 77 & A EE 13 i)
LEAVEREAT R G4 39 6] (andexanet £f 26 i, 77 & AREE 13 1)
mITT 25 : 39 4l (andexanet & 26 i, " Z & HREE 13 i)

MREM GBIREER ORI EEDOHE)
BN
LUF OB PRLE 2 Jiid 7o 39 BRFE 2 AVRBRITBR B L T2,

(1) BEfERE, HRpr R (IEX ORI Z & Te) . 12 B OENM M ORIRBA IS | 1G5RHE
MERMAMEEE & fIlr L2, B, WUllcay br— L N, BELEWERER (22 k
2L ST EMESE, A A Y CIRAEVERE R . 2SR EE ORISR AR T E 72 &)
EHT DL, IBBRIY EROBRRIHETICE S & | IBRIKEE DO AT 4 IVE=2 — DK
MAERRTRERATRE L LTz,

Q) [FEBEREOFEED 50~T5 D&,

(3) FEA LT 2 BB & 5 TR BN A 1R BRI 2 RT3 AR L. TRBRIL Y R O R )
Hola, IBBRHEFICENLOFHAEFIET S Z SICRE L, EENR~LFEH
TUAIR NI R T AARRGANIEE R ATRE & LT

(4) FTE ORHEE L OAEFHHIIR 2 85732 Z SICRAE L7eE, IR 7 ) —= 0 TRERELE D
Day -1 DIEIRIGE TSR TE 52 &,

(5) A7 U —=r 7 RA&ERE & Day -1 [ZIHEHTMLE A 160 mmHg A 2> D PRaE I I+ 2% 92 mmHg
Hlm D,

(6) Day -1 OH[ 28 HELAN DA TLL T O BRI A E S FEAEG TN O,

1) 7w bwur e (BUF, PT) . EMEEED v R 7T 2F R (BUF, aPTT) ,
TEMEEEEREE (BLF. ACT)
2) ~EZBrbEY A~ 7 Uy bR
(7) Day -1 Ofij 28 HLUNORAE TLLF OERMRAIE 2 LR ERO 2 5L FOH,
TANRNTGX BT I F 7oA77 —8 (LLF, AST), 79=0T7 3/ F 7 A7 =
77— (LLF, ALT), ey ey

(8) Day-1 @Fij 28 HUIND AV U —=" 7 fudks L O Day -1 12, Cockeroft-Gault 2 H>5< 7
VT F =27 U T T AR 50 mL/min BLEDFE,

(9) Body mass index (LLF, BMI) 2% 19~32 kg/m? 2> >{KEAS 60 kg UL LD,
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(10) ABEIMFIZ T v a— L 2B L7222 & & IR ICELAIE 2 L2 LIz
BL#A,

(1) [FEFIACGELZA CRET 20035 0 | IRBEAZL BS UIMmEE B S KR LT
FEHEICEL LI,

BRo\EEHE
VLT OBRAFEHED TS B4k U 72 W BB 2 ARTEBR IS5 $% LT,

(1) ZEIZ andexanet D G- 25T 722 L3 5, XIFIAREHE L < 1L andexanet OFRERIT S
MLz endb2EH (78R ReHR5INEHELEMERLRT),

(2) B MM OBEAERE, TREMEH M OB L < IER, T oERRE T2 53 5E,

B) AZV—=27Hi6H ALUNIIAZ U —=2 7 HBHICERE U 72 BRI 23 B I 5 & 7~ L
¥,

) IARSEDOREFEREE L IXBUREN S 28, 2O MRES L TiiietEEgo U 2 7 8N

TR D L <UEREZATEE,. TMRIED Y A7 ZHMSE 5 mfEEoH 5 %
R EPTEDOMMNICRER L=,
B« BEE UHE T E OBV, FRIRIMARZERIE, TREEIRMARAE, M2eh, DRz, (2
72 UEMERAMELS O R SR ITREETTRE L L) . DEME, 5 oM OARE, DFHEE, #
RS SUVE T RE D BEAEEE . Day -1 DR 2 » H LN O KT XiXSME, Day -1 ORi 4 BHLLAN
D 2 R LL EOFRATHERS . S MERERREE

(5) PUEEEFI LY NR—a Y DR ENEDFEAIE S TH D H,

(6) BEHEREEZMDOT, 72V (BHET7 AV 28T, U FAmE, )Y FLm
i, TofoFii/ Al (B Fraee vy, Z7abe K7 L), FEATa A REFIRIEA
FRHESB IR L < I3HUEEEFI 0Fe 5-% Day -1 O 7 HEANIZ 1 BITHZ T 728, XITIRHR
WGP EE RS Z LN TRINDS A,

(7) HBEREELEDOT, RVE BEEOR S FAREORVE AREE (MkEELET)
LSET A AT OF 5% Day -1 OFT 4 BLINIZSZ T 7238, UTIEBRBIFF I s 28
MBELERDZ ENTRERINDA,

(8) VAT DWW IANTEEYS T 5 R TTHE T MLAIE DO FIRERS L < 3G T2 /1 5 &,

1) MEEESE VIRFI7 47 %y )7 —UIREESE
2) TuTArC, TuTArSXIET F bur ey TG FEERDPE T IRATE

9) ARAMEEE L < IXIBVEPHZEMER R OB Z A3 28, SUIWAFKIZ & A3 L ITEA L
TWBHH,

(10) PHEER ZHELF F 7 v —A P450 (LLF, CYP) 3A4 Z5R7)IZFHE 3 2 A SUL P HEE B
ZHE L CYP3A4 58128 T 2 A O 5% Day -1 O 7 B UINIZZ T 7238 XIXIA5R
M PIC G NBE L 72D Z ERTFHREINDE,

(11) Day -1 ®#i 30 HLANICHOIRBRICSIN L3, UL S3ZHE O o 5 f5LLNIC Day -1
NEENDLE,

(12) 227V —=2 7 XX Day -1 OFEHFEN A 7 V) —= 7 Ttz r L, 22O H L T\ AH L
FFIED RN DR N,

(13) F&W (PrEEfE A% andexanet) O ST Z 151 5 "IRENMEDS & 5 NRHE SUTZAAEHIRA
ZhDHE,

iy
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(14) WEFRr Oy (P AL TAF=2 vall, g, v ==L EKORY VR —
k80) IZRLCT LA —2HT5H,

(15) I P oFE . FIA 7 Y —= 7 L <X Day -1 OIEIRRE THMEEZ R LT,

(16) BRERFE DIRRE 1T Z DIRIRDSTEER O FEhi UTAE R ORISR A AT T REVEDN D 2, #
BRE DOWREBIEBRICBINT 2 2 L DU 27 28NS 5 Rt b D & IRBRE Y B Al A3
Wr L7, 7va—VE, EWRGESUIEN ., BRE, TAna, RRAHOTZ v 77T
T RBEEMUT DD, ZNHITR G 7R,

(17) WA D EAREE 233 (R T & 720 & IRBR IS f 5% DNk B 23 I L 7= 3,

(18) 1B O F i FIH A T3 5 HED RN,

R - FFREROREHIE
R, AERVCHE, &E5HH

Andexanet {E5F LA 50 mg//SA 77 V23 YR FH O B 84 & L C Portola Pharmaceuticals,
Inc. £ 0 ks S A7, BRAE R BN 130 H ATl 3 3 IR E 7K 2 O T 10 mg/mL (SRR L7z, /X
— k1 Ti. andexanet 800 mg % #J 30 mg/min O E TH) 27 0/ iF TR —F 2 H L=, /¢—F
2 TIX. andexanet 800 mg % #J 30 mg/min DL THY 27 o) THR—F ZAFEEH#Z, 960 mg %
8 mg/min OEE T 120 2T THRFFHE LTz, A—F AREILY N—m P D&% 4
RefRTIZ B 4G LTz,

SR, AEERCHE. B#E5HM

23K & MBI OVELEE A3 A — C | andexanet & FR < T X T Oy & B e 77 & R 0O Bfif iz i Al 2
KHRFE L L THWe, Bk 78R %2, NX—F 1 TR 27 0T TAR—F AFE L, X
— h 2 TIHK 27 9T THR—F A5G- Lzt 120 00 CTRififE Lz, R—F AEHIZU N
— X YN O 5% 4 RERICBRLA L7z,

PERE, RERUHE, BE5HIH
MDY N—a X4, 20mg §E) ZFH L7=, Day1 75 Day4 OFfFE T 24 K 2 L2,
BB N—a P30 20 mg & RIROKIEAKK 240 mL & ISR OEE LT,

#HAlmzE B

A

RIGER OBAZIEFHNIE H 2 UL IR d, AOMERHMEEE OX— X 7 A (L, andexanet X377
EAROEGER] (Day4 OV N—m X4 0 54% 4 FEH) OREME L7z, E7=, ETP O
HPHIX, 7o X DML ENT-EERE D Day | O U S—1 B3 B RTO S + FEERE (U
T, SD) tEFLT,

N—F1

FEFMEEE

® HiFXaiEMEDOR—RAT A UNBENME (R—7 AE G TH 2 50 T 5 3OO W oK
W) ETOE[bR

136 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

BIR M E B

O JEEAMY N—pF PN UBEEOR—ZT A U LRIEME (R—7 A&H5/KTHK 2 5L S
SOBEDONTNNENT) £ TOELE

® PIFXa{FMENR—AT A U HIREE (R—7 ZABEH& T 2 0L 5 0 OEO WK
W) E T 80%LL HIK T L7 ¢k o EIS

® ETPDOXR—AT7AUbimE (R—7 A& TH 2455, 50T 10 50N T TS
EWME) EToOR bR

® ETP Ol (R—T7 AFEKTH 250, 50T 10 50NN Thieh mvVE) 23 HETER
P TR A LAl - 7= 48R o ElE

P2

L IAHE H

® HiFXalFfED_—2 T A G RIS [ATHERLA 110 55 GETHI1049) . & THI2 4
TUHETH 5 OO FRNTRBIEVME] £ TOZ(LE

BB F
O B FXa RO N— R T A bR — T A ORAEAE (R — 5 AR5 T8 255 50% 5 5
DIEOWT RN ) FTOE{LR

0 IJEEATIY R—a XY RUBEEONR—2T A U b EIME REEHER A 110 4y (& TR
10459, ETHI2 O IIKTHE S 5ONTANTROEVE] £ ToL b
® HIFXalGMENRR—R T A4 U b EARE [AEEFER L6 110 40 (K& TR 10 43) . & THEI2 4

XUFETH S ZONT N THRBIEVVE] £ T 80%LL LK T L7-#kirE oS
® ETP ODRX—RTA U bigmiE [REEHERLGE 110 4 (& THT1043) . #& T2 99 Tk
THSmOVWTRATRbEWE] FToE b
ETP Ofgiafl [AfEmERAR 1102y (K TRT1040) . & TRI2 0 XITHKRTH 5 monh
DTl bV ME] S EHEGIE TR % B[Rl - 7 #BE O EIA

F7o. FEIHMnEE K OBEIREME B IS 2. PT. aPTT &Y ACT Ok b 25 L 7=,

etk

LAMFHnE H X, AEFEG, BARREM (Errma, kA ma, ke E R &
ORIRA) . /SA ZtA o BRRAAME, 12 FF8.0EKM, FAPFTR., Wells 2 2 712 X 5 FRL
FRBERRIE DOFHM, FUEA [HT andexanet FLE, FLIMHKEEE S X K+ (BLF, FX) Huik K UL FXa T
] ofE & L,

7233, infusion reaction X, #5-H XTI G E%IZFEL L. Tinfusion reaction - XX (XX I3 #¢5%
FITRD HAVIER U ) & L TIUE SN A FFL L L, [FEEEEHZESE (LT, MedDRA)
FERGE TEANIZEED B EAR R, 62, FHEREIZRD BV ER ST EEIz >\ T
b, %275 MedDRA FEAGEICH AKX T2, Fio. L FICRTHERLRE, BICHEETLHAEFF
Gl LT,
®  EJE/E & Wb Ze W ER IR I AR ZE AR ST
® IZERE YT E O infusion reaction
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® AST T ALT 23 HEYEREE LR 3 500k v ) b & o 3 IEHEREE LR 2 5
o JIFIEEDER T (]« BIH) 2V, AST 3 L <% ALT 23 FEVERIPH RIRO 3 5B X
A Y L DS IR 1RO 2 (5

AT FIE
BBREEORE

FHFHGIE B O G REM Oz ix, EMEZR Wilcoxon DNENFIREZ W=, 5 2 MR
(12-502 #RBR) T. Hl FXa IHEEDOR—R T A b DBLROEE (SD) 1, &E5#% 25T
andexanet F£73-78.0% (13.03%) KON 7 EHREEN 59.8% (55.36%). #5-1% 120 47 C andexanet
BEDN-77.8% (13.24%) KOV 7 2AREEN 86.0% (80.48%) ThH o7z, b DOFERE HWTARIR
BROD/S— K 1 JOR— k2 DR EFEH LTz, RIBBROD/S— K 1 L O3— | 2 TOH FXa i
DR—=ATA 06 FARE E TOEALRORERM 223 12-502 3 BRE R U ERET D &, WTivds
— M B ARVEER T 39 il % andexanet FEL N T T B AREEIZEIS L 2:1 TT A LT H I E T 99%
ORI CRMZEZ RN TE %, 72, 90%LL O ) CRERIZEZ M35 72 DI LB 72t
BB, Wi S— b &t andexanet BE 8 Bl OV TR ARRE 4 Bl L HH X2, 2D OWRERE
KO 1%, A E/KYE 0.05 O] Mann-Whitney #E Z W T, EONMMMNIERSH TH S &
WO PRSP RE D FICHE M LT, KIGBROMIL - HETER D ZENT — 2 255720, 72,
AVEER CITHEASPE R EDIENIAL T — 2 DXL OXNKEL RDL N THREINL -, FHH
MHIE B OREMZEE + 072D TRET 2 - DIC B ERBRE R LY L %< OWHRE 25815
NP Y

FRAT R R

®  EZAVEMRNT I SAEN  ZARVEMIT A GEMIL, T 2 F AMERICIRERZE (andexanet XX 7 T &
R) BB INTHEBRE L Lz, T X COREMEMITIIERICE G Sz AN RSV TE
i L7,

®  HINMEMRIT R RN (mITT M) : A2hEO ZEEEHIE B o ZBARHT R EM (mITT £MH)
X, T U X AMERBITIEBRIENE G S, R—RATA R =T AEEKRTH 2 04 L<IES
DB E L 1THER (=1 1) EIR—RT A > & SMEHER LA 110 57, #Th12
DA LT TEZS 705> bA7ad &b 1RR (%=1 2) TH FXa GO EME=H 35
PR L Uiz, T XCTOEEMATIIEN 0 T SN2 AN EESWCTE L7,

A

X—= 1 ROV S— k2 D)7 T ARMEDERHT & U CHEFHITE B 2 EfE72 Wilcoxon DA
FRE % FHO THE G ER] T LB L 7=, Gatekeeping #:12 K 5 FAFNEA AV, FEEEARIE B 0 Ll T
IR A HEA] X4 T andexanet OEBIPENVR SNT-HAICO I, BIRGHGIE B % 8 5-8#£# <kt
e U7z, BIREEM R B A DWW CHURE 2 9~ D P 1E, TR B ) T CORNKGHGE H o7
HEE Uz, @IEHEIE B O G REREEIE, 2 EZEEIZ- DU TiX Fisher O EHEEMERBET, ~
— AT A ipb Ol (EFAEH) (2O TIXIEMER Wilcoxon ONENFIE T~ 72, §<TD
R E L. AEKUE 0.05 OHIRE & L CEM L7z,
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et

5 SN A EHEG % MedDRA Version 16.1 DR B3 HE M OFEARGE % WV THE L 2R
BB OB BLEIS 2 B BRI EER LTz, 7286, FrICKr DRV BRY | AEFLRITIEERFE (andexanet
XIE778R) OELHMHHRICHEI L IZESE R,

BRI S A Z P A RN 12 FEOLBEXOREER RN —R T A b OELEIZONT,
B GREM O ER B OEFH R EER Lz, /o, BEEN SN WERE O OVEIAEZR L
2o BERBREMICOWVWTIE, N—2 T4 VLR TR TOBbERTY 7 hT—7 NV biE
LT,

B R A FEARSE OO 3R M OSBUIR IR OFE B, W ONT DB K O R A T b B
—BIIR LT,

RS
BERE DONIR, N—R T A KON O R R

N—= 1T, 41 BIRY) N—a XN O 25T, 41 519X THS andexanet B (27 f51]) X
X778 AREE (1440 127 X b ivle, 41 BT X THRRBREZ T T L, eV G4EH &
O mITT EHIZERMH S,

sN— 2T, 39BN Y N—a XY N OFE 25T, 39 59X TS andexanet (26 f51]) X
X7 7 EAREE (134)) 27 Fafbshic, 20955 37 6 (andexanet # 24 i, 7" 7 BARHE 13
) MR8 & 58 T L 72, Andexanet FED 1 liX IR H T 25 Day 8 £ TOIRER FIAA 52 T L7=1&.
BEBRF O LHIZ K v igERZ H ik U, Day 33 (ZFWIH 1 kPE 4 90 L 72, Andexanet BEDHID 1
X, Day 15 £ CORBMTIEZSE T L7k, BIMREED - OIRERZ W 1k L7z, ZatEMitT k54
&Y mITT £HICIE, 7 v # MMES 72 39 Bl X THERH S 7,

N—=2F A JONAEHFERFFE A Table 2.7.6.9-1 12717,

NR—=Z T A > KON OFEEHFAIREIL, andexanet BE L 77 B ARBECTRB B AREETH YD, /X—
N1 &R—=F2 CRHEETH-T,

Wi/ S— b T, PEBRE OWFEN B, AN, FEFe A= v 2 /FETT R TH Y . BMI OFEHIE
1% 27~28 kg/m?> Tdh 7=, FHHEHIT S— b 1 TR 55 5% (FPH : 50~65 /%), S— b 2 THKI 57
% (#PH - 50~68 %) ThHoTo,

Table 2.7.6.9-1: R—X 54 U RUVAO#EZHREE (KBTI RER)

Part 1 Part 2
Demographic or
Andexanet Placebo Total Andexanet Placebo Total
Baseline Parameter
(N=27) (N=14) (N=41) (N=26) (N=13) (N=39)

Age, years

Mean £SD 55.6+£3.79 54.4+3.84 55.2+£3.79 57.0+£5.08 58.1+£5.45 57.3+£5.16

Median (range) 56.0 (50, 65) | 53.5 (50, 64) | 55.0 (50, 65) | 56.0 (50, 68) | 57.0 (52, 67) | 57.0 (50, 68)
Gender, n (%)

Male 18 (66.7) 8 (57.1) 26 (63.4) 15 (57.7) 7 (53.8) 22 (56.4)

Female 9(33.3) 6 (42.9) 15 (36.6) 11 (42.3) 6 (46.2) 17 (43.6)

139 /350




2.7.6 il x DFRERDOE &8

TUFXY Ry b TATy GEEETHRZ)

Table 2.7.6.9-1: AR—X 54 VRV AO#MENEE (REMETHRER)
Part 1 Part 2
Demographic or
. Andexanet Placebo Total Andexanet Placebo Total
Baseline Parameter
(N=27) (N=14) (N=41) (N=26) (N=13) (N=39)
Ethnicity, n (%)
Hispanic or Latino 9(33.3) 4 (28.6) 13 (31.7) 10 (38.5) 4 (30.8) 14 (35.9)
Not  Hispanic or| 18 (66.7) 10 (71.4) 28 (68.3) 16 (61.5) 9(69.2) 25 (64.1)
Latino
Race, n (%)
White 22 (81.5) 10 (71.4) 32 (78.0) 20 (76.9) 8(61.5) 28 (71.8)
Black or| 4(14.8) 2 (14.3) 6 (14.6) 5(19.2) 5(38.5) 10 (25.6)
African-American
Asian 0 1(7.1) 1(2.4) 1(3.8) 0 1(2.6)
Other 13.7) 1(7.1) 2(4.9) 0 0 0
Body Mass Index, kg/m?
26.961+ 25.935+ 26.610+ 27.820+ 27.622+ 27.754+
Mean +SD
3.3680 3.4102 3.3757 2.9524 2.6152 2.8113
26.570 24.985 26.430 28.040 27.720 28.020
Median (range) (20.64, (21.14, (20.64, (21.61, (23.47, (21.61,
32.04) 31.79) 32.04) 32.04) 31.48) 32.04)

SD = standard deviation.

Source: 14-504 study CSR Table 10

BREE DRI

N— N1 T4 BB 4 RO Y N—a XN ORGEE5ET Lz, 2?95 38 5] (andexanet
FE25 61, 77 BAREE136) 25, 1RBREMGHRFE CRUE S 72 andexanet 800 mg XL 77 AR D
RN—T A H-%5% T L7z, Andexanet D 2 i "7 T B REED 1 filiL, =7 — (&
SO O-OIRREOE G- BN HREZ Flal- 72,

N— K2 T, 39BN EAED Y N—aXH RO A5, 39 519 XT (andexanet #F 26
B, 77 RAREE 13 4) A3, TREREMEEE THUE S 4172 andexanet 800 mg X7 T B AR DR —F
A $eh- & andexanet 960 mg XLV 7 B RO ST EEE T LT,

AR
FEFMER

PLFXa {EPEDN—R2 T A L b EARE £ TOZEALZ A Table 2.7.6.9-2 1277,

U S—nm 43020 mg/ A OG22 T T #R#F 2, 800 mg AR — T A5 L6 (N— |
1) K800 mg & R —TF AFK G412 960 mg & 120 43> CEM#HE LSS (—=1h2) o, i
FXa {EEDOX—R 7 A4 U b iRREE ToOZEFE EHE (SD)] 1%, »S— k 1 TiX andexanet
1£-92.22%(10.697%) K N7 T & R E£-18.39% (14.662%) . 73— b 2 Tl andexanet ££-96.72% (1.838%)
K& T B AREE-44.75% (11.749%) THO, WTFHoO/3— FTh andexanet ff & 7T BAREEE D
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MICAEEZENRD L (p<0.0001),
Table 2.7.6.9-2: i FXa FHEDA—XZA U b RIEMEFEFTOELEE (mITT £H)
Part 1 (N=41) Part 2 (N=39)
Percent Change from Baseline at
Andexanet Placebo Andexanet Placebo
the Nadir®
n=27 n=13 n=26 n=13
-92.22 -18.39 -96.72 -44.75
Mean (SD)
(10.697) (14.662) (1.838) (11.749)
-94.28 -24.43 -96.62 -45.46
Median (range)
(-97.0, -39.4) (-36.7,12.3) (-100.0, -91.0) (-68.3, -27.8)
Hodges-Lehman estimate of shift -70.14 -51.87
(95% CI) (-85.43,-65.91) (-57.95, -47.03)
P-value <0.0001° <0.0001°

CI = confidence interval; mITT = modified intent-to-treat; SD = standard deviation.

2 For Part 1, nadir is the smaller value for anti-FXa activity at the +2-minute or +5-minute time point after the completion

of the andexanet bolus for each subject. For Part 2, nadir is the smallest value for anti-FXa activity at the 110 minute

(10 minutes prior to the end of the infusion) time point, 2-minute time point before completion of the infusion, or the

5 minute time point after the completion of the infusion for each subject.

p-value obtained from a two-sided exact Wilcoxon rank-sum test.

Notes: Baseline is the last assessment obtained prior to the bolus dose of andexanet or placebo. Only subjects with both a
baseline and a post-baseline assessment are presented in the table.

Source: 14-504 study CSR Table 11

b

Bl EHE B
BIREHEIE B OfE S % Table 2.7.6.9-3 IZEMT 5, /N—F 1 LOUS— K 2 oWy, EEFF
MEH & FEEIZ, T X TOREIREALIE H T andexanet D 7 7 B R IZ% A EEMERN R I N,
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Table 2.7.6.9-3: EIXREFHMBEIEE DFHER (mITT £H)
Part 1 (N=41) Part 2 (N=39)
Andexanet | Placebo Andexanet | Placebo
P-value P-value
n=27 n=14 n=26 n=13
Percent change from baseline in
) o ) -95.34 -23.62
anti-FXa activity at the nadir®, NA NA NA <0.0001
(1.611) (10.309)
mean (SD)
Occurrence of >80% reduction in
anti-FXa activity from baseline to | 26 (96.3) 0° <0.0001 26 (100) 0 <0.0001
nadir®, n (%)
Change from baseline in free
-23.347 -4.155 -30.296 -12.063
rivaroxaban concentration  at <0.0001 <0.0001
) (6.2229) (2.8914) (8.1451) (5.2510)
nadir®, mean (SD), ng/mL
Change in thrombin generation
) ] 1314.193 173.861 1510.368 264.424
(ETP) from baseline to its peak?, <0.0001 <0.0001
) (331.1670) | (104.2528) (344.7691) | (140.6792)
mean (SD), nMemin
Thrombin  generation (ETP)
above the lower limit of the | 26 (96.3) 1(7.1) <0.0001 26 (100) 0 <0.0001
normal range at its peak?, n (%)

ETP endogenous thrombin potential; mITT = modified intent-to-treat; NA = not applicable; SD = standard deviation.

In Part 2, nadir is the smaller value for anti-FXa activity at the +2-minute or +5-minute time point after the completion of
the andexanet bolus for each subject.

For Part 1, nadir is the smaller value at the +2-minute or +5-minute time point after the completion of the andexanet bolus
for each subject. For Part 2, nadir is the smallest value at the 110 minute (10 minutes prior to the end of the infusion) time
point, 2-minute time point before completion of the infusion, or the 5-minute time point after the completion of the
infusion for each subject.

13 subjects in the placebo group had the requisite number of readings to be included.

In Part 1, the peak was defined as the largest value for thrombin generation (ETP) between the +2-minute time point and
the +10-minute time point after the completion of the andexanet bolus. In Part 2, the peak was defined as the largest value
for thrombin generation (ETP) at the 110-minute (10 minutes prior to the end of the infusion) time point, 2-minute time
point before completion of the andexanet infusion, or the 5-minute time point after the completion of the andexanet
infusion for each subject.

Notes: Baseline was the last assessment obtained prior to the bolus dose of andexanet or placebo. Only subjects with both a
baseline and a post-baseline assessment are presented in the table.

Source: 14-504 study CSR Table 14

$i FXa 54

® — | 2 O FXa IEMDOR—RA T A4 B R—F 2 E5EH%ORKMEE TOLER [SEBHHE

(SD) ] I %, andexanet #£-95.34% (1.611%) & ' 7 7 & AR FE-23.62% (10.309%) TH Y |

BEE T TR ORICAHEZENEO bz (p<0.0001),
PLFXa {EMEDRR— AT A v D 80%LL FAR T L 72 #¢RE O E| 51X, andexanet B Tld/S— b 1
KOR— |k 2 TENEN 96.3%. 100%, 7T BAREETIH/S— bk 1 LOVI— |k 2 Ol 7T 0%
Tho7 (WTHd p<0.0001),
P FXa IEMEORRFFZ(L A Figure 2.7.6.9-1 (/X— I 1) &\ Figure 2.7.6.9-2 (#/X— K 2) |
NFEIRT, Bl FXa IEPEIC® 9 5 andexanet DEAITEC>TH U | AT %n"ﬁ%éh
MR T - T2,

® NR—h1TIE AR—RTA L EORMDOPER R (R—F ARG TH% 24

andexanet

43) C. andexanet
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DFEGAZ L 2P0 FXa iEEOFEEOIR TR bz, £ D%, Hl FXa EHEITRERFHIIC
AL, R=F A& THI 1200 TT 7R L RIRLE & e o7z,

® R—h2TE AR—RTA U EOENDOUER K (R—F A5 T 2 43) T. andexanet

DEEIZ L DP0 FXa IEHEOTEIE O DRI TR A B, Z O F I iiiE o
Zil U CHERF S Nz, 0%, BT FXa IETEILREEIC EF U, SEEEK TR 120 &
TTTEARBELFBREL 2o, ZD%, HL FXa {EMEILT 7 & RRE L [FIFRE OB E CK
T L7,

Figure 2.7.6.9-1: Andexanet XIET 5 HREHR—FREE L& ETDH FXa FEHEOFRFMEL
— /18— K1 (mITT £[)

End of Bolus
4001 @ Placebo (n=14)
& 800 mg bolus (n=27)

g 300+
E=2)
£
@ 200+
&
=
<

1004

00020406 1234567 89101112
Time after bolus (hr)

Note: Anti-FXa activity was measured prior to and after andexanet or placebo administration on study Day 4. Dashed lines
indicate the end of bolus. A break in the X axis was added to better visualize the immediate, short-term dynamics of
anti-FXa activity following andexanet treatment. The points on the graph represent the mean anti-FXa activity level and
error bars illustrate standard error.
FXa = Factor Xa, hr = hour.
Source: 14-504 study CSR Figure 5

Figure 2.7.6.9-2: Andexanet X(Z TR EZR—Z R IFGFRICAEE#FEL =& TDH FXa FEH
DRBFHETIL—/S— k2 (mITT £H)

End of Bolus End of Infusion

¢ |
4007 - Placebo (n=13)

4 800 mg bolus + 960 mg x 2hr infusion (n=26)

AntiXa (ng/mL)
n
S

00020406 12345678 9101112
Time after bolus (hr)

Note: Anti-FXa activity was measured prior to and after andexanet or placebo administration on study Day 4. Dashed lines
indicate the end of bolus or infusion. A break in the X axis was added to better visualize the immediate, short-term dynamics
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of anti-FXa activity following andexanet treatment. The points on the graph represent the mean anti-FXa activity level and
error bars illustrate standard error.

FXa = Factor Xa; hr = hour.

Source: 14-504 study CSR Figure 6

IEFEOTIY N—p YN e
® AU N—a X P ANUBEOR—RAT A P LRIEMEE TOEIE PEHE (SD)] ik
23— | 1 TlX andexanet #£-23.347 (6.2229) ng/mL N7 & REE-4.155 (2.8914) ng/mL, /\
— b 2 CiX andexanet #£-30.296 (8.1451) ng/mL & V7" 7 - AR#E-12.063 (5.2510) ng/mL TH
D WTID— T andexanet BE & 7T BAREEE ORNCAEZENHD STz (p <0.0001),
® 3— |1 TlE. andexanet D54 L 0 FEFELSTL Y N—1 YN JEREE O HE (SD) 73,
N—2 T A D 27.255 (6.4689) ng/mL 7 & FAKAE D 3.908 (3.7777) ng/mL £ T T L7z,
® \— | 2 Tl andexanet D512 X 0 FEFEA U N —nm YR EONYE (SD) 23,
N—2 T A D 32.196 (8.0874) ng/mL 7> & A AKAE D 1.900 (1.3259) ng/mL £ T T L7z,
® IJEREAY N—o XY SR ORI Z L A Figure 2.7.6.9-3 (/S— b 1) X U Figure 2.7.6.9-4
(=} 2) IZENEIRT, Andexanet DR — T A5, FEFESTY N—o Y N JRE
DI TFIXHESCHTHY, 77RO N7 7 (5% 24 FfE) fHEECKT LA, JE
FEAHLY N— 1 2 S RO PR D HERE S L, oA Th o 7z,
@ N— 1 TE R—RATA EDOEPDORER S (R—T AL HHL T 1% 2 43) T, andexanet
DERHIZEDIFEET Y N—a XN REOH L DRIETRA LNz, £ Dk, FERES
T R R PR TR EH L R — T ARG TR 1205 T T REEE
RIFREE L 72Tz,
@ N— L2 TIE AR—RATA EDORIDOAER R (R—T7 AEEH T 2 43) T, andexanet
DEHFIZ L DIEFBERY N—a TP N UREOIK T RA LN, FEMER Y N—a P
VIREE O IS B OB 238 U CHERF S, T O%RBIIC ER L, R—F 2 &5
ETH%I 240 3 TT TR RBEERIFRE L 72572,
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Figure 2.7.6.9-3: Andexanet X175t RE#R—F R ELI-LEDFFEER ) N\—OFH Ny
EEORBEMZTIE—/A—F1 (MITT £MH)

End of Bolus

'

-+ Placebo (n=14)
& 800 mg bolus (n=27)

107

Unbound Rivaroxaban (ng/ml)

i
I
i
T

T T ™ h—Tr—T T T T T T T T T 7T
00020406 1234567 89101112
Time after bolus (hr)
Note: Plasma concentrations of unbound rivaroxaban were measured prior to and after andexanet or placebo administration
on study Day 4. A break in the X axis was added to better visualize the immediate, short-term dynamics of unbound inhibitor
plasma concentration following andexanet treatment. The points on the graph represent the mean unbound inhibitor plasma
concentrations and error bars illustrate standard error.

hr = hour; mITT = modified intent-to-treat.
Source: 14-504 study CSR Figure 7

Figure 2.7.6.9-4: Andexanet X (F TS5 R ER—Z A B ERICAFMFELI-LETOFEHBLEEUN
—AF Y NVREOERHELL—/\—F 2 (MITT £H)

End of Bolus End of Infusion

.
g

# Placebo (n=13)
4 800 mg bolus + 960 mg x 2hr infusion (n=26)

-

Y

104

Unbound Rivaroxaban (ng/mL})
S

00020406 12345678 510112
Time after bolus (hr)

Note: Plasma concentrations of unbound rivaroxaban were measured prior to and after andexanet or placebo administration
on study Day 4. A break in the X axis was added to better visualize the immediate, short-term dynamics of unbound inhibitor
plasma concentration following andexanet treatment. The points on the graph represent the mean unbound inhibitor plasma
concentrations and error bars illustrate standard error.

hr = hour; mITT = modified intent-to-treat.

Source: 14-504 study CSR Figure 8
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ETP

ETP ORX—A T A U biEfEE TCoOEfE PEWE (SD)] 1%, 78—k 1 TiX andexanet
B 1314.193 (331.1670) nMemin & X7 7 &A% 173.861 (104.2528) nMemin, /3— | 2 TlE
andexanet £ 1510.368 (344.7691) nMemin } (V7" 7 & R #f 264.424 (140.6792) nMemin TH ) |
WD /N— R T, andexanet B & 77 EARREE OFICABEEZNPRO Lz (p<0.0001),
® X— | 1 TiX. andexanet D5 (2L Y ETP OYHIfE (SD) N_—AT A D 369.285
(118.3030) nMemin 7> 5 fc =D 1683.477 (392.0881) nMemin £ T E&H L7=,
® X— | 2 Ti&, andexanet OFEIZ LY ETP OFHIfE (SD) N_—RZ2 T A D 384.956
(159.1684) nMemin 7> 5 @ fE > 1895.324 (284.4943) nMemin £ T L& L7,
ETP DA EHIPH TR A B[a] - 7o g oFIG 1L, S— 1 KOX— R 2 OG5 T
TEAREEL Y b andexanet #E O F DBFEEHFRIICAEIZ 22> 72 (p<0.0001), ETP O & @ fED
FEVERPH TR 2 Al 7245 E o EI &1, 3— ]‘ 1 TlX andexanet ££96.3%. 7° 7 R 7.1%.
sX— |k 2 T3 andexanet £ 100%. 77 BAREE 0% TH -7,
ETP O#EFHZ AL % Figure 2.7.6.9-5 (/X— k1) & OF Figure 2.7.6.9-6 (/X— I 2) IZZNEh
9, ETP |Z%f9 % andexanet DAEA T/ TH Y . SR ERHEFR LHERF S, 2o R
ThoT,
® N— [ 1TIE AN—RTA U HDOERMOWPER R (R—T A 5H T 2 47) T, andexanet
DEGIZX D ETP O EFBH LI, £ D%, ETP ITRFFAICHESHIIE T L, A—F
AFHRETHRK 2 BRI T T R [RRRE & e o T,
® N—h2 T ARN—RATA L BORIORAER S (R—F A58 71 2 4y) C. andexanet
OEHIZE D ETP O EFRA LIV, Z 0O EFITAEEFEOMIM 28 L CifFrsivie, &
D%, ETP TR T L, AN—F ZFGHE THK 14 K T7 7 B AREE & RIFRE & 72

7,

Figure 2.7.6.9-5: Andexanet X[E T 5 RER—F X5 L& ED ETP OFEFRMEL—/—

ETP (nM.min)

1 (mITT &£H)

End of Bolus

}

25001 ' - Placebo (n=14)
E & 300 mg bolus (n=27)
20001 |
1500+
Pre-antcoagulant
%._,..-—I——.']:Pv'reaﬁ: 18D

10001 i g{(!/’,_/—b
500

0 L] : ll l Ll L] L) L] L) L] L) Ll Ll L] 1

Basellne 0.0 02 04 06 24 6 810121416182022

Time after bolus (hr)

146 /350



2.7.6 filx OHBRDOE &
TUTEY Ry b 7Ty GBI THBZ)

Note: Thrombin generation was assessed before and after administration of andexanet or placebo by measurement of
endogenous thrombin potential (ETP). A break in the X axis was added to better visualize the immediate, short-term
dynamics of ETP following andexanet treatment. The dark shaded area represents 1 standard deviation above and below the
baseline mean. The light shaded area represents 2 standard deviations above and below the baseline mean. Baseline refers to
ETP on Day 1 prior to any anticoagulant administration. A value greater than the baseline mean minus 1 standard deviation
was prespecified to indicate restoration of thrombin generation and the other limits were included post hoc. The points on the
graph represent the mean ETP value and error bars illustrate standard error.

hr = hour; SD = standard deviation.

Source: 14-504 study CSR Figure 9

Figure 2.7.6.9-6: Andexanet X175t REZR—FABERICAFHHFELI-L =D ETP O
MZEE—/8— k2 (MITT £H)

End of Bolus End of Infusion
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Note: Thrombin generation was assessed before and after administration of andexanet or placebo by measurement of
endogenous thrombin potential (ETP). A break in the X axis was added to better visualize the immediate, short-term
dynamics of ETP following andexanet treatment. The dark shaded area represents 1 standard deviation above and below the
baseline mean. The light shaded area represents 2 standard deviations above and below the baseline mean. Baseline refers to
ETP on Day 1 prior to any anticoagulant administration. A value greater than the baseline mean minus 1 standard deviation
was prespecified to indicate restoration of thrombin generation and the other limits were included post hoc. The points on the
graph represent the mean ETP value and error bars illustrate standard error.

hr = hour; SD = standard deviation.

Source: 14-504 study CSR Figure 11

F DO OFHE R
FEUER) 72 Mk e E MR AT TE H TH 5 ACT. PT KUY aPTT T%. andexanet D G2 LB Y N—n
VX OFUEEEVE O BN SRR S 3Tz,

Zetk

® X— K1 KUUN—]1 2 DM 5T, andexanet DEAFMIZRAFTHY, L, HELRFEFRSL,
HEOAEFR, AFFRICLIBBROP I, fethFR, FCERT2HEFRITIALN
ot

® HEHGOEBEIGIT, /— b | TIX andexanet #f 44.4% (12/27 #i) KT 7 & REE 28.6%

(4/14 ) . »X— b 2 TIX andexanet #f 42.3% (11/26 f5]) k77 BAREE 46.2% (6/13 ffil) T

Hotm,

® Andexanet HE TR A LN AFFEG (FEAFE) (X, N— b 1 TIEEASHEI KIG, 73— 1 2
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TIIAIEHE L OMERE T o - 72,
® it K< AL andexanet & DB D & 5 A EFFG (FEAGE) ITEANCHE I KIGTH -T2,
® JEERIEFE HBRLATE 1 RELINICREBL L - A EFRORBHEIS L, ~S— F 1 TIL, andexanet
T 25.9% (7/27 Bil) X7 7 B HRHEE 0% (0/14 $i]) . »S— F 2 TI&, andexanet £ 0% (0/26 f51)
M7 T vREETT% (1/134]) ThH-oT,
® EAICHED ISDOFRBLIEIAIE, 23—~ 1 TIX andexanet #f 18.5% (527 ) KON T 7 &Rt
0% (0/14 ) THYH, N—=1 2 TENThOEEHTHLALNRP ST, ZILHDFELEN
andexanet % 5- 12 KL VB BN 5 2 & 13 e o T2,
o HERFRICIBOIERIXIZEA ERD T,
® [MATEIHECIENL IR 2 KT T HRIIA LN Do T,
® REBLLIIEAILMED FISFTWTNHIRETH Y RS EMIC L VIRRIE L BEH D &
HE S, WBRIEEE TH -7,
® JEANITHED BUSD I OITIRERIE D ¥ G- A th 1k U 7o gBRE 1358 b o 7z,
e AfkL LT, MEFHIMA, MRAEILFRmA, RFE KOV ER DRSS R e O R SR
IRAVZZ VI 2RI O b v n o 7,
o BMEDIMEIK TF2RD S, 77 REE L Ll L T andexanet £ TE o 72,
o [HIRMRE ITLEXKBEEOFERFZRIIBD SNLnoT,
® R—h1KUNN=F20WTATSH PLFX HUAE K OPLFXa HLikiE A b7 hy - 72, Andexanet
FET. ARHUAMG OB andexanet HUADY/S— b 1 T 27 il 4 fi, /3— K 2 T 26 Bil 2 FIIZFE
W ONTD, PRNEMEITRO b o Tz,
o T T ULHIEY (D-FA~—) ROTa ba B 7T 7 A2 b 142 O—i#tho LR
Day 4 @ andexanet % 51224 < B iLTony, #5144 24~96 I LANIZIEIE L 7=,

A

FXa PRV /S— 1 38012 LD Ul E s 2 5210 7 U A m AR i O I FEBR A A P & L
e oA aMb, ZEER, 77 RO, andexanet (800 mg) 1A —T A EA%, I
FEARLY N—a PR B HONICHIE T 5 2 & T FXa BLERIOFUREEER 2 ek L, hav
EUEARENERRBICEE L2 bk, IO EF bR ENTZ, & 51T, andexanet
O ETRE SR (8 mg/min, 120 43[]) Z3@ LT, PUEEEEA O BME AR Sz, BREMIC
HELRZEMEFTRIIA LT, R ER LRI L btz
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276 ELROHAEBRODEED

10 14-505 iR (FRMf&ER. Y a1—JL 5.3.5.1-3)

REROIERE - MIKEEFE S Xa KN FHEEFAOERGHICAERHLEZRE L-BEZHG LT 5
andexanet alfa ORjAE A —7 0 T ~ULRER (ANNEXA-4)

TG I 0 i K Ok - 9 o B 102 Mgk (Abk, BRI R OVH &)

AR ] AERBAG H (RAIOBFEOBELH) 201544 4 10 H

T—5J1y NAT7H 202046 A 30 H
AREROF : 55 3b/4 FH

BHY

BHRMED FEH

® [MiKEEES Xa K+ (LAF, FXa) FRFAIEG-H O FXa IEMEINH] T CatERHim a2 588l L7z
B ZX50C, andexanet #5-% O FXa IEME DK T &2 7-i 4%,

®  Andexanet £ 5-%% O 1L M Ah R 27T 5,

ARMED IR H )
® FXa [HFEAIF G410 FXa IHHEIH T CRMER M 2 FEBL L 72 BF 25212, 5t FXa fEMEDOK
T &b OER & o BENE AR5,

HhMHEOERIEETE
@ TUEXHARL. UNR—pFHP AN FT REH AU EEEFOBRFE A %512 andexanet %5
% DIERE S FXa HEAIRE OIK T 2 7Hi 2,

® il B UBEAREICKRTT B andexanet DN FR Z M T A,

® N A e X — (LAF. TFPI) fEIZ%Fd 5 andexanet DB % FEAli ¥ 5,

® T U UF hrr by IEIZXT 5 andexanet DFEEZ FEANT 5,

® Hii Mall¥ (AT, Flla) #EMEICxI T 5 andexanet DEZFHNIT 2 (= 930 &5
BEDOR),

® [ME KDY R T M EWEEEN MR 1259 2 IR 2 5T 5,

® R EREG O M TR A FRETT D,

® Do I R R K ONE i A O LRI 2 fa ik 5,

®  Andexanet & 5-1% O 5 H L OFE BRI A2 FHN T 5,

® FHEENHIMAERE %2 %41, andexanet & 5% DG KINED A 2 fasTd 5,

LAENED B

o HERG MmieMEFES, S, A XY A ] BRRBRA, I ONC IR EERE S X K1 (LT,
FX). FXa % O" andexanet |2 %13 2 5L % 5 ¢ andexanet D BMXAY 72 M2 71T 5,

® 30 HHODOITNTORLE GERZ[DLRV) ZiHlid 5,

REBRT VA v
AIRERIL, FXa [HER (T XN U —a X P = RPN F= ) 33 V)
DOV 1 Bl b micat KM A28 L= EBE 24 & LT, andexanet # &5 L 7= L i %
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HE, gimE, A—70F790 HEFRBRTh o7z, b, YRR TREILTWAH T X ¥
WY COBRGEIFHARTIIRAR THD Z &b, ENOBRIENEMEE Tld= / X3/ V&5
B X2 ORBRITHEAANR > T,

RERZ N O SCERE S B AL, EEESHER S o R EFF 2%t LT, andexanet % #J
15~30 237 F TAHR—F AFH L, 0T 120 2970 TRIEEE L7z, FXa BREA O i G- R
B B2 G AL, Bl 5% 18 REM LANIZ andexanet DR —F A 5.2 B4A L2 1T HE 78 ©
Nz bl Uz, FXa BREARORKBEGRFIN A 72558120, SCERE Z RS L andexanet ™
BeGRIFIANTE T L72%., FIHE/R[R 0 BT andexanet DR — T AFH 2 BMA L7 iFuid7e 6
RN & & LT, BERNCE G ST e FXa BREAIOREEE, & & O 5-RE 1S U T, andexanet
PEAENTEHE TR -7 AEE L, WO CAMERE L=,

YL FXa {HMEDORIE K OUE M h R 2 BT 22 Wakh (F] - BigRE, ~E7 v fi) Tl
andexanet DR — 7 AL GBIGERTOT —H# 2 X— R 7 A > & L7, Andexanet 5% OFEAM Tl
andexanet O I EFHER TS Z 0 Befif & L. andexanet O S FHEK TEEN D 12 BEfiICH7= 0 f
M2 M L7z, BlER T & D & Ol #6% tH M2 % L Tl andexanet S EHER T 1, 4, 8 K&

N 12 IRpREI A2 (T ERIRBOIZEEA L, BEEP MR U T AR RS T 1 O 12 R I B =
o —ZWrEiRE (LUT, CT) SUTEHEKIEIEGE (LLF. MRI), modified Rankin Score T
FHAME L7z, HRER T 2o Hifis st L Cld andexanet O s if L O [ & OV R T 5 12 B
OHE SN RERICHM CHIELTE~EZrE U KON~ b7 Uy METIHME L7, 728, 1A
FEREFHEELGETES 4 R HI%, HRTE 2 i & OB #% % H i &2 AR Ot G0 B ERS L
7o

A EFHG K OAELPIRILZ Day 30 OB HR R A RETRE £ T L7z (G156 2 IO M TRl
Day 45)

MNET Y RARA v MHEZBESIEL, HMCEE T 2 8L E~OmEEME, (RimzhF, BT, mie
MEZORORH D HER, FHMAZNE Lz, kMR Tk, siEFhEsk T 12 RER%ICEE % 72 i

MEAZIZ% LT Table 2.7.6.10-4 (2R3 I EFLAEIZHEVY, [Excellent]. [Good). [Poor/None] @ 3
BERECHIE LTz,

Flo, MNLT =2 ZeMNE=4 ) U REENFIREICGEH I NI AT Y 2 — M- TR
TOREMT — & R LT,

BEREE GrERF &R CAENTERE)

I 500 ]

AT« L RVEMAT I GAER 477 61 (5 B HARN 17 61) . AR EMTH54EH] 347 61 (5 B H
AN 14 51])

FREM (BIRELE R ORI EAEDOBEE)
VLT OFRPULHER TR Cliii7z L. BRAMERED W3 I Bkl U 72 W B 2 ARTBBRIC B 8k L 72,

BRI UE
) BEEHUIZOEFHIREAN CUREERIEN) PRIBBRONERL Y 27250 T+
DIRMAEZT, A7V —= U TEICCEICLDRBEEZIToT0D 2 L,
2) A7 U —=27HRRT I8 MU LDEE,
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3)  EBRAUCHUEEEE OBl & B 5 At O BN K I 2 R 5 BE, BRAICHTERE R o
bz B p A REm E X, LFD Y5 1 DL EEHETHA L ERT D,
® EMmuEET RO S D AMEOBMEH M, XX, mATEIREE L OB TR &
LT, MUZFBA OO0 WEEOMRIME, BFEREAR T, MeeEil, RERD e &
BT H5E,

& ~ETITubUED 2g/dL L EDRDIIA~ET B L DNR—RAT A MENRI RS E
IZIE~E 7 v B Al 8 g/dL LA T O ME D BANE H i,

® HEI TEas (OFEN, BHENIIFMANZR L) ToaMEHIm,

4)  HmATEBEN IFRNOBEE X, CT UL MRIBRE CHMAHEZR I N TWD I &,

5) Andexanet #G-H 18 KFEJLINIZ, 7 EFH AN U N—m X0 = R0 T
J XWXy v (= X8 0 I mgkg/day BAE) OWTR T FIBEE S, XX
BHInZEEZzZoNDBE, ENOIRBRIEIEH CTlL, Yi%RINEHE% T Andexanet $¢
AT 18 FFLINIC, 7T EF Y AN U N—mFHh Ny = REF A0 (= RERF 00T
A G- 8D 30 mg BLE) oOWT s 1 Bl Sz, I EShizeéExond i
#F L,

6) SHZBANMIMAEE DOLGAITIL, N—R T A » OE G 2 K LAIZ andexanet D55
WP /RIAD D Z &,

BrohFEHE

1) REENZL O FrARTNUIFTE (B ARERE, [ETERE, TOFIRT 1 .
ZREAFL7R E) A BRE | andexanet MR EHEAL T 12 REMLANIC Rl &2 5207 2 T & DB,

2) AT OWTFANITEEYE T 2 EHEN MG,
a) Glasgow Coma Scale A 27 : 7 sUAH]
b) AN IIERFEOHEEME : CT X1 MRI Gl T 60 cc #

3) MHIRTE DM, FE SR SO EEEIN A 3 S B,

4) HEERMMN 1 » HRWEOBSE,

5) falk (A7 U —=2 7/ 2BELIN) 1, RIRT X5 eiffetE FROZW 2% B
FRAR AR ZERRAE (B« VRS ERIRMARIE, MHZEARE, MMEIRMARAE) . O ZE (FrAR=
v ERAET), WEMELENEEE., MIERE, —EMERNE R, R EROIEIC K
% N SR B 0D SR I A5 9 AR

6) A7V —=1 W CEEORIME X IIMMIEEY 2 v 7 DA LD B,

7)) AEERTR UIR AL O LR,

8) A2 U—= 7Hi7 HLWIZEL T A SUIME A OWT Nz kb S vz i,
a) EXIUKHEHE Bl v—T7570 )
b) FEH T
c) WIREMEANT T v v U EEERRA] (B A b T BB TR X IR

MR EEE 56 Va (K784 (] . 2 Rt 7 %)

d) A A S R
T /R SO IR AR MR RA O 3 5 XBRA B E T B 72 B 720,

9) fHOIRBEREE/ND A7 U —=2 JHE TOHK 30 H AR O HBE,

10) A7 U —=2 775 andexanet i i EF& T 12 REE#E £ CORNCHIIBRIREMA 72 ba B
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ARG REAN, SR i R ST R 5 VIIa R A OG- 2 TEL T D&
o
FEN OIEBRFERfERE CTlx, BRAMEEDRZIC (725, RAIORINCEE2BHEUEN 4 U 2 ATHE
Pz BB L, BEREZE S A HEICHRT 22 L) Bl

BRER R EHE

Andexanet 7EFHHBIFNL 50 mg// A T b, 100 mg// A T VL 200 mg//NA T 7L O G
%l & L T Portola Pharmaceuticals, Inc. & ¥ fiif8 7z, WORE Rz AN X HE6E H O type 1 /34 7L
&L TbE S, AT S IR K 2 VT 10 mg/mL I FEsHE L7z,

Andexanet O fliEHE (ARSI A E) % Table 2.7.6.10-1 (277 L, FXa FHER OFEHE, H
m N OG- REE T L @ andexanet O HIEH & (KA EXITEHEO VT L)) OFEWSIT %
Table 2.7.6.10-2 {2/~ , £/, AATIX, FXafREROFE, HEROEREGEY Z & ® andexanet
OHERE (BHEIEHEDOWT DY) ZBI& Table 2.7.6.10-3 D LB & Liz,

Table 2.7.6.10-1: Andexanet DFiEAE (BEFAEXIIEAE)

fath-+ &

Andexanet 400 mg % 30 mg/min @ HFEHE CHR—F A% 544, 480 mg % 4 mg/min DOEE T

I & ot

120 23 23 CTHRIBFHET 5,
g Andexanet 800 mg % 30 mg/min O B AEHE TR —F 2544, 960 mg % 8 mg/min D E T
B

120 43 M) CAdEEET 5,

Table 2.7.6.10-2: FXa [HEFINIELE. AZER VRS L D andexanet D AERE (EREX
FEREE0WnIT ) OFENSIT

FXa [HEXIDRES ERTD FXa HEA D FXa fLEHRI D # 5K
Jap=n (ERTD FXa FLERIE G5 b ORkiEI¢E)
8 A FRIART ST A 8 B¢fH Ll |
U oR—p PN 10 mg LLF KH&E
10 mg &/~ B =
TEEP R 5mg LT &
5 mg 8/~ mHE
T XYY v 40 mg LLF R & 1B &=
40 mg /A~ H] &
= KPR 30 mg At {29756
30 mg LA E/AREA i &=
B A i

FXa = MREERE 5 Xa [K1
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Table 2.7.6.10-3: AFBT®O FXa PHEF|IDIEE. AERUVERSRHEL T LD andexanet D BiEAE
(EAEXEEAEOLTAN) DFELDIT

FXa L&A O BRI FXa FREHFI D FXa PREH D5 R
HAE (EATD FXa FREAER 55> 5 OREEEFRH)
8 FF AT SR A 8 KLl |
U 8—nm R 10 mg LA B/ ARBH e &
T EFH N S5mg LI {294ER=:+
5 mg /B i & &
T R¥FHN 30 mg LA b/ANBA i FH
A A e &

FXa = MREEE 55 Xa [K1

Andexanet O F$% 5- D f gt L AE

wA)D andexanet 5 (R—7 A h & 2T < ATFHE) Z58 T L7222, 6 UEA X%
BIOHENL CTHIM L, 2> > 5 OB4472% andexanet S FHER T 1% 24 FERILINIZ 2 D356 O A,
andexanet D% 5. (R —T7 ZAF G- L LUK M FHT) ORFTLREE Lo, £72, B&E5T
5855 @ andexanet O & (KHEXIIEHE) IE Table 2.7.6.10-2 IZEH Z & & L7z, HAA
PRE NG T 2581003, FXa IEFAIOME, A&k O8GRI 57 andexanet D
BHEZEGTLZ L& LI

FHEE
ARk
F SRR E H
® HiFXalGtEDR—R T A )b A £ TOLE=E
® — 71 :andexanet £ 5-E f1 O W] EME
® {XfE : andexanet DR — T AFEHET 5 531270 b HIEEHTER T 10 70 £ TORM O HRIE
D HHORAKE
® (LM AHRDERL
MLy RARA v MHIEZBSD Table2.7.6.10-4 1278 31 EHEAEITHE - THIE L 7=
lExcellent] X% [Good] % I:ifzhioEmE Lz,

153 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

Table 2.7.6.10-4: LI RDHIERLE (FHEHE)

® THEANMIM
® Excellent (A2 TdH5) « STEEERT 1 OV 12 B W 5 O MERFRE & KIEDR— AT A
G 20%LL T O
® Good (A THD) « KIEFEKT 12 FFEEZEOMIEERE I KIEDX—ZF A )b 20%H

35%LL T o
® Poor/None (LT @ BEEEK T 12 RGO MBERH, RRKEON—ZX 54 M5
35%8 DOHEN

® IH{bAE i
® Excellent (FZhTH D) : SllFHEK T 2B OMIE~NE 0/~~~ 7 Uy FNEHFD
R—=2 T4 X0 10%LL T DO
® Good (A THD) : KK T 12 FFEBOMIE~NEZ oy /~~ s 7 Uy Mli GO~
— AT A4 L0 10%H 20%LL T O
® Poor/None (AR T2\  AMEEKR T REFEMBOME~E oy ~~ 7 Uy MNilidi
D 20%E8 DIV
T _COREOHIMIZE LT, andexanet # i 5 L7240, M ST M A B OV, X vie [ [+
BUH| & 2 B2 2 D & CHEM L5 E, IkmghRix TPoor, None] (2T LA,

Note: FEMZRMERMEL, [£2—/153.5.1-3, Appendix 16.1.1 DOIEBRE 78 L34 6 ] &M

Note: AHEIEAEIL, IRRITEFHEZFLGTH 4 RCUET I, HEE TE 2 i O E A& % oo i & BRo3 2 B
BUEL pofeid, ENOBRBRERME CIEHAED LN EIG S (BEE X, [£Y 22— 53513,
Appendix 16.1.1 OJRERFE S FHHEYLRTE 3 ] M)

G EERE|

® 2 ODOFEFFHNIEH ORI E ML RN L T, $t FXa {EMEDOZ b % 1k i gh Rk o TRl &
LTHENET D2 b b Lo, REMZEMIT A7 OBMOFHGIE B I35E Lo 70,

PR EEAE B

® Andexanet D7 — 7 AE5-B4A)> 5 andexanet O s RS T 12 RERI % £ TR M ERG % 1
[BILL_EREAT U 7= g5 2k

® Andexanet £ 5% DIEFRE A FXa [LEFREOKT (TEXH A U R—m X P 0 XX
T RF D E ST RS 2t 5)

® Andexanet DR — 7 A L5 BALAEH D andexanet O SR FHER T 12 K[ $4 & ClzaR M ER ML <
AR 1 Bl 72 0 O BATEL

® KIGBRTCHUE L 72 ik A & O UL Ak i o F 5 B LS O AR DL

®  Andexanet 5% O I OFEBLKGL [F 4D andexanet $ 5-TH N7 (L1203 (TExcellent
X TGood)) 2MEBIL, 232, FAID andexanet S FFER T 24 BEELINIZ R CHEBAL X
FRNOE AL THML U 72356 2 F i & E# L7z ]

® ol b UpEARE MK s e v v o pEARE (LT, TF-ETP) & L CHIE] 5k

& L7z andexanet |2 X % HréeE EH O 20k

Andexanet 1% 5-5i#4 D IERE &M K ONER TFPI B

Andexanet £ 5-Hit2 D7 > F bu v 1 fE

Andexanet # 5-Fi% O Flla IEMEE (= /7 530 U 5HERE D7)

MAEHG R D Y R 7 D3O EREE N HH g B C o ik i 3h SR DRk
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®  Andexanet O SR EER T 1% 1 RERE, 12 RERE] K& OV 30 HIf T Glasgow Coma Scale A =27 D
N—=2 T A b OEE (BN MR D7)

®  Andexanet O SR EFIER T2 1 BER], 12 FER] )X O 30 H IRFAL T modified Rankin Score D X—
ATA b OEbE (GAZENH ISR D7)

®  Andexanet O sl FFERE T 1 IRefE], 12 REfH 2 OF 30 A e C o0 K [E [E ST AR BF SR I 26 2
AT =N DR—=R2T A o hbOE R (FEZEN M ERE O )

et
ZRMFEEBIL, AEFFER oy FRA U MEZBESHIE LT KO e EES:
BETe) . NAZNYA L BRIRRAE R O R L Lz,

At FIE
BRERR D

1B Zh B s (FEFMER D 1 ) ICHESXWRER Z MBS LIz, A%h7 1k mgh &

(TExcellent] X% [Good)) 73 61%DHERE TR LD LIUE LTz, A ZhERHMN rIEER] 162 #T
X, A2 MR DG B 2 BRE OFEIE O 95%EHEXHE (BLTF, CD @ FIRA 50%% k-
B2 (R T)) 1£80% & 725,

#) 30%DYEERFE 1L, N—R T A LHREOHL FXa IGVER AN RER O EER (7 X
KON S—1 YN BARER TIL 75 ng/mL DL B, = R38R Tl 40 ng/mL LA
b = XY RY BRI TIE 025 TU/ML LLE) 124, AOMEO BT BRI X
NHZENTFERINT, T2, #WERE DR K 5% andexanet & IXERZR 2B I X 0 A0
ATREGI DN BRI S D & TRE S 4L, BERBRE A 250 BlICRRE LTz, S BT, BHEWNH M EF
Z 110 BILL B EkT25 2 L e MERA I TRE B & iR T D 72D BRBRE HE 350 H
R E LTz,

T D%, WERFBERTEOEE | FHILOBEIY 25 OFR, UIH =R A ESE | #K
BRE B ARET DL ERFI L. 2D ORI X DR EBOBINE 2 T, ek ki
500 BIZERE LTz,

FRAT ST S £
o MMM ; andexanet PRG-I N T RTOWEBRE & Lz,
®  HIMWEMNT R GAER  BARVEMIT R REM D > B, LLFOTXRCUTEY T D 88E & L=,
® NIl RAA LV MEZBERICK > THMIZEE T 2B HEIC AT 5 L flE S hviz
& N—RTA VO FXalGET — X5 HT 5
0 RN—RTAUEFOH FXa {EMER, 7T EX VAR KON N—a Yo B HGERE T
75 ng/mL LA b, = REH AR GHERE TIX 40 ng/mL UL b, = V80 R E R
TIX0251UmML LA ECTH - 7=

B

FTEIMEA D 1 > TH D5 FXa IFEHDOR—2 T 1 USRI E TOLLRTIE, FEHHE.,
ROl EERZE (BLF, SD). He/ME. FKfE, KOV RAEOEH] 95%CI Z & H Lz, Hdefi
DA 95%CL 1L/ /3T A MU v 772 7B L0 EH Lz, T RfED ] 95%CIL 23 0 %25 £ 72
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WA, 1 ODHOEEAMNER SN O LR LT,
b9 —HOTEFHMEE Th 5 (MR OERMIL, M= RAR A MEEZ B S [Excellent)
XX TGood) ELHIE LT7chtafA@hiaibin (A2 Ths) & L, A7k fizh RAE b /- g
B ORIG R OZ DIEMER 95%Cl 25 H Uiz, A&7k M RAG b NI BRE OFIG 1S AE
(p<0.05) 1T 50%% LlF~7-354A . andexanet (2 X 2 kW BRI N b D ERLR LT,
Ml CEAD p EIXIEME 72 “HRME A2 AW TR LT,
FIFOWMRAZHERFT 572010, 1 DHOEEHBPERINIZGAIZ, 2 OHOFEHEHM AR
fili L 7=,
BIR BRI TH S0 FXa [HEEOIKT & kiR ok & OREEOFMmIZIL, hifnZh ROk
(IExcellent] X% TGood] #HZ%N) %7 7 KF A, andexanet ¥ 5 OREAE (FEE 7 &%
N U ANR—aF R R REH R Tt 30 ng/mL, =/ %30 > CiX0.10 IU/mL &3 %)
EHEELTIZ0VAT v ERETAERWE, o, = Y80 VIR GRS 2R L
7o M1 M OVBRZE N BB k3 2 AT & 330 U 7o, it O BEK) 2 LU R ISR,

Model | Population Reduced Model covariates Full Model covariates

1 Efficacy, excluding patients with | None (intercept only model) Indicator variable for on-
Non-Evaluable Hemostatic treatment Nadir anti-fXa level

Efficacy due to Admin reason < threshold*
2 Same as (1) except exclude | None (intercept only model) Indicator variable for on-
enoxaparin patients additionally treatment Nadir anti-fXa level

< threshold*
3 Same as (1) except exclude | None (intercept only model) Log of on-treatment Nadir

enoxaparin patients additionally anti-fXa level
4 Same as (1) except exclude | Log of (baseline ICH volume | Reduced Model covariates plus
non-ICH patients additionally +1), Indicator variable for | Indicator variable for on-
Infratentorial involvement treatment Nadir anti-fXa level

< threshold*

ICH = Intracranial hemorrhage
*The threshold=30 ng/mL for apixaban, rivaroxaban and edoxaban, and 0.10 IU/mL for enoxaparin.

fEtr ofEFR L LTiE, BkHtit &, KO bDETANLELIILA v X E £ D 95%CI
KO p iz R4 Z & & Lz, Full €5 /L & Reduced 7 /L% A3 HLREIC L 0 g L p ff43<0.05
D Reduced 7V EFEHITH Z & & L7-, Receiver operating characteristic (LA, ROC) @
AUC & 2D 95%Cl &5 L7z,

BRAFHIEEE TOX—2 T A 26 OZ b VAL TIE, A, TR, SD. f/IME,
RME, KO RIEOMH 95%Cl Z2H i Lz, FREOHM 95%Cl DR HIZ X LR E &
[d U iE2 Hviz,

Ry LT

NIRRT AR 25 G & U, HZERHMIE B T b 2 1k i zh R O R AT 2 FEh L 72, =T
i 2R, MR (B, k) . AFE (5 IR O AFRIZ T X THE) . 4l (65 FAm .
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65 Lk £ 75 LA, 75 i) . FXa FREA ORI (7 ey 0 U _A—m P = ey
Ny YN V) HilEReL (BEEN I, EALE i, Z Of) . andexanet D H & [KH
i (400 mg 7" — 7 A5 + 480 mg AR FHE) | & (800 mg AN — T A G- + 960 mg AT 1.
Hil (dbk, 3 —vw v ] BR) e (V7 L7 F =2+ 7 U T Z A 50 mL/min i, 50 mL/min
k) &L,

Z4etE

HERQIIEREEMAGEEN— 3 2 18.0 Z VTR 2, a8 B BRI R K OFEAZERINIC
FHRI LT, B, FRIWORRWIRY | AEFRRITEHIER GRRBRICEE L FELE R T,

ML=y RARA ¥ MHEZRERIT, B, et FEangbins IS EmMARE L3
RTOESEZHE LT,

SRR (MRFIREEER) ORX—AT7 A4 U NEOELRONA ZLY A L DR—2T A
B DB BRI LT,

R

ATV 2—1276 TlE, T—F vy bA7 (202046 H 30 H) A TTF—ZNES L TW
72477 B (HARN 1T HlEET) OFRERT, 2, ZNb#mEFOMIc, T—F By N4 T7#%
26 (WTFRHEAARN) OF—ZB3HoNTEY, YT — XIIARMITICITED T, fHxl
Rerd&E L,

BREDONR, N—RX T AV EOA DI ZAEE

Andexanet 3 5- X472 477 ) (HARN 17 #1) & ZEVERNT S REICE DT,

AIEERZ E T LI DI 477 151177 392 151 (82.2%) Ak H113 3 4511 (0.6%) . F11E L 72 D 1% 82 51 (17.2%)
Thot-, TIEFHIL, T (78 {ﬁJ) BEAREE (1 FD ., FFE 2 F) ., FEEME (f) T
bole, BARNTRIBHREZSE T L0 17 #lH 16 1] (94.1%) . F1EL7=Dix 141 (5.9%) TH
D, ZOoFIEHEB T THo T2,

FEBT X GEF D EFITHE . 477 il 347 5 (HARN 17 Bilrp 14 1) % 2Tt G5 [
Gz,

LAV R O I DFENT R R EM TOR—2 T 4 VKA OH air%éﬁfrfrré% Table 2.7.6.10-5

(BARHER) KO8 Table 2.7.6.10-6 (HARNER) 13T, £z, MM RER 2 TO FXa
BELFE A 51 0 H ifn 5B R D FE BRI A Table 2.7.6.10-7 1287,

LRVERNT R REM SR TO AT ) —= 2 ZHREOFE O HFRAE 1T 79.0 7% (#6FH :20.0~97.0 %)
Thol-, 1 FEAENAN (86.8%) T. MBITITEIE 543%., Mt 45.7% CTdH >7-, Andexanet
BeHRNCE G- SN TV FXa BEANL, 7 EXH 02 514%, U N—a FH 30008 36.5%, T
RPN 75%, =/ TV %0 R 4.6%Tho7-, FXa BHER ORKE G R ME T
BRI 463 BITH Y . TN HHERFE O FXa [LEAIORKEE 57> 5 andexanet #% 5Btk £ TORF
MO RAEIE 11.42 B TH o 72 CEEIE £SD @ 11.74 +4.743 BE) . HIMERATIE . BHZE PN H I A3
69.0% L b % <. RO TIHALE M 22.9%, EOMN 82% Th -7z, 7285, HIIMEMNT x5
HEHAEETOR=RT 4 KON OFRHFERRRE T, R S4ER L FEEI L Tz,

HAR N DZ VMR REM TD A 7 ) — = FEEOFHH O 9B 1 78.0 5% (i : 58.0~91.0
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%) TV MERITITEM 58.8%. Lt 41.2%TdHh - 7-, Andexanet % 5-RIZE G XN TV /- FXa
FLEANL., 7 EFH N2 353%, U 8= FH 80 M 353%, = REH3008294%, = /) F4
N UM 0% ThoTz, BARANEF TCOHMETAITT X TEHENNML TH -7,

Table 2.7.6.10-5: X—R 54 VEUVAOMEFHEE (REERVAIMEBRTIHARER. K&K

=)
Safety Population Efficacy Population
Parameter (N=477) (N=347)

Age (years)

Patients (N) 477 347

Mean (SD) 77.9 (10.66) 77.8 (10.63)

Median 79.0 79.0

Min, Max 20.0,97.0 24.0,97.0
Age, n (%)

< 65 years 46 (9.6) 35 (10.1)

65-75 years 116 (24.3) 83 (23.9)

> 75 years 315 (66.0) 229 (66.0)
Sex, n (%)

Male 259 (54.3) 184 (53.0)

Female 218 (45.7) 163 (47.0)
Ethnicity, n (%)

Not Hispanic or Latino 449 (94.1) 328 (94.5)

Hispanic or Latino 16 (3.4) 11 (3.2)

Unknown/Missing 12 (2.5) 8(2.3)
Race, n (%)

White 414 (86.8) 300 (86.5)

Black or African American 29 (6.1) 21 (6.1)

Other 25(5.2) 20 (5.8)

Missing 9(1.9) 6 (1.7)
Region, n (%)

North America 212 (44.4) 152 (43.8)

EU 248 (52.0) 181 (52.2)

Japan 17 (3.6) 14 (4.0)
FXa Inhibitor, n (%)

Apixaban 245 (51.4) 172 (49.6)

Rivaroxaban 174 (36.5) 130 (37.5)

Edoxaban 36 (7.5) 28 (8.1)

Enoxaparin 22 (4.6) 17 (4.9)
Bleed Type, n (%)

GI 109 (22.9) 78 (22.5)
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Table 2.7.6.10-5: X—R 54 VEUVAOMEFHEE (REERVAIMEBRTHARER. K&K

=)
Safety Population Efficacy Population

Parameter (N=477) (N=347)
ICH 329 (69.0) 247 (71.2)
Other 39 (8.2) 22 (6.3)

BMI (kg/m?)

Patients (N) 461 334
Mean (SD) 26.6 (5.64) 26.6 (5.82)
Median 25.8 25.8
Min, Max 14.7, 56.6 14.7, 56.6

BMI = Body mass index; EU = European Union; FXa = Factor Xa; GI = Gastrointestinal, ICH = Intracranial hemorrhage;
Max = Maximum; Min = Minimum; N = Number of subjects; SD = Standard deviation

Notes: Data cutoff date: 30Jun2020. The Safety Population includes all patients who received any amount of andexanet. The
Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria, and had a
baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and rivaroxaban, > 40 ng/mL for edoxaban, or >
0.25 IU/mL for enoxaparin.

Bleed type was adjudicated by the Endpoint Adjudication Committee.

Asian patients and American Indian or Alaska Native patients are reported as other.

Source: 14-505 study CSR Table 8

Table 2.7.6.10-6: R—X 54 Y RUANOMETFIEE (REMRUVAEEIHARER. BAA

&M
Safety Population Efficacy Population
Parameter (N=17) (N=14)

Age (years)

Patients (N) 17 14

Mean (SD) 77.1 (8.88) 75.9 (8.70)

Median 78.0 77.0

Min, Max 58.0,91.0 58.0,91.0
Age, n (%)

< 65 years 1(5.9) 1(7.1)

65-75 years 6 (35.3) 5(35.7)

> 175 years 10 (58.8) 8(57.1)
Sex, n (%)

Male 10 (58.8) 8(57.1)

Female 7 (41.2) 6 (42.9)
FXa Inhibitor, n (%)

Apixaban 6 (35.3) 5@35.7)

Rivaroxaban 6 (35.3) 5@35.7)

Edoxaban 5(29.4) 4 (28.6)

Enoxaparin 0 0
Bleed Type, n (%)

ICH 17 (100.0) 14 (100.0)
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Table 2.7.6.10-6: "—R 54 Y ERUAOMEFHEE (REMRVADMEEMARER. BEA

3G
Safety Population Efficacy Population
Parameter (N=17) (N=14)
BMI (kg/m?)

Patients (N) 17 14

Mean (SD) 23.1(3.98) 22.8 (4.01)
Median 23.0 22.9

Min, Max 17.9,30.7 17.9,30.7

BMI=Body mass index; FXa=Factor Xa; ICH = Intracranial hemorrhage; Max = Maximum; Min = Minimum;
N = Number of subjects; SD = Standard deviation

Notes: Data cutoff date: 30Jun2020. The Safety Population includes all patients who received any amount of andexanet. The
Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria, and had a
baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and rivaroxaban, > 40 ng/mL for edoxaban, or >
0.25 IU/mL for enoxaparin.

Bleed type was adjudicated by the Endpoint Adjudication Committee.

Asian patients and American Indian or Alaska Native patients are reported as other.

Source: 14-505 study_Table 14.1.1.2]

Table 2.7.6.10-7: FXa [EEFIA DO HIMEABA A DREFKRE (REMBRTNRER. £AKEKH)

All Patients
FXa Inhibitor Bleed Type n (%)
All Patients Total 477 (100.0)
GI 109 (22.9)
ICH 329 (69.0)
Other 39 (8.2)
Apixaban Total 245 (51.4)
Gl 43 (9.0)
ICH 184 (38.6)
Other 18 (3.8)
Rivaroxaban Total 174 (36.5)
GI 52 (10.9)
ICH 105 (22.0)
Other 17 (3.6)
Edoxaban Total 36 (7.5)
Gl 7 (1.5)
ICH 29 (6.1)
Other 0
Enoxaparin Total 22 (4.6)
GI 7(1.5)
ICH 11 (2.3)
Other 4(0.8)

FXa = Factor Xa; GI = Gastrointestinal; ICH = Intracranial hemorrhage (includes intracerebral, subdural and subarachnoid);
n = Number of subjects
Notes: Data cutoff date: 30Jun2020. The Safety Population includes all patients who received any amount of andexanet.
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Bleed type was adjudicated by the Endpoint Adjudication Committee.
Source: 14-505 study CSR Table 9

BR & DR VL

ZRMERENT R 477 Bl 5 B 381 HiIZ andexanet DIKH & (400 mg %R — T A 5%
480 mg % 4 mg/min DL T 120 FrH2TF THE) 23, 96 HllZmHE (800 mg AR — T A 5441
960 mg Z 8 mg/min D T 120 /T Tieh) B h-S vz, 477 Birh 438 5] (91.8%) 237
— 7 A R ORTREREZSE T L, 27 61 (5.7%) 23485917, 7 61 (1.5%) 2385255 7 1] (1.5%)
NG o7,

H AN D2V R EM TIX, 17 H1D 5 5 13 BiIZ andexanet DK &, 4 FllZ @ HEN
Beh &, 17 0T_RTHR—T AR OSEHEE ST Lz,

B D E BT
PLFXa {EEDR—R2 T A U bR IE E TOELE

HNMEMAT R G B (2K 347 B, HARAN 14 f5]) TO FXa FEHFIBIOH FXa (G %
Table 2.7.6.10-8 (&{A4EM]) & TX Table 2.7.6.10-9 (HAAEM) (2R,

PLFXa {EVEDN—R2 T A VP B EAREE TOE(LEOHRAE (95%CD 1%, 7 EF &5
PR T-93.3% (-94.2%. -92.5%). U N—u FH N HHERE T-94.1% (-95.1%. -93.0%). T
RPN GEWERE T-71.3% (-82.3%. -65.2%) KOx /) 480 G4 ERE T-7541%
(-79.17%, -66.67%) TdH->7=, \WTID FXa [LEHRITH, ZLEOFRIED 95%CI 23 0 & F
9. andexanet |2 X % FXa [HLEA|OHT FXa IETEDO A B 721K TR S vz,

HARNEMTIE, BT FXa {EHEDOR—RA T 1 U0 BRAKEE TOZELEOFIAE (95%CI) 1%,
T XY GWERE T-954% (-96.2%. -93.7%). U SN—n YN E G AERE T-96.1%
(-97.8%. -94.5%). = RFH N FLHEERHE T-822% (-87.9%. -77.7%) To -7z,

Table 2.7.6.10-8: FXa [AEHFIAI D FXa &t (MR THERER. £/hEH)

Apixaban Rivaroxaban Edoxaban Enoxaparin
Variable Statistic (ng/mL) (ng/mL) (ng/mL) (IU/mL)
Baseline Patients (N) 172 130 28 17
Mean (SD) 173.1 (115.64)  243.2(139.13)  150.0 (112.79) 0.56 (0.235)
Median 146.9 2135 121.1 0.48
Min, Max 76.5, 950.0 75.0, 862.4 40.8, 580.4 0.27, 1.06
Median 95% CI 132.6, 163.9 180.8,245.3 79.7,160.9 0.41, 0.61
25th, 75th Perc 99.4, 196.9 142.5, 298.7 70.3, 202.4 0.41, 0.61
On Treatment Patients (N) 172 130 28 17
Nadir Mean (SD) 18.5 (37.76) 37.3(73.47) 63.5 (116.42) 0.14 (0.060)
Median 10.0 10.8 244 0.11
Min, Max 4.0,297.2 4.0,483.4 4.0,597.9 0.10, 0.32
Median 95% CI 8.3,11.6 8.8,13.5 18.0, 57.5 0.10, 0.16
25th, 75th Perc 5.3, 17.0 6.3, 27.9 14.1, 62.2 0.10, 0.16
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Table 2.7.6.10-8: FXa [HEHIAI D5 FXa FE (BB THRER. £HEH)

Apixaban Rivaroxaban Edoxaban Enoxaparin
Variable Statistic (ng/mL) (ng/mL) (ng/mL) (IU/mL)
Change from Patients (N) 172 130 28 17
Baseline Mean (SD) -154.6 (98.70)  -205.8 (125.29) -86.5 (70.94) -0.41 (0.218)
Median -136.2 -175.3 -65.4 -0.37
Min, Max -870.3,0 -692.7, 72.0 -251.2,23.2 -0.89, -0.09
Median 95% CI -148.1,-121.3 -197.6, -149.9 -104.4,-45.2 -0.47,-0.29
25th, 75th Perc -181.9, -90.4 -267.3, -112.1 -124.7, -41.2 -0.47, -0.29
Percent Change Patients (N) 172 130 28 17
Mean (SD) -90.9 (10.24) -86.3 (20.56) -65.8 (27.36) -71.71 (14.261)
Median -93.3 -94.1 -71.3 -75.41
Min, Max -99.5,0 -98.6, 34.0 -98.2,9.5 -83.96, -21.95
Median 95% CI -94.2,-92.5 -95.1,-93.0 -82.3,-65.2 -79.17, -66.67
25th, 75th Perc -95.3, -90.4 -96.4, -87.2 -84.5, -63.1 -79.17, -66.67

CI = Confidence interval; FXa = Factor Xa; N = Number of subjects; Perc = Percentile; SD = Standard deviation

Notes: Data cutoff date: 30Jun2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and
rivaroxaban, > 40 ng/mL for edoxaban, or > 0.25 IU/mL for enoxaparin. Values >950 ng/mL were replaced with 950 ng/mL
(the upper limit of quantitation). Values <4 ng/mL (or <0.10 IU/mL for enoxaparin) were replaced with 4 ng/mL (or
0.10 IU/mL) (the lower limit of quantitation), respectively.

For patients with missing values for nadir, change and percent change were imputed as zero. The 95% CI for the median is
based on distribution free method.

Patient was in the apixaban group, but was reported as the rivaroxaban group in the laboratory results. The patient is
summarized in the apixaban group.

The on-treatment nadir is the minimum value observed from start of andexanet administration (30 minutes after bolus) to
30 minutes before end of infusion. If results of both timepoints are missing, then it is equal to the baseline value.

Source: 14-505 study CSR Table 13

Table 2.7.6.10-9: FXa [EEFIFI D FXa &t (EMEBRHRER. BARAEH)

Apixaban Rivaroxaban Edoxaban
Variable Statistic (ng/mL) (ng/mL) (ng/mL)
Baseline Patients (N) 5 5 4
Mean (SD) 203.8 (113.47) 187.1 (123.48) 89.7 (33.26)
Median 215.1 180.8 87.9
Min, Max 86.4,335.0 79.9,392.3 51.5,131.5
Median 95% CI 86.4,335.0 79.9,392.3 51.5,131.5
25th, 75th Perc 91.0, 291.3 101.6, 180.8 66.1, 113.3
On Treatment Patients (N) 5 5 4
Nadir Mean (SD) 10.5 (6.30) 7.4 (5.88) 14.8 (3.93)
Median 12.7 4.4 14.8
Min, Max 4.0,18.3 4.0,17.7 11.2,18.3
Median 95% CI 4.0,18.3 4.0,17.7 11.2,18.3
25th, 75th Perc 4.0, 13.4 4.0, 6.9 11.4, 182
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Table 2.7.6.10-9: FXa BAEHFIBIDI FXa &t (AR TRER. BARAALH)

Apixaban Rivaroxaban Edoxaban
Variable Statistic (ng/mL) (ng/mL) (ng/mL)
Change from Patients (N) 5 5 4
Baseline Mean (SD) -193.3 (108.01) -179.7 (117.93) -74.9 (31.04)
Median -201.7 -173.9 -73.1
Min, Max -322.3,-82.4 -374.6, -75.5 -113.2,-40.3
Median 95% CI -322.3,-82.4 -374.6, -75.5 -113.2,-40.3
25th, 75th Perc -273.0, -87.0 -176.8, -97.6 -98.4, -51.5
Percent Change Patients (N) 5 5 4
Mean (SD) -94.9 (1.13) -96.0 (1.20) -82.5(5.27)
Median -95.4 -96.1 -82.2
Min, Max -96.2,-93.7 -97.8,-94.5 -87.9,-77.7
Median 95% CI -96.2,-93.7 -97.8,-94.5 -87.9,-77.7
25th, 75th Perc -95.6, -93.8 -96.2, -95.5 -87.0, -78.0

CI = Confidence interval; FXa = Factor Xa; N = Number of subjects; Perc = Percentile; SD = Standard deviation

Notes: Data cutoff date: 30Jun2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and
rivaroxaban, > 40 ng/mL for edoxaban, or > 0.25 IU/mL for enoxaparin. Values >950 ng/mL were replaced with 950 ng/mL
(the upper limit of quantitation). Values <4 ng/mL (or <0.10 IU/mL for enoxaparin) were replaced with 4 ng/mL (or
0.10 IU/mL) (the lower limit of quantitation), respectively.

For patients with missing values for nadir, change and percent change were imputed as zero. The 95% CI for the median is
based on distribution free method.

The on-treatment nadir is the minimum value observed from start of andexanet administration (30 minutes after bolus) to
30 minutes before end of infusion. If results of both timepoints are missing, then it is equal to the baseline value.

Source: 14-505 study Table 14.2.1.1aJ

B INEREAT R G AL 424K TP andexanet Z #% 5 L 7= & & OFL FXa IGO0 F il O HER 4 FXa [H
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WO FXa FLEAITH . andexanet DR — 7 AL HT FXa TGO HRAEITEC KT
L. RIEEEOM. £ 0 L ~UEHER SNz, AUREHER T 5 4 R4 £ Tht FXa 1EPEITFER
MZ EH L7,

163 /350



2.7.6 2 DRERDOE &
TUFEYRy N TAT7y GEIG R Z)
Figure 2.7.6.10-1: FEFXHY /N>, YNR—0OFH/NY, T RFYNIURIEI/ FHN) DB E5HER
#(Z andexanet &5 L1- & T FXa FHEOHR (AOMETNRER.
EHEH)
T RN SR

1<
Ei 2
] E
ksl X<l
el he]
2 2
w w
E
[=2]
=
=
=z
© [ —
<
©
X 80+
Z
< 60
40 .
204 A -+
9
0 T T T
Screening 0 2 6 10 14
Time (hour)
[ FXalnhibitor: Apixaben
e S RaPE Lt <1
§
El g
3 £
k] k]
ke
5 k5
300 +—
280
260
240
E 220 °
? 200
E 180
jé 160 |
< 140+
< \
X 1204 | —
£ 1004 |
< \
8- |
60 |
40+ -+
01 oo
0 T T T T
Screening 0 2 6 10 14
Time (hour)
FXaInhibitor: Rivaroxaban

164/ 350



2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

Figure 2.7.6.10-1: ZEXH /N>, YNR—0OFH/NY, T RFYNIURIEI/ FHN) DB E5HER
#F(Z andexanet x5 L= & Z D FXa FEDO#E (Ao REM.
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Notes: Data cutoff date: 30Jun2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of >75 ng/mL for patients receiving apixaban and
rivaroxaban, > 40 ng/mL for edoxaban, or > 0.25 IU/mL for enoxaparin.

Values > 950 ng/mL were replaced with 950 ng/mL (the upper limit of quantitation). Values < 4 ng/mL (or < 0.10 IU/mL for
enoxaparin) were replaced with 4 ng/mL (or 0.10 IU/mL) (the lower limit of quantitation), respectively. Time course of
Anti-fXa activity is shown as [median, 25th, 75th percentiles] at each time. Patient was in the apixaban group, but

was reported as the rivaroxaban group in the laboratory results. The patient is summarized in the apixaban group.
Source: 14-505 study CSR Figure 6, Figure 7, Figure 8, and Figure 9
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Table 2.7.6.10-10:Andexanet @ AEEFIR T 12 BEZOLNME (EYMHRTXNRER. &K

&M )
Hemostatic Efficacy
Patients Excellent Good Excellent/Good Poor/None

Group Subgroup o) n (%) n (%) n (%) n (%)
Overall 340 232 (68.2) 40 (11.8) 272 (80.0) 68 (20.0)
FXa Inhibitor ~ Apixaban 169 115 (68.0) 19 (11.2) 134 (79.3) 35(20.7)
Rivaroxaban 127 82 (64.6) 20 (15.7) 102 (80.3) 25 (19.7)

Edoxaban 28 22 (78.6) 0 22 (78.6) 6 (21.4)

Enoxaparin 16 13 (81.3) 1(6.3) 14 (87.5) 2(12.5)

FXa = Factor Xa; N, n = Number of subjects

Notes: Data cutoff date: 30JUN2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and
rivaroxaban, > 40 ng/mL for edoxaban, or > 0.25 IU/mL for enoxaparin.

Patients were adjudicated as non-evaluable for clinical reasons are included in the Efficacy Population and were considered
as having Poor/None hemostatic efficacy.

Patients adjudicated as non-evaluable for administrative reasons were excluded.

Source: 14-505 study CSR Table 19, Table 14.2.2.8

Table 2.7.6.10-11: Andexanet @ AEEIR T 12 BEZOLNME (EYHRETXNRER. BX

AEM)
Hemostatic Efficacy
Patients Excellent Good Excellent/Good Poor/None

Group Subgroup o) n (%) n (%) n (%) n (%)
Overall 14 11 (78.6) 1(7.1) 12 (85.7) 2(14.3)

FXa Inhibitor Apixaban 5 5(100.0) 0 5(100.0) 0
Rivaroxaban 5 3 (60.0) 1 (20.0) 4 (80.0) 1(20.0)
Edoxaban 4 3(75.0) 0 3(75.0) 1 (25.0)

FXa = Factor Xa; N, n = Number of subjects

Notes: Data cutoff date: 30JUN2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of > 75 ng/mL for patients receiving apixaban and
rivaroxaban, > 40 ng/mL for edoxaban, or > 0.25 IU/mL for enoxaparin.

Patients were adjudicated as non-evaluable for clinical reasons are included in the Efficacy Population and were considered
as having Poor/None hemostatic efficacy.

Patients adjudicated as non-evaluable for administrative reasons were excluded.

Source: 14-505 study Table 14.2.2.2], Table 14.2.2.8]
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Figure 2.7.6.10-2: Andexanet M =EFEHR T 12 BREZOAMTIEMIHE (TExcellent] X%
[Goodl) IZXT HEMAEEBRHT (BUMEHIHNRER. 24KKH)

Patient: Events Exact

Subgroup (N) n(%) 95% Cl

Overall . 340 272 (80.0) (75.3,84.1)
Age

<65 years * 34 28 (82.4) (65.5,93.2)

65 - 75 years —— 81 71(87.7) (78.5,93.9)

>75 years | * 225 173 (76.9) (70.8, 82.2)
Sex

Male | o 181 144 (79.6) (72.9, 85.2)

Female * | 159 128 (80.5) (73.5, 86.4)
Race

White [ o 293 234 (79.9) (74.8,84.3)

Black or African American * 21 18 (85.7) (63.7,97.0)

Other . 26 20(76.9) (56.4,91.0)
Region

North America [ o 150 127 (84.7) (77.9, 90.0)

EU . 176 133 (75.6) (68.5,81.7)

Japan . 14 12(85.7) (57.2,98.2)
FXa Inhibitor

Apixaban . 169 134 (79.3) (72.4,85.1)

Rivaroxaban * 127 102 (80.3) (72.3, 86.8)

Edoxaban . 28 22 (78.6) (59.0,91.7)

Enoxaparin * 16 14 (87.5) (61.7,98.4)
Bleed Type

€] . 74 61(82.4) (71.8,90.3)

ICH —— 244 193 (79.1) (73.5, 84.0)

Other * \ 22 18 (81.8) (59.7,94.8)
eGFR

<30 mL/min . \ 34 27 (79.4) (62.1,91.3)

30-< 60 mL/min * | 133 109 (82.0) (74.4, 88.1)

>= 60 mL/min — 154 119 (77.3) (69.8, 83.6)

Missing . 19 17 (89.5) (66.9, 98.7)
Andexanet Dose

Low (400 mg bolus + 480 mg V) . 269 218 (81.0) (75.8, 85.5)

High (800 mg bolus + 960 mg V) \ | 7 54 (76.1) (64.5,85.4)

\ \ \ \ \ \
0 20 40 60 80 100

% Events (95% Cl)

CI = Confidence interval; eGFR = Estimated glomerular filtration rate; FXa=Factor Xa; GI = Gastrointestinal;
ICH = Intracranial hemorrhage; IV = Intravenous(ly); N = Number of subjects

Notes: Data cutoff date: 30Jun2020. The Efficacy Population includes all patients who received any amount of andexanet,
met clinical bleeding criteria, and had a baseline anti-fXa level of >75 ng/mL for apixaban and rivaroxaban, > 40 ng/mL for
edoxaban, or > 0.25 IU/mL for enoxaparin.

Bleed type was adjudicated by the Endpoint Adjudication Committee.

Patients were adjudicated as non-evaluable for clinical reasons are included in the Efficacy Population and were considered
as having Poor/None hemostatic efficacy.

Patients adjudicated as non-evaluable for administrative reasons were excluded.

Asian, American Indian or Alaska Native, or missing are reported as other.

*Above threshold includes patients whose baseline anti-fXa value is at or above the threshold (rivaroxaban >75 ng/mL,
apixaban >75 ng/mL, edoxaban >40 ng/mL, enoxaparin >0.25 IU/mL). Below threshold includes patients who baseline
anti-fXa value is below the threshold.

Source: 14-505 study CSR Figure 10
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A2 DB R AT
P FXa JEPEDAR T & (k1 %h 5 o0z ak & oo B
AE 1 2sh e % RFAR C & 72 A ST X SR [ 340 4 & K5, P FXa IEEDIR T & (ki sh Fh oo
Bl & o B A& FEATG L 72,
% FXa PLEAITO MR OP FXa IEPE%E Table 2.7.6.10-12 12, (LW ERHFHTH D
(IExellent] X% TGood)) &HIE I 7-#BRE CTOHL FXa 1EME & i zh B oo Bt o EE) [k
MmN RENEZ TN ([Poor/None ) & HIE S i-wir#E & OLb#] % Table 2.7.6.10-13 {2737,
ML RiRA > MUERBSOHEICHKS &, Ik R %2FH%) (TExcellent] XX [Good)) .
HZ T/ ([Poor/None)) IZ/3FEL., RY AT v 7[R 2 %EhE L T, $T FXa IEEOKT
LAk RO & O EMEZ TN L7z, ZOfR. M RA AN TH LD ([Exellent] XX
[Good)) &HIE AL, M o8t FXa IEPEDEER £ O BIEARMIZIE T L W72 88E o 4~ X1,
BHih T (TPoor/None ) & HIE SNI-HBRE OF v XL il U CHREFFIAEICE > T2 [ 4
» XL 11,850, 95%CI : 1.010, 3.388 (p=0.046) ], ROC ® AUC (95%CI) i 0.5551 (0.4959. 0.6144)
THY., 05 Z2b TN ERISZBRETH-T-,

Table 2.7.6.10-12: & FXa EE&I TO LM RFN Dt FXa i&E (BRI RER. £4%EH)

Hemostatic Efficacy
FXa Inhibitor Variable Statistic Excellent/Good Poor/None
Apixaban (ng/mL) Baseline Patients (N) 134 35
Median 95% CI 146.3 (128.2, 163.9) 160.5 (118.0, 185.5)
On Treatment Nadir Patients (N) 134 35
Median 95% CI 9.7 (8.1,11.2) 11.3(5.3,16.7)
Percent Change Patients (N) 134 35
Median 95% CI -93.4 (-94.3, -92.6) -93.3 (-95.3, -90.6)
Rivaroxaban (ng/mL) Baseline Patients (N) 102 25
Median 95% CI 200.5 (172.7,239.2) 291.7 (176.1, 309.4)
On Treatment Nadir Patients (N) 102 25
Median 95% CI 9.7 (8.4, 11.5) 17.5 (8.4, 49.8)
Percent Change Patients (N) 102 25
Median 95% CI -94.6 (-95.2, -93.5) -92.4 (-96.5, -85.0)
Edoxaban (ng/mL) Baseline Patients (N) 22 6
Median 95% CI 110.5 (74.7, 160.9) 162.4 (61.9, 580.4)
On Treatment Nadir Patients (N) 22 6
Median 95% CI 20.4 (13.2, 57.5) 53.7 (18.0, 597.9)
Percent Change Patients (N) 22 6
Median 95% CI -75.8 (-84.4, -65.2) -65.2 (-85.3, 3.0)
Enoxaparin (IU/mL) Baseline Patients (N) 14 2
Median 95% CI 0.48 (0.40, 0.61) 0.50(0.43, 0.57)
On Treatment Nadir Patients (N) 14 2
Median 95% CI 0.13(0.10,0.21) 0.11 (0.10, 0.11)
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Table 2.7.6.10-12: % FXa AE&I TOLLMBME R D FXa FE (AHMEBRTHRER. £KEKHD)

Hemostatic Efficacy
FXa Inhibitor Variable Statistic Excellent/Good Poor/None
Percent Change Patients (N) 14 2
Median 95% CI -75.20 (-77.08, -65.91) -78.44 (-82.46, -74.42)

CI = Confidence interval

Notes: The Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria,
and had an anti-fXa level of >75 ng/mL for apixaban and rivaroxaban, >40 ng/mL for edoxaban, and >0.25 IU/mL for
enoxaparin.

Values >950 ng/mL were replaced with 950 ng/mL (the upper limit of quantitation). Values <4 ng/mL (or <0.10 IU/mL for
enoxaparin) were replaced with 4 ng/mL (or 0.10 IU/mL) (the lower limit of quantitation), respectively.

Patients were adjudicated as non-evaluable for clinical reasons are included in the Efficacy Population and were considered
as having Poor/None hemostatic efficacy.

Patients adjudicated as non-evaluable for administrative reasons were excluded.

For patients with missing values for nadir, change and percent change were imputed as zero. The 95% CI for the median is
based on distribution free method.

Source: 14-505 study CSR Table 21

Table 2.7.6.10-13: i FXa FE L LR OEEMEDER (AR HRER. 24K

Log
Likelihood
Parameter Odds Ratio (95% Ratio
Model # N Variable (SE) CI) P-value |AUC (95% CI) P-value

Model 1 340 | Nadir30 Anti-fXa | 0.615 (0.309) | 1.850 (1.010, 3.388) | 0.046 |0.5551 (0.4959, 0.051
Threshold 0.6144)

Model 2 324 | Nadir30 Anti-fXa | 0.732(0.320) | 2.079 (1.111,3.892) | 0.022 |0.5625 (0.5031, 0.026
Threshold 0.6220)

Model 3 324 Log of -0.247 (0.123) | 0.781 (0.614, 0.993) |  0.044 0.5691 (0.4855, 0.047
On-treatment Nadir 0.6528)

Anti-fXa Activity
Reduced 244 | LogofBaseline |-0.143(0.121)|0.867 (0.684, 1.100) | 0.239 |0.5609 (0.4751, 0.185

Model 4 ICH Volume 0.6467)
Infratentorial -0.203 (0.420) | 0.816 (0.358, 1.860) | 0.629 — —

Involvement

Full Model 4 | 244 | Log of Baseline |-0.147 (0.122) | 0.863 (0.680, 1.096) | 0.227 ]0.5944 (0.5075, —
ICH Volume 0.6813)
Infratentorial -0.199 (0.422) | 0.819 (0.359, 1.872) |  0.636 — —
Involvement

Nadir30 Anti-fXa | 0.525 (0.387) | 1.690 (0.792,3.608) | 0.175 — —

Threshold

CI = Confidence interval; FXa = Factor Xa; ICH = Intracranial hemorrhage

Notes: The Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria,
and had a baseline anti-fXa level of >75 ng/mL for apixaban and rivaroxaban, >40 ng/mL for edoxaban, and >0.25 IU/mL
for enoxaparin.

Note: P-value and 95% confidence interval were computed for the primary endpoint (Excellent/Good vs. Poor/None
hemostatic efficacy) using a logistic regression. Bleed type was adjudicated by the Endpoint Adjudication Committee.
Reference group of Nadir30 Anti-fXa Activity is on-treatment Nadir Anti-fXa Activity > 30. Reference group of
Infratentorial Involvement is no baseline infratentorial involvement.
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Model 1: excludes patients with hemostatic efficacy not evaluable due to administrative reasons.

Model 2: excludes patients with hemostatic efficacy not evaluable due to administrative reasons; excludes enoxaparin
patients.

Model 3: excludes patients with hemostatic efficacy not evaluable due to administrative reasons; excludes enoxaparin
patients.

Model 4: excludes patients with hemostatic efficacy not evaluable due to administrative reasons; excludes non-ICH patients
(ie: GI and Other bleeds).

Source: 14-505 study CSR Table 22
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Figure 2.7.6.10-3: Andexanet 5 L= &L EDEFEER 7 EXH /Y, UNA—OFH NI XTI
FXHoN\VREDHR (AHUERTNKRER. 24KH) (E)
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Notes: The Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria,
and had a baseline anti-fXa level of >75 ng/mL for apixaban and rivaroxaban, >40 ng/mL for edoxaban, and >0.25 IU/mL
for enoxaparin.

Values reported as <0.03125 ng/mL was replaced with 0.03125 ng/mL. Time course of Unbound Inhibitor is shown as
[median, 25th, 75th percentiles] at each time.
Source: 14-505 study CSR Figure 11, Figure 12, Figure 13
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ETP = Endogenous thrombin potential, FXa = Factor Xa

The Efficacy Population includes all patients who received any amount of andexanet, met clinical bleeding criteria, and had
a baseline anti-fXa level of >75 ng/mL for apixaban and rivaroxaban, >40 ng/mL for edoxaban, and >0.25 IU/mL for
enoxaparin.

Time course of ETP is shown as [median, 25th, 75th percentiles] at each time. -1 hour indicates the screening timepoint.
Endogenous Thrombin Potential values identified by the lab as below measurement capacity (BMC) were replaced with
ZEeros.

The horizontal dashed line indicates the lower bound of the pre-anticoagulated normal value for ETP of 1269 nM*min minus
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the SD of 230 as presented in the New England Journal of Medicine (2016), 375:1131-41.
Source: 14-505 study CSR Figure 14
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PRINEE ), TEm Vo SfiE |, T245) F%ﬁK\F&E@gLFTmmmEER%ngl
) THoT,
® L RMEMRNT R S AE M AR CTAIEBRWI Iz 81 1] (17.0%) 233ET- L, DR (e N
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WA MHEZBEDHE) 1L DIERFESD 61 Bl FEOMERFRN 15 6, AP 3
., RHEN2HTH-T2, D&Y E, AMERMMEZRE L7 BE XM EERE 2/ LT
WAHZ L, TORCRITIERBICEN ELAOTEARTHDLIZ L2 KEZD L, ZhHD
FERITYZEZEEATTR SN DT ORE AT — EEH L TWe, 7o, RIgBRTOIH
ENHIMAEERE DL RIL 182% T D . FXa HEFNC B4 25 FEZH N H i BE CITEH S
SNTWAIE & R TIERD o 72, HARANERTORREI 1 FIZFED DAL, Z ORI M E
RERTH-oT,

® VMR REN 2 Wme%ht%$E%®£@§%&ﬁ£$%(%ﬁ%%%ﬁsﬁ
) k. ik (4.2%., 20 B, FERRA (2.5%. 12 B) . EEmiERZER (2.1%., 10 1), A
MAEFNE, REMENVEMIZE, MZERRAE L OERE T g (45 1.7%. 8 fi) . BHEZEN H i M O if jiE
(% 1.5%, 760, DAL (1.3%., 6 §), WONTRHIm, AREZE, KOBRAE, Atk OpgE,
OAREZE . RE IR MARE X O\ Z i R (% 1.0%, 561 Tholo, EELRAEFEFRLOHR
BoNZ— %, BMERMMARBL L - BEEATTHTE 28ANTH 7=, HARANEFT
IXEERAEEZTS RO B, TIFEZE | TTANAERIRRE ), T< I FHMm ), T
Ky, THERS FIffE ) KOv TR R4 J#%l@u%ﬁbto

® RO ILIZE o I A FRFRGUIL VM S R 2R T 4 1] (Z25R5E 4l & F1F
MR LIEEZE, HAL #9ﬁm#%lm)_mbghtoﬁﬁkﬁlf ES(EL7E SOk SR
%of;ﬁﬁt*%%& RO BRI,

® KFiT EE#%%i%ﬁ&LT@&%%%@RLr/bT4/F#E§Ex X BHIE) 25 477
B 50 il (10.5%) (ZFELL, BHELR WEANHE KIST 23 477 Bt 1411 (0.2%) (25880 6
iz, BARNEMATOMARYEFSIL 2 F] (MFEZE K O @ PERNE A ER & 1 #]) IZ580 6
D, FEANTHE D BOSMTEEE SUIEBMEIZO D LT RD LV > 72, Andexanet ¢
Btz ettt g ﬂf%%%&%kLT#%I%%@%LKW%%i&BWT%D i)
O B EFEG RNz RARA  MHEZ BRI Lo THIE) 233881 L 72 D13 15 151 (4.9%)
Tholz, — ., MRMEEGIIT 5 TG & U CHUREE A2 FBH L 720> 7R A 1 169
FTHY, ZDHH 356 (20.7%) ([ZMAREFRAREI LT,

® (MR FAVMRA, ME K OVAEIZERIR EORBMEDIREITFE D b o7z,

®  Andexanet £ 5-%% 25T andexanet FTIA (IRPUIAMHZ ZTe) 23 25 B, IKPLIRMEOFL FXa HLIA
251 PNZERO BT, FREMEITRO o7z, L FX #{Zliﬁwh&b%h?i%ﬂiﬁﬁ% T
oty F£7-. T—HX N v M A 7HF T andexanet. FX & O FXa (2% 5 FRIHIAE DGR
LI BRE 1IN0 7=, F 72 7T HNTHTHCP HUANFR D &7, B AN T, andexanet
B 5% 1251 andexanet LR (IKHLIRAMN) 25 1 BIZFRD BTN, PRTEMEIZFED Hiv7eh
o7z, Flz. PLEXHUE, $T FXa Hiik K Ot HCP HLiITEE s e o iz,

® A% andexanet O BLE TRERINFEAM L 725K . A FFHG ORBLRPL T GEN1 #H) & GEN2
BN K E RBENNIRD SRR - T2,

® HEFRGOUW LM 2 I L= R, WTFHOESERNTH DRI EMN &5
LlL7=, HARANERTOREN T v 7 7 A Vb REERMEFEEIL T, HARANREGDOZA
M EOREZZRRBEITFRD Do Te,
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F =2y bATHRICAFE LTEF OFE R

20206 H30 HOT—% v NATHRIZT —% % AT LIz HARNER 2 Bl OFER % LR IR
T, WthosiEsl b A ERELERD b Qo |3 I LD | andexanet # 5-#% 12 i FXa
EMETRECD U, BAFR B RS R S NTe, M%7 — 21, 202046 H 30 A7 —% v M A
TREROMERLEFETH Y, FRCHEBETREZ L 0T o7z,

PUID | |

Age, sex 7I, Women 6', Men
Bleeding type ICH ICH
Weight (kg) ojs ofo
FXa inhibitor Rivaroxaban Rivaroxaban
FXa inhibitor Dose(mg) 15.0 QD 15.0 QD
Time after last FXa-i doseing(hr) 7.3 8.0
Andexanet dose 800/8 400/4
Anti-FXa activity(ng/mL) (Baseline —Nadir) 369.2 ->6.2 264.7 > 15.1
% change of anti-FXa activity (%) -98.32 -94.30
Hemostasis efficacy Excellent Excellent
Re-bleeding No No
Days to restart of anticoagulation treatment/used 3 days, Rivaroxaban

anticoagulant agent

ICH = Intracranial hemorrhage

e

FXa FHEH A2 & 5o 2 KN 2 38 U- B35 andexanet 25 L7-& %, WO FXa
PLEAITSH., Il FXa {EEDO =2 T A U B RIKEE TOLEROPRAED 95%CI 23 0 25 %
J°. andexanet (Z X % FXa FHEHEAIOHL FXa [EMHEDO A E 2K T 23R S 4172, £7-. andexanet (2 &
2 BAFe b R bR S, BARANEHTH BRER L —B L7RP GO,

Andexanet D AFVEZRAFTH Y, BARNFFAOLEME FORERFELEO b ol

PLE, PR 238 U725 ICxF L, andexanet |3 X% 7 4 v VR OBSTHHATH
B EEZ BT,
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients

(N=477)
MedDRA Preferred Term n(%)
Patients with TEAE 346 (72.5)
PR &G 50 (10.5)
Rii g 39 (8.2)
B= 21 (4.4)
B 19 (4.0)
FEEN 19 (4.0)
BIEPS 18 (3.8)
e I 17 (3.6)
CVIN 16 (3.4)
AR it ¢ 16 (3.4)
15K 15(3.1)
SRS 13 (2.7)
TRED ER IR A4 13 (2.7)
KAV v A E 13 (2.7)
I AR 4 13 (2.7)
R P 13 (2.7)
Mg i1 12 (2.5)
P 25 11 (2.3)
1L AME) 10 (2.1)
KF MU U AISE 10 (2.1)
FEHEREAE 10 (2.1)
R IAE 10 (2.1)
AT of e 10 (2.1)
Tk 9(1.9)
=yl 9(1.9)
iR 9(1.9)
fibd i 55 5 A 9(1.9)
ifn A 8 (1.7)
AN 8 (1.7)
KA P 8(1.7)
i ZEAR E 8 (1.7)
R4S 7(1.5)
W TR 7 (1.5)
R 7 (1.5)
liN7 7(1.5)
BENR 7 (1.5)
I/ INER A i 7 (1.5)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
5 o MDA A 6 (1.3)
Jisd £ af. 6(1.3)
LGN N | 6 (1.3)
MR IRE R 4 6 (1.3)
L PSR 6 (1.3)
AR ZE 5(1.0)
VERER A4 5(1.0)
ESVEIRE 5(1.0)
D5 AR 5(1.0)
Jipd v i 5(1.0)
S 5(1.0)
TAMA 5(1.0)
& I 5(1.0)
Ll A 5(1.0)
I T 5(1.0)
PR EE 5(1.0)
IR 4(0.8)
DEMEY g v 4(0.8)
e B A% 4(0.8)
liobE 4(0.8)
3 4(0.8)
pRelz] 4(0.8)
T 4(0.8)
FERRVERN 2R 4(0.8)
£ i 4(0.8)
T 5 4(0.8)
DHRFREBET 4(0.8)
Hi i 4(0.8)
R RE 25 4(0.8)
IR FRE 4(0.8)
RHRAE 4(0.8)
it e 4(0.8)
it 7k 4(0.8)
B4 4(0.8)
BUMEMES 2 v 7 4(0.8)
fE5] 3(0.6)
B ARAE AL IE 3(0.6)

179 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
RIR E5 3 (0.6)
RIS 3(0.6)
ik 3(0.6)
W% [ 5 3(0.6)
HLBE 3(0.6)
fERAE 3(0.6)
=N )R 3 (0.6)
i fE 4 3(0.6)
~T U a e 3(0.6)
Al WA Fhd 3(0.6)
EiEs V—+t8 3 (0.6)
K77 2 v E 3(0.6)
(L7 SVAVN ki 3(0.6)
i = P 3(0.6)
AR 3(0.6)
A LT 3(0.6)
FRR AR IR T 3(0.6)
O PENE 3 (0.6)
fifi7k g 3 (0.6)
S 3(0.6)
L5 . 3 (0.6)
HKHHEEZDRS 3(0.6)
HERS 3(0.6)
7R R R 3 (0.6)
N 3(0.6)
AR PR ER AR 28 3(0.6)
FAEME AR MRS 3 (0.6)
NG AT IF—E LA 3(0.6)
— P AN 1 A 3(0.6)
VO s R LA i 3(0.6)
TR 2 (0.4)
R 2(0.4)
L) 2 (0.4)
M F5- 2(0.4)
RE X% 2(0.4)
AR A 2(0.4)
= AN K S 2(0.4)

180 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
Jibd R i 2 (0.4)
b A R Je% 2(0.4)
8 PR ZE P A R 2(0.4)
JaARN) DTN T T 4 R 2(0.4)
R 2(0.4)
PRI 2 (0.4)
ik L~V OIRT 2 (0.4)
FEED E W 2(0.4)
i 2 (0.4)
FRPR IR B Rl IE T 2(0.4)
HBATRRE 2(0.4)
XY R RIVE s R S 2(0.4)
HfkiEg 2(0.4)
JKBEYE 2(0.4)
R ER 2(0.4)
& v AE 2(0.4)
&Y B i SE 2(0.4)
AT D RS 2(0.4)
FHZE N R MR AR 2(0.4)
BRRZ YR L 2(0.4)
B A g 2(0.4)
F ifL R NE 2(0.4)
TAROE &G 2(0.4)
(NS 2 (0.4)
AL R 1. 2 (0.4)
FH IR 2 (0.4)
el 2 (0.4)
W% %598 2(0.4)
e e e 2 (0.4)
< BT 2(0.4)
SUE OB AL 2 (0.4)
P aR=1 T 80 2(0.4)
A 2(0.4)
PR E 2 (0.4)
R 1(0.2)
TR hoXT B — A 1(0.2)
RN E 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
M i 7K e 1(0.2)
THYTT 1(0.2)
Jek VRN 1(0.2)
= 1(0.2)
L P45 7 10 BR AR 1(0.2)
JBFR ol B A e e 1(0.2)
SRR R 1(0.2)
e 1(0.2)
RENRSE 1(0.2)
KENHR+ 5158 1(0.2)
JEEAE 1(0.2)
NI 5 1F 1(0.2)
AR RE AN 2% 1(0.2)
)]s 1(0.2)
I A 1(0.2)
BE7a v 1(0.2)
SERFEEI Ry 1(0.2)
AHBE IR 1(0.2)
/Ny hE 1(0.2)
RS JEAZ HH i, 1(0.2)
it JEE B R AR i 1(0.2)
i e 1(0.2)
7KIE 1(0.2)
M7 V7 F =80 1(0.2)
fiiiReRk 7RI % 1(0.2)
MY R 1(0.2)
M Y o L 1(0.2)
i PR RS AR L i 1(0.2)
FEPpRRE 1(0.2)
e 1(0.2)
g~ =7 1(0.2)
o8 A= 1(0.2)
M B 1(0.2)
RUE SR 1(0.2)
yGEARY 1(0.2)
TR E R 1(0.2)
PR R b = 4% 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
CSF 7RI BR G4 1(0.2)
Jrvasng 2 —8ER 1(0.2)
DS MARE 1(0.2)
1o JififE 11 1(0.2)
FHE) R 1(0.2)
717 — 7 VR & A A 1(0.2)
AN 1(0.2)
71N 1, 1(0.2)
i 1fn. fEE 1(0.2)
IMECIN= 1(0.2)
b B R i 1(0.2)
FEMER BT 1(0.2)
EESTS 1(0.2)
[IEREPc 1(0.2)
B 5 - 1(0.2)
B RALSE 1(0.2)
PR R i 1(0.2)
ek . S 4 1(0.2)
PN S 1(0.2)
B R 1(0.2)
PEELIR AR 1(0.2)
RS I 1(0.2)
T BN IR AR 1(0.2)
BILVLTF=r VT TR 1(0.2)
A 1(0.2)
EeX S BIES 1(0.2)
FRAE 1(0.2)
i 1(0.2)
BEfdE R 2% 1(0.2)
v b u—/ LR B ORI 1(0.2)
AL 1(0.2)
A 1(0.2)
PET 1(0.2)
HE kR 1(0.2)
A N HZ A 1(0.2)
T RS 1(0.2)
HIE R R 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
HEIR IR #E 1(0.2)
LK QT It 1(0.2)
ERIAES S 1(0.2)
FRARIEARIE 1(0.2)
b iE 1(0.2)
KL R 1(0.2)
AR Bk 22 HJE 1(0.2)
BEIRAN IR B 1(0.2)
IS E 1(0.2)
Tt 1(0.2)
AR Jak e 1(0.2)
PR AR AR 1(0.2)
E ) 1(0.2)
HUE 1(0.2)
KRGy 1EA faf 1(0.2)
REET 1(0.2)
G 1(0.2)
THALAE TR R RE 35 1(0.2)
LB P R 1(0.2)
PERRFE IS 1(0.2)
it HE B 1(0.2)
I 12 1(0.2)
FAPEER YR 1(0.2)
MR IR AT S 1(0.2)
HH i A i 1(0.2)
i P 2R 1(0.2)
iz 1(0.2)
LI 1(0.2)
VAV E S - 470 1(0.2)
NS 1(0.2)
JFEESE L5 1(0.2)
NERIT 1(0.2)
A~ L~ 1(0.2)
B2V AT a—)VISE 1(0.2)
EH U U AIMAE 1(0.2)
W EE 1(0.2)
AR b e YT e 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
HEIMET 1(0.2)
ARG IR E 1(0.2)
N 1(0.2)
15 Bh IR BF 28 1(0.2)
HA Fr L S G 1(0.2)
FIRIR AN o REE 5 W 1(0.2)
AR 1(0.2)
Y 1(0.2)
AN 1(0.2)
REE~LV=T 1(0.2)
WA ARSE 1(0.2)
TS ALBE 1(0.2)
] B A e L 1 1(0.2)
JUE I A afi R 1(0.2)
JE AP A 1(0.2)
245 1(0.2)
KRG H 1. 1(0.2)
KGR —7 1(0.2)
I BR P iE 1(0.2)
T péRetn A S H 1(0.2)
f=X 3EES 1(0.2)
NEHEE 3T 1(0.2)
W IREERE & 1 5 il 1(0.2)
i 1(0.2)
U LR EiE 1(0.2)
ISP 1(0.2)
AN 1(0.2)
A B PEBERE 2 1(0.2)
B AR I L D FphiEE 1(0.2)
REHET > F—3 2 1(0.2)
FREHE B RE 1(0.2)
e 77 PHEE N AE 1(0.2)
MR 1(0.2)
* 7 v —PIE R 1(0.2)
TR R MBS 1(0.2)
T 1(0.2)
RIE AR 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
RIESR 1(0.2)
AfED v F e 1(0.2)
JEC A 1(0.2)
B UIE 1(0.2)
IR 1(0.2)
s 1(0.2)
SEIETE 1(0.2)
NGRS 1(0.2)
N DS 1(0.2)
AR Bh IR PH ZE R FR 1(0.2)
A RS 1(0.2)
JBE B AR R 1(0.2)
R 1(0.2)
M/ IR 1(0.2)
<M 1(0.2)
MM zEH 5 D9 1(0.2)
T Ik 1(0.2)
AR A 8 O RIS 1(0.2)
T LR —PEE S FENE 1(0.2)
FRENARIE 5 1(0.2)
JIe v o S 1(0.2)
Al 1(0.2)
S FEVE RS 1(0.2)
B BRI ASE 1(0.2)
MEGE T & R—3 & 1(0.2)
IR 452 11 1(0.2)
ERER 3 1(0.2)
7 F 7 PR ME 1(0.2)
e g v 7 1(0.2)
TS i RE R 4 1(0.2)
il e P 1(0.2)
B 1(0.2)
F& g Ry 1(0.2)
SRR B WA T 1(0.2)
LN IOPN T 1(0.2)
fEAR 1(0.2)
I EFHMEIE 1(0.2)
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Appendix 1: EREFR (REMEMTNEREH. 2hEH)

All Patients
(N=477)
MedDRA Preferred Term n(%)
7 N0 ER A PERME 1(0.2)
TAMAERIREE 1(0.2)
L oD BR A MM E 1(0.2)
Bk 1(0.2)
TR T B RE 1(0.2)
ERTE 7 r—~ 1(0.2)
ILZESREE 1(0.2)
ZEIRBE 1(0.2)
HREE 1(0.2)
e 1(0.2)
S 1 v 1 1(0.2)
SRR EENR 1(0.2)
K[EYIBE 1(0.2)
bR = T HE 1(0.2)
bR =N 1(0.2)
FRGER Y 1(0.2)
DR A if i 1(0.2)
[ R 1(0.2)
[EIHRME & F 1(0.2)
P 1(0.2)

HEFLA T MedDRA /S— 2 2 18.0 # AWV THEARE 2. MedDRA/J /N— 3 2 18.0 # AAWVTHEIER L7z,
Data cutoff date: 30Jun2020
Source: 14-505 study CSR Table 14.3.1.3g
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Appendix 2: LHEER (REMHBINEER. BARAKH)

All Patients

(N=17)

MedDRA Preferred Term n(%)
Patients with TEAE 13 (76.5)
JFH R S 4(23.5)
5 3 (17.6)
KF U T AfE 2(11.8)
PR & 2(11.8)
RFBIE 1(5.9)
DB 1(5.9)
4 e 1(5.9)
Jisd £ af. 1(5.9)
fiva 2 1(5.9)
AL 1(5.9)
PR I 1(5.9)
U i 1(5.9)
BT NT 2 E 1(5.9)
245 1(5.9)
IS 1(5.9)
Jifi 2% 1(5.9)
FEEL 1(5.9)
BRI R4 1(5.9)
Bz % Mg 1(5.9)
ThnAEEREE 1(5.9)
< BT i 1(5.9)
ARG e 1(5.9)
— W MENE M3 A 1(5.9)
Mg 1(5.9)

HERELL LI MedDRA /N— 5 > 18.0 Z W TitA 2, MedDRA/J /X— = 2 18.0 & W TCTHA

Data cutoff date: 30Jun2020
Source: 14-505 study CSR Table 14.3.1.3gJ
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Appendix 3: ABRRLBEEOHIFEER (REMBEMTNREH. 2AKH)

All Patients
(N=477)
MedDRA Preferred Term n (%)
Patients with Related TEAE 57 (11.9)
R P 2 R 7 (1.5)
AR 5(1.0)
fibd i 55 56 A 4(0.8)
DA 4(0.8)
FEEL 4(0.8)
it FE RS 4(0.8)
fiva 2 3 (0.6)
FERR MG 25 3(0.6)
D5 AR 3(0.6)
TRED ER IR LA 3(0.6)
L 3(0.6)
i K f. 2(0.4)
FUi AN L 2(0.4)
CHIS 2(0.4)
FEFRR AR S 2(0.4)
FFHERE 2L 5 2 (0.4)
EAITHE D B 2(0.4)
Hi L~V O 1(0.2)
SRR R NRI AR 1(0.2)
— R PEE M ZE 1(0.2)
O 1 1(0.2)
DRE 1(0.2)
R 1(0.2)
i DER 1(0.2)
B B AR B 28 1(0.2)
H Py RS 1(0.2)
B 1(0.2)
W - 1(0.2)
ZEIRBE 1(0.2)
kA= THN 1(0.2)
P aR=1 T 80 1(0.2)
2rEERAe 1(0.2)
iR 1(0.2)
N SiE 1(0.2)
K7~ U U AIE 1(0.2)
W= 1(0.2)
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Appendix 3: ABRRLBEEOHIFEER (REMBEMTNREH. 2AKH)

All Patients
(N=477)
MedDRA Preferred Term n (%)
% 9 PEE 1(0.2)

HEFLA T MedDRA /S— 2 2 18.0 # AWV Tat A% 2. MedDRA/J /3N— 3 2 18.0 & FAWVVTHEIGR L7z,
Data cutoff date: 30Jun2020
Source: 14-505 study CSR Table 14.3.1.5a
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Appendix 4: BRELHEOHIATER (TEMHBHINEER. BARAAKH)

All Patients
(N=17)
MedDRA Preferred Term n (%)
Patients with Related TEAE 2 (11.8)
JFHERE 2L 2(11.8)
KF U T AfE 1(5.9)
fiviE & 1(5.9)

HEFRAIT MedDRA N— 3 - 18.0 ZHWTHEA 2. MedDRA/ /S— = 18.0 Z HWTHEIRR L 72,
Data cutoff date: 30Jun2020
Source: 14-505 study CSR Table 14.3.1.5a)
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Appendix 5: TR UMEMEEROM@B

14-505 552 CRE 8 B AL FE T A 81 B K O AR M B B 50 51l O FE 2 15 5R 3K & O BIEED
HEERNZ LA TIZRT, 1RBREE & BE D & 5 38 14 K ONRERIE & B 0 & 2 et 48 8ipiic >
WTIHERARBME L LU TICE 5, IRBRIK & B O 22 W B & ONRERSE & B0 70 A 1 F 4
FHFNZ DN TIIEEHRME % [FY 2 —/b 5.3.5.1-3, Section 14.3.1] (2”7, 728, BKEMET
I%. andexanet D H-BARH % Day 1 & L7,
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1 BRELEEDOHDHIET

1.1 w0 : |

Patient Identifier: -

Country: United States

Event: (5 1L (Fatal, Probable, DAY 15), {&% U 7 AlfifiE (Mild, Unrelated, DAY 2), &7~ U 7 AififiE
(Mild, Unlikely, DAY 8), f&#uIRREZ L (Moderate, Unlikely, DAY 8), JR#EEY: (Mild, Unrelated, DAY 9)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH (subarachnoid
hemorrhage)

Last Dose of Anticoagulant to Andexanet: 16 h 50 min aXa level at Screening: 52.1 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: New onset subarachnoid hemorrhage (SAH), prior parietal lobe infarction, atrial
fibrillation, speech difficulty, altered mental status and hypertension. The patient did not have a history of

hypercholesterolemia or seizures.

Relevant Concomitant Medications: Lipitor (atorvastatin calcium), Tikosyn (dofetilide), Pepcid (famotidine),
Keppra (levetiracetam), loratadine, sodium chloride, nicardipine, Colace (docusate sodium), Senokot S (senna

alexandrina), hydralazine, labetalol, furosemide and acetaminophen with hydrocodone.

BRI
ARYERF X, andexanet #% 5-7ijD Day -79 7> & Day -1 £ T, {LJEMENIK LT Xarelto (U /3—m F 43
V) 20mg & 1 H 1 G STV,
Dayl 2. REEREIIERIEOREOKRITIRAIIE L., TN El Lz/oD, B #%ICRaZE
KRBT LT, KE A EENNRE ORFITE R T2 < b T M & 2k St = A /L ZERITD Ei
éﬂf:o RBILE R OIRRIEIL, AL Xarelto # G- (ZBI#E$ 2 Ll L7z, X7 U —= 7kt
(andexanet $¢5-7i)) . ~F 7 1B B 142x g/dL,~~ b7 U v b 42%. Ifi/MEk 211, fiLE 137/98 mmHg,
O 79 [B1/53 . FEREL 19 [81/45 C, mATENREE L DRI A B o T, RYEgRE 1L, X7 ) —=
VT RBICAKRIBBRICHAAN BV, R fLOTERZ =T 72,
[l H . AHERE 121X andexanet 2MEH & CH G- 72, 12 KE 50 437> 5 13 BF 4 43 F T andexanet 400 mg
NAR—T ZAFeH S, 13 B 12 53755 14 FF 32 43 &£ T andexanet 480 mg 28 SiiFHE S Nz, T2, BE
ARIMERELA] 1 A28 %5 STz,
Day 7 (ABEH) EED & ARHEERE OREHIR B I HTHE R EL S (waxing and waning mental status) 723 5
noEol%o7,
Day 8 (2. 7 MU 7 AJREEIL 125~129 mmol/L Toh -7z [FLRIIRFNE Rl G iEwrt (LR,
SIADH) (ZX 2187 MV U AME & E Sz, Bfa s va—2WEiRe (LT, CT) MA T,
FREEIE S OVEE M I A H v, < B FHMICIZSEEOME MDA A bz, AEREDIEIZLD &,
AR VTSI A Y SRR E ORE N LAT L Y L B LE LA SHLONTNS L) ThoTz,
ZE TXarelto NERTIXRWNE DB L], TEERGBHMAEODREELMA LT, REBRE ITHEENI B
L7z (AR L L s STe) 7o IEERSBIET 52 L LinoTz, IMER A CHRIBRREEI O
(R R OMEIRVE BN S5 A3 DAL, BREED b P O INHi 7 JERr AN RER E OpT R (2721, 38
EEIA6NT) L—H L7z, RHOK, AHEREITFEAKRG ZHES L,
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Day 9 |2, BIRERILIGILAE &R (BLF. MRA) MRADS I S 4L, RIAS@ENRIE OFRAF 22 &2
MERB S 7z, AHERE S SIADH &2 Sz, MO KR ORIEN SIADH OFIR L 725 2 L 3AT
RN, DT, RS EMIT, T RAZREE IR T OO ET 5 i ORAEIZE R 5
% SIADH D RIREFED Ry & B R T2,

Day 10 (2, [CJEMENCXF LT Eliquis (7 E%¥3 5mg, 1 B 2 EREO#EE) 0BG ZBIE L,
Day 11 |2, AHERHEOREITFHE L <GB LA, EEMRR L TRV, NN Th o7z, FigitkEo
MEEIE, AR MY U AImAE, WRTFOMREERE, AT O BRI, ROWREEG CREGE S
B ST D PUEE R G- S ) (SRR D AlRetEd mos o To, TR R OR300 &
nignoiz,

Day 15 @ 14 FF 18 7y, AWEBRF IR LV AE Y T—2 g Uikl -7z, U e Y 7—3 3 Uik
~B o T BRI, 28R, RBBRE 1XRIVT, SEELAROVE FUIRRBICHA D | 17 I 43 S3tE, OE IR LR
JIRRBICE o 7o, RRERIEDOIEREZ AL U, AEEBRE TR E S~k S 7o, EJRT
Glasgow Coma Score 1% 3 T o7z, A 1T OAF I 2 BRIV L, Z O N ODMifRE A2 %2
Too EBITHENMTOIV, KEEAFOEFRIRD 7 — T VR R O 2 ROBENREEIC X - THIRT 7 &
AN STz, RIEARMEREA 1 BN RG-S, ZO®BRANY Ly TIAFn s ROVERE
WK AL RG-S N7, FULRRBITA REREIRICERE Sz, 20D ORLE S AR O Rk ik
FEACIEE Lo, I ZERRE SO ISR A 12 B~ Dt O ERAN 22 et L 0 &, BHEEN H M 23 M2ER oD R
M Th o7z, CTRAEFITOMEEATR L, DIEFENBMG ST 0E I LTz, Xy R A FO#EHE
P+ COMBTE B O T R SRR X Tz,

R 19 14 2y, SECAESE SN, SERIIT, < BEEFHMOEGHEIC X 5.0MF1IETH -7z, HIfRiE
fToieinroi,

Andexanet (2% 9 B ULE L, FEAIRAEZ (L., SIADH (2 X 2{KF b U » A IME K& OVOME: 1k D FE BLATIC
andexanet ¥ G- # 52 T L7272, 14 ET) Tholo, HREZN L O SIADH IZ L 2K N U 7 A
MIE ORRIFIIEIE R AT TH -7, IMEIEDIRIFIZEMGITH - 72,

TRBRAY R, FEAIRIEZ L O EIEE 2 | SIADH I X 21KF N U © A MfUSE O BEiE 2 3 L
HFr L, WINbEE (ABHEIROIER D) T, EEEAICERTH5HDTHY | andexanet (2B
2L P L, MEIREEZEERFES (RS TCORD) L L, andexanet [ZBHH#H 5 0vE Liv7e
WEHIBrT % & & B2, andexanet, Xarelto (Day -1 (ZHef&fes) T 7 e3> (Day 1021 H 2
Bl 5 mg O 52 HBH) ICRKRT LAk Lz, £/, AEBRE NS B AL Z Lz /aEER &
5 ERER LT, S5IT, HiEEEIER OELIC & > TERFEIETO MARN B S A, 2 W% ICLH
A D fiti FE AR T EBIARMARAE 72 & & U CRERIIIC R SITZ TR & 5 L 5ok L7, TRBRIE Y AT
. OMFIRRICEgE 2 A i L TR 6T, AEE OFENHIRZES Lz, ERIZAHTH
% LRz RS ERIC L D & AR IR AE R ONE 2 b AT 1 — VIE O BEE IS e <
B2 5 LI 2E B ST ZE D FRIE 1L 72 0y o 72,

BEE 9~ 5 MR AT A

Day 1

SRERIEE R CT Mdr © bob =k BRI EREE 2> & O MR IS L 2 8E< I T HIL 2780 72, =i
PESSE MR SERME I E SO MR AT O RIX 2 o 7o, TMERERZE S B DR o Tz,
Day 4
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CT Ay : B2 W BRI (6 2 =2 A JVEEARINT R DARDLSL OV b I H I oD AR 22 AR R /N A3 2 & 3L
2o JREED AL K OB 2 ZE 1T 2 H 72 o T,

Day 8

CT A : AT A 6N o7, < BIETFHIMLOEENDERO G, ZNODFTENDL, K
SEIE U BMEREZE N 22 < BB HAFR TH D Z LRSI iz, Las L, RISHEETA O i) & OV% 8RS
(/N & 7RI B ANFE D B AT,

b A A - A ARAR BN ONT R iR M OMRIR 5 28 A b7z,

Day 9

JHES MRA i Al ZSBNE D FRAF TR0 bR o7z,

1.2 w5z 0: [N

Patient Identifier: - Country: United States
Event: EIMEANZEA (Fatal, Probable, DAY 2)
Reason(s) for Narrative: [X] Death
[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: IC - Subdural hematoma from

blunt trauma

Last Dose of Anticoagulant to Andexanet: 4 h 39 min aXa level at Screening: 362.3 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Stroke (- ., 20.), TIA, atrial fibrillation, congestive heart failure,
hypertension, hyperlipidemia, and diabetes.

Relevant Concomitant Medications: Antidepressant, Atenolol, Atorvastatin, Valsartan, Aspirin, Loop,

melatonin, acetaminophen, atrovent, colace, polyethylene glycol, omeprazole, tramadol, calcium carbonate.

R

A7) == 7R (andexanet & 5-7), ~EZ 1t 124 g/dL (120~160g/dL), ~~ rZ7 U v
K 35.7% (35%~47%) . Hi/IMEE 170x10%L (140~400), 7 L7 F =2 0.6 mg/dL, JRFEZEFHE (LLT,
BUN) 6.0 mg/dL Th o7z, T & LFIFTRE, IfE 200/72 mmHg. a3 66, PRI 18 Th -7z,
i sfake. HE 155em TcH -7,

Day 1 {2, AHERFIZ1E andexanet 23w & THR G- S 72, F# 10 BF 30 431C andexanet 800 mg 7378 —
T A H X, Day 2 O 1 B 0 4312 andexanet 960 mg O s s ENME2 <52 T Lz, 72, R—
Z A PR O EFEZ AT 3 Be 5- S T2, AEBRFE 1T andexanet £ 5-1% (ZPLEEE 1A & B
B L7Zeoo 7z,

Day 2 O/FT 2 I 35 43, CT M3 Efi S v, CT Arblid T KRINERELIZ & 2 5 T ifE o K & S i3
ZELTEY  LE/PNIRRFZIR S T2 T COMBOHEIMIMBOH/ I MER L TNDEEZHBND
ThHoT,

[d H 771 4 5F 0 43 (andexanet £ 5-Bi#f 5 IEf] 30 0% 20 D8 G52 T 3 KEHT4) . AgBRE ORiEN TR
i) THDH I EDERRICHER S I, PRl T FE 30 70, FRREL K OVKEEIE SRR B LT,

A HZFET 11 B 12 0 OBIRILEE % (LLTF, MRD) 7 T, MZET ORI RS S v, RBiSEIEA AT
IR e MR HH I AR ZE . RREZEEER I IR ML R ZE DS TR B LT,
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Day 3 DA%, AHEBRE O FRIRIBIIZ L7 Do 72,

Day 5 |2, A& AEZ|ZHERE LT,

TRBRFE Y AR X, B PEAMZEF 1% andexanet (22657 BiE & 0 & L 7=,

Day 13 O/FRij 8 K 42 47 (TXEX&?%W¢0iKW%%i%tth%Ii\M$¢?K%ﬁbt
WSS R AR T o 72,

1.3 #sE 0 : [N

Patient Identifier: - Country: United States
Event: 229Kt (Fatal, Possible, DAY 1)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI

Last Dose of Anticoagulant to Andexanet: 17 h 53 min | aXa level at Screening: 258.2 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Severe LV (left ventricular) dysfunction, silent myocardial infarction, congestive
heart failure, dyslipidemia, anemia, hypertension, heart disease, atrial fibrillation paroxysmal, intermittent sharp
chest pain, shortness of breath on exertion, generalized weakness, vitamin B12 deficiency, diabetes mellitus,
diabetic peripheral neuropathy, benign prostatic hyperplasia and chronic hemorrhoids. Recent atrial fibrillation
resulted in acute exacerbation of heart failure and it was noted that he likely would not do well with further

episodes of atrial fibrillation. Drug allergies included penicillin and sulfa.

Relevant Concomitant Medications: Gabapentin, Glyburide (glibenclamide), metformin, Aspirin
(acetylsalicylic acid), lisinopril, spironolactone, metoprolol, tamsulosin and Nitrostat (glyceryl trinitrate). He
took 6 nitroglycerin tablets at home on the night of --20..

BEREE .

Day 1 12, AWEREILHFIEEOS IR (Wt 1 » ARG L T\ z) Z25F 2. BEEERIIC X
> THENORABIL L SN T, BIWIEATH S T2 DS TR CTlxe o7, FadEfc=1tn
7V CETEROT ALY 2325 mg B3 E S, BEEBEE B35 U2 R I IXE s L Tun
7o RIBIEAEAT, BEaOoZ —/WIRERBD bz, T =a2—L %/ LT 2L OBERAEZZIT
7oy, RBAERIIZ X5 3 BIOFARFER ORI Lxdr o Te, AEBRE L 2 BRISDEY 7 —7
NREZEZ T D TETH T, AFBRE IITEROBIN KOS ZHEF -, FRIZEIDE, A
Berl 3 A, AEBRFITNO b ORF TR, BEEL L., IEEIOKT K ORENBOER A bz, Ak
BRFEL, FEMED E WV L, e, TRIRONER S E LT,

W H 12 3 43 26 B O.LERBAE T, AHEHEIREZ R 5 104 B/ OHEBINGED bivlz, R—% 7
FaEB X SR A C L AMICIER TN S 72 9 o Lz 5B M 5 - MLz 5 BH OB D i,
FTo, AMEE CEAL e PV RO FENHEE Sz, BROAT R, EEZ AT RIS, EEHE
b i, Made J ONE ST EAALLFEZEZ B D7z, 1fE 201 mg/dL (GEYEHIPE : 60~100) vﬁ*y
¥ A 1.4 mg/dL (GEHEFIPH : 1.6~2.5) | LIRS 25 mg/dL GEYEFPH : 8~23) . FR{L/RFEIEE 21 mmol/L
(EYERIDH : 22~29) . RERIKASiEEE (LLF, GFR) 60 mL/min (GEYEHIPH : 60 #8), ~~ 27 U v
K 25% (FEYERIPH : 40~52), ~EZ by 7.6 g/dL (GEVEEP : 11.6~16.3), ARIMEKEL 3.09x10%/uL
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(FEUERIPH : 4.50~5.90) Th o7z,
[ H 12 B 27 47, bmwa%WiOWMWm(%@%lwmmm%)T%otoxw%%
U 7o X3 A 2 & 3 EBAL AN 2 2 FTREMEA i IR . R *ﬁt”%xﬂ“ﬁwéﬁﬂ%oto
W = & 2 ABERFIT . SR A BEAE IR S I3 Lol _B?H‘éﬁik@L& ZOWTHREETE 2 HFRITIZE 20
Stz FAEPRTO= a7 Y v ) U RRT BT LYY FOVERIC X D i OIREN R L., ﬁ(%‘ DI
EA~OBIZERE TIZHR TR Uiz, BERWEE M L2 LEKKRE T, EimttoZl (STKTF)
N2 L RABEEBOERNIIRME Lz, READ X — /WIRERFERD 5 i, A%7E5Vi16fﬁw\
ENGHE CREAL O MRNFRO b vz, MEARRMOEMITIEHRT —ACH#iEE L0, B —7 4
R R —DRPERE DAYV —=2 T D= bIZEIFE Lz,
FH 12823 5y, A7 V== 7 HIC b aR= RERED O ORMATHiL, FrAR=RED
= fE73 andexanet % G-I HIB L7z, TEERAFHIIESMEOM S4v, OERIE HRMSENR (sinus tach) |
EZRLTWOPEMOFEEZHERTERWVEFE L7, brR=RE AT [~E7 v B UIREIC
LXAREDOEMNFEROREEENH D] EIRBRT—2IZHBA L, X7 UV —=" 7 HRA&FF (andexanet
BeHAD, ~EZ ey 72gdl, ~~ b7 U v b 244%, I/ 279, 7 L7 F =212, BUN 0.4
THoTz, FFEHERTAT, PR IREE N OMKILE & Vo 72 i TENEE L O FT B2358 0 H iz,
AR VIR B GRS LIz, BB —T 4 32— X — PR — T ARG OWFE &2 T2 L & KR
FIL TELTREFSNTWD L O] LU, BHOMEZD L O0A LiaHT-, Rk —7 1 % —
Z—I%, B ORI & R 2 TR A LT T R O G #AI R L, IR —T
X—Z =%, ZORFHOIERITIEFETTH O B2 ENRKOFTREMEN & 5 & L BIT R OYK
BB IL o To i, ~NE R EUVRMEIZL D EB 2 LN ABHE R A FIREENFRE L T o),
[fH 13 IF 51 43, andexanet A" — 7 A HHICRE SN EREEG- T 14 Vb, E/LE R 4mg DS
SH72, Andexanet [LE/L b 15 2 % LRGBS, 1B —TF ¢ x— & —I1%, KEgERE N
B X BER 1 URNIC TEE 7], EEoTRETIRYICE O EFidk LT,
[FH., APERE 21T andexanet 2MEA & TG-Sz, [FH 13 K 53 53 (7 XU ik 508
17 B[] 53 43#%) 75 andexanet 400 mg 23R — 7 A5 S0, 14 B 6 IR — T A EHNE T Lz,
N—T A FERITIER Th o7z,
A 14 K 6 5D/ LANZ, RN—F ARG TRIZ Y FOMZ NIF CHRIKREDORMLZ T 5720, X
v NOMtZ TP 2 0EGT T eil REBEIT 25 K 5. 1GBRIY G EMA AR TR L, Ak
BRFIXZ TS Uz, RBRILY B MR Ny 7 2 BE | R— T AR G54& TR CTORRKREH O
MR Z IS 2726, BRIMAE 2 &\ 7o, B EEANIARERE I 15008 2RLET) ik
TN T o 7o, RS B EMIIAEERE O RTZMEOY, $£5 L. sternal rub & 50 L7223, &K
BB L M ORI RS T o 7o, 1RBRIE S F AR & KD | BRI OB L O R
‘/Aféfp-ﬁ@l:ﬁfﬁi))m/ KA RIZEIZE Lz, DIRE =2 — 13035 50 BOMmARE R~ L (VU RALAA RN »
XREk S e o 7o) | BRIERA SR o T, Ny 7« NV T « v 27 W EBRR R AR TH
iz, TIE STV 7= andexanet O S EFEIT I SN2 0o 7o, REEBRE I ABERAC TR R E )
OEBZR LD, DfigFEFEZ v,
[l A 14 5 10 45, AEEBRE I T L, SR TOnhRo o7z,
1RBRT — 2%, ARIEBRA~ DXk K& O andexanet £ 5-AIC . APERE & OFHRD D I/ NEOBEIEEE L 2
BC&T, RYBRE ZIEH L COIBEREBEMED D OFERN 20 o T2, 1RBRT — NIARWERE D
T O AKIC, TR HMEODERGR A TR LE L, 2T, andexanet & 5-BA4AH O 1 4 10
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A IO B IZARBERE 1T & OV > IO A2 TARE L, L= a2 —fRd CAERHSE (LLT, LVEF)
X 25%~30%CTdH v, FIEEBEDOBE 2o T LR SN T e, ARRRER TILR & Ao piiE i f@ig 2
1 M OV FBEREZEIR 23R 0 H LTz, AWBRE 1D T — T VR AR L7z, AWBRE 1L andexanet
BeHBRtE A OriAIZBEYIIL, DAL O TFHREFEOEA OO FARET 5 £ T, RBBEDT DI
BREREMEZZ2Z2 L TE LT, BARRICHEAMELEMEITH D Z L2V L, ABEHIIFIRIGH
LTI, T2 —RAE T, LVEF 15%~20%, /&3 JE5R &K OK(al O BEER) 25 2350 Hiv, 2=
REREDEALA RSN T, DT a—REDOF R S EENO MR ITIERE A RIE S, £ O%ORE
JELT I—RAE T 1.6~1.7cm OLEFRIEIETH 5 2 & D358 b ivTz, APERF 1B O OFERERTEAT 2
HEAT L7z, Day -20 [IZARHERE DMEEREFHEME 2 FZ 2 LRI, BT 0 RETHREDO RO AR
DO, BEZZ2RFORKICIE OEMENL N FERZEIIHE L T RhoTol Lol

WA IR
DR FEZE  (HESE ()
BE IR IR

9 o M LARA
PERIFTERIEME= 2 —r T —
vZ IV BI2 RZ

B R
& 1.
EANERTNE AR E
FEREZE T do V) FERRIE

—_

D A N e

DR DE 90 TR CTH Y . AT m v 7 BRD HiLTZ, Day -42 (ABEKE) O.LEX L g
L T ST #85r DE I IR0 T2,

1RIE :Day 3 I TE SNV CW LY 7 — 7 VRE O 72 912 Eliquis D% 5-23B%4 X 717- (CHADS VASc
A2AaTIZ4ULETH 7)), LEMBREELZSEEIE, BEISCTT I A ¥ 1 ok 2RE15
NP Y

RN— T ZAFEGBABBIRERE L, R—TF AR ERIZTE I TV oA TR o T,
EERMEREA 2 L LD & LIh, BEDIZO ORI RRR 72> T2,

Andexanet (2K HALE X, R—TF ARG ETET Licl, [REICEERL] Tholo, AHEERHEN
1Thiein-7=7-%, andexanet DX G1I5E T L7ginoTz, EOMODAE & U CIEEMBIEN Fhi S
oo ZEERFEDERIRIL (BB ThoT,

TR ERNL, 289858 (BIZET) | OEIEE KR OEE /3 HE 2 Brdn i) & flr L. andexanet (ZBEHE &
Db Liv7Zen I L7z (andexanet DR — 7 A 558 THAZITZZRIE T LT2720),

AR 1L andexanet % 5-1% (T HUEEE L 2 FEBIE S, Day 1 IZFET L72,

1.4 5% D : [|IEGEGN

Patient Identifier: - Country: Germany

Event: XI5 {E (Fatal, Probable, DAY 1)

Reason(s) for Narrative: [X] Death
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[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI

Last Dose of Anticoagulant to Andexanet: 6 h 30 min aXa level at Screening: 114.3 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass graft
surgery, cancer, chronic anemia, congestive heart failure, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, hyperlipidemia, hypertension, inflammatory bowel disease,
posterior myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, transient
ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary
embolism, cerebral ischemia of basal ganglia on the right, chronic renal failure, osteoporosis, chronic
obstructive pulmonary disease, colon diverticulosis, depression, urinary retention, stroke, coronary percutaneous
transluminal coronary angioplasty/atherectomy/percutaneous coronary intervention, triple vessel coronary
disease (coronary artery disease), peripheral arterial occlusive disease (femoral type stage 11b), carotid
thromboendarterectomy, aortocoronary bypass surgery, and high grade stenosis of the right distal common artery

including the carotid bifurcation.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, alpha blockers, anti-coagulation, anti-platelet, antibiotics, bisphosphonates, calcium channel blockers,
cyclooxygenase-2 inhibitors, cholinesterase inhibitor, diuretics, digitoxin, quetiapine, sertraline, Melperone,
citalopram, valsartan, nebivolol, amlodipine, Jonosteril, apixaban, insulin, nonsteroidal anti-inflammatory drugs,
nitrates, oral hypoglycemics, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory, proton pump
inhibitors, statins, Dekristol (cholecalciferol), Foster (beclomethasone and formoterol), nepresol,

Novaminsulfon/Novalgin (metamizole), Spiriva (tiotropium bromide), and pravastatin.

R PRI

Day 1 @ 11 F§ 21 43, HLE H A EDI T T2, ARBRE TR B2 EIIC kb Lo, AE

&L BORBC T TR B - 7243, MAAE ST b notc, S YA T REL
THY (BAEITRES RN T1) . DT ITHIRKE OCBFFRAZ biviz, filie Tid, B0
<L ERII Do Tn, BN S, BMRBROR RIIBEThH o7z, ~TZney 64gdl (3
HEHIPH - 12~15.6 g/dL) . ~~ 27 U v b 20.5% (GE¥EHIFH : 35.5%~45.5%). huR=r 1 (GM)

386.29 ng/L (FEE&LPH : 47.34 ng/L Kiii) ., 7 L7 F o —+¥ 25 U/L (FEHERPH : 34~145U/L) ., R
% 80 mg/dL (FEYEHIPH : 19~49 mg/dL) Th o7,

APRFINLT EX YN 25mg 8 1 B2 LGS TEBY, TORKEEG X Dayl Tho7z, [A
H. ARY5RE 121X andexanet 2MEH & THEEG S 41, 14 K 30 437> 5 14 I 45 53 % C andexanet 400 mg 7%
R—T A X4, 14 B 45 53035 16 FF 25 43 % T andexanet 420 mg 23 s 5 X vz, R R i Bk
Fl 1 HEALA TG Sz,

[ H . ARgERE T EME G T heh (A2 BT 25F5) Z530E L, BHIRE=EICARE LT, 16&#
17 5312, 2898, APBRE I XIRERIRAL L Ok 2 2 L7, DERRE T, DEMENC L 2R D

Ao DABEC80 [H1/4y, R IEHImEIZER . 1, I, aVR, V5~V6 fFEIcB W\ TEHZ ST K P b
o Tz, M 140/80 mmHg TZ2E LTz, M CT MA T, AT OBIENFE O b, HHEFENH
M.OFTRIX 7R > 72, Day -116 (2 L72RARE R (XR—R2 74 COfERITRES N0 o72) 121
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PRIND TR T IR R D3GR B AL, AFFATAE D 2 & HT O 7= 22 i I E D KRBT © B 7o v M E D28
ERFE® Hilz, BMERMITA N7, X0 /NS B A H 7215 B L aTRe & E S
&#oko%%'@WCT@ET\%%®&ﬂ%(%%ﬁ@%mm:Aﬁ¢6):ki@%m(%ﬁﬂ
TECTOBKTMM L Z D), W EZEE L &3 2 REMEE b, KOOSR 2R L (EEBIR,
R EN IR, A fa RERBIAR, A R BREIAR, &UE&ﬁ%@%@Eﬁk&@%#?)WW@%ﬂtoP
R RRIE LTclo, IBREOR G2 Tl Lz, R, £TIREEICR > 2%, EITHOMRIRE MK
MERFEE U7 (BREMIIHRE S e oTo), B xEEH LB 7 206 LT,

17 B 58 4312, ABERE 1T0ME 1R U, & o i BE R A= IS B IR - D idas R4l L 0 sE T LTz,
WA TR roT,

%%WéE%i‘V*¢% EMmEEPTLOTH Y WBRED AL L2720 EE, EEE T Smn,

andexanet (2273 B D LCHIWT L. ORI & U CTIRBRFIEZ B L7,
1.5 #EE D : |Gz
Patient Identifier: - Country: Germany
Event: M EAMZEH (Fatal, Possible, DAY 16), JREEY: (Moderate, Unrelated, DAY 2)
Reason(s) for Narrative: [X] Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 6 h 54 min aXa level at Screening: 261.9 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass graft
surgery, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes mellitus type 2, disseminated
intravascular coagulation, diverticulitis, endometrium cancer, gastrointestinal angiodysplasia, Helicobacter
pylori, hyperlipidemia, hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer, renal
dysfunction, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, atrial fibrillation, severe peripheral vascular disease, cerebellar
intracranial bleeding with suspected ischemic posterior infarct, left hemianopsia, dizziness, nausea, urinary tract

infection, and fibular artery and anterior tibial artery with leg ischemia.

Relevant Concomitant Medications: Ramipril ratiopharm (ramipril), angiotensin-converting enzyme inhibitor,
angiotensin Il receptor blockers, alpha-blockers, enoxaparin, anti-coagulation, anti-platelet, antibiotics,
cefpodoxime, antidepressant, bisoprolol, bisphosphonates, lercanidipine, Bisoprolol ratiopharm (bisoprolol
furmate), Corifeo (lercanidipine hydrochloride), cholinesterase inhibitor, Jonosteril, cyclooxygenase-2 inhibitor,
digitalis, Xipamide ratiopharm (xipamide), diuretics, estrogen replacement, Eliquis (apixaban), fibrates, insulin,
nonsteroidal anti-inflammatory drugs, nitrates, Novalgin (metamizole sodium), opioids, metformin, Xelevia
(sitagliptin),  allopurinol,  kalium, pantoprazole, phosphodiesterase type 5 inhibitor, pain

reliever/anti-inflammatory, proton pump inhibitors, SimvaHEXAL (simvastatin), and statins.

BRAREEE -
AR L MR EEE S Xa K7 (LT, FXa) FHERIOT X330 Smg 231 H 2 [B#EE I TE
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2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

V. ZOEMEEE HiXDay | Thovo, [AH., AHERFEIZIE andexanet 2MEH & TG-S 41, 14 Ff 24
S35 14 FF 39 43 F T andexanet 400 mg 73 AR — 7 A% 5 X410, 14 B 40 43225 16 FF 45 43 F T andexanet
480 mg ARG EE S lc, A7 U —= 7 PR, Ay, sy m SO T MR TR 5 & e h o T,
A H . BEES CT MR T, 25 4 IM=RIC 2 2 50k & s BB A O VRIS % - C L 22/ IS SEEME i 238
72RO LT,

Day 2 (&, AHBRE X, 7EXH AU OFEFINMEOTEENHIMZRIE L, AP Tho7z GHM
),

Day 8 (294 L 72 &E O o — A T, k2~ AT IERO STz,

Day 9 (2P FE0E L 725850 CT A C, FRIUBIZ M358 B2, IHBEA~DRARA B DA
v N OBEPEBEII A DD o 7o, REFE (BAPARE) CREBEA 1 million/mL iS4, B7HR R
X A7 Day 5 05 Day 8 £ CTHE ST,

Day 16, AHERF LM MR 22 P 2 380 (ABE & 235 H4) Lz, FH 19 K45 436, BEEPN M
HERICHE CBY  REREFIIRE Lz, £72. O HOFRICAERE BRI T 2B, &
FIREREICHIIRII R o T, EOR, AEBREITATER REZ 2 L, o ICREEICHY . Ekx 1
IR T2, & D ARYPEBRE 1TROSALE I RBT LTz, REERFOD /S A Z vt A 1% fE 157/73 mmHg,
DA%L 61 [81/43 . {RIR 35.4°C, MRS 21 [B1/5y, FESGRIFNEE 98% (BEsE 2 L #5-T). [HE 261 mg/dL
CGEYEFRIPR TR SN e o To) Tholo, BT, IREEBRATN R, A EGER 2 0 5 &
fWhr (FELVAENTH), IREHZRIERGHERGEE LR O, SEORMII ol B EA K-+,
B E K OT F L A /-, NE AT — - CGRRE) . BoE 0 OB TH Y | RO
T TE2pnodz, s, AEREITERREICHY . BEOEME B NEORHIEIL T X 722
Dol FIETH Y | FEEBNREIIE HE SN2 < BEIK TISE 5 ZEFEME 0 £ (1] 22 [ SE4E 23
FEbiviz, LEKRAE T, I 63 [Hl/4r. RIEHEEITIER Th o7, 22 K 40 /312 i L 72ZHE CT
R N OBABE MAE E R A T 3 TICHII O B TR & 72 o TW o RIMENAIROIEZE & 8 DT
JEPERERRIC AL - T, /2 M1 EO2MPAZENRD b vz, BHENH MO 7= /e B 2 /3 LA B i
T LAATIZRRD S A7 A2/ i LR IE S B LTz, AISEEOBRIA PR Z81%, Day 9 (2350 L
TZH CT MAER L B DL R 072, RERE, A VBT AL NOMEITA LN o7y, LR
55\ MEGHR BE Tk A3 72 - Bk 00 T R M EN IR BE ISk 2> & R IMENARN O i RSk £ THI72 IR v, £72. &£
AR « K IR AR EE IS 7 W R S 7o, ABRE 13, i (v — R 4) L2irsh,
ABE U7z, 22 BE 5132 E N L7-BRRE T, 7 L7 F =" 1.17mg/dL (JEHEFPH : 0.6~1.1 mg/dL) .
GFR 47 mL/min/1.73 m?> (GEYEEIPH : 60~160 mL/min/1.73m?), 77 =73/ h T A7 =27 —F
47 U/L/37°C (BEUEHEPH : 34 U/L/37°C LAF), 7 L7 F=rFF—E8 29U/LB7°C (KYEHPHE : 34~
145 U/L/37°C) . FLEAM /KB EESE 280 U/L (FEHEHIPH : 80~248 U/L) . C k4 > /37 B 7E & 0.78 mg%
(GEHEHIDHE © 0.0~0.5 mg%) . FIMLEREL 10.8 nL (EEUERIPH : 3.7~10.1 nL) . 4FHEREL 78.2% CH:YEHPH -
39%~74%) | ot if FHEREL 8.43 nL (JEUERIPH : 1.6~7.0nL) . VU >/ YER¥K 14.1% (EUEREPH : 15%~45%) .
BFIRERH 0.4% (JEYEEIPR @ 0.6%~7.3%) Tholz, KERE OFHE TRAFEN TS, A M7 nm
77 X RO Jonosteril 23 4% G- &7z, 23 KF 59 75, MRENFHEOZE T, HLOBEN & 2 7o O EiR
PIEN TR CTE Ao, MAREIBRIE 2S8R & 72 > 72,

Day 1712, AHERFITEEL L, M2 OEFIRREN H 2 MEEOMRAFHT, ERIAT X Rbiv Tl
BHTCHRRE L7z, ABERE, AHBRE I, BARMCTRET 204 TH Y, Biox ) THIRIREICH -
Too FIR . 25 FREE T Clfe IR 2 3200 L7223, JRHIPH (long-segment) 728 ZHENIRPAZED & o 7272
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DFIFIIAERICK Do T, WER, AR ILRREAE O E PRI ARE LTz, ABERE, AR
BIARE S, MEIMFRTICH 7o, BILZEAZER L, RSO . S 21 id, mE
150/70 mmHg, 0%k 48 [0/ THh o 7=, BERRAE T, tREF 3T A —2 O EFHIZE- T (BHRELISL O
BRAEIFIRIE S e o 70) . BIFEREIT 65/mL/hr GEYEGLPHITIRIE S o 7o) IR F L7z, BeRy
J£ 156 mmHg, —FE{LIKFES3E 44.6 mmHg, WS HE 0.4 (BTSN ehoTo) FERHER
BEE 5 cm HoO T o7z, M OFIEIL R Th o 7=, IREEIE T, H il ER K& OVH S ER B 23
IRENTe, TERD B DN oTofod, PUAEMEIZ X HRBFITEG ST, BEERARSRILE DORER
TR L 7oz, 6 WifEIth, ARYPBRE TR E 720 | ORREIZIER C, M8 KB RTREL 72 o7z,
il T, ZEH TIEHRISAEEIZH Y . FREITA EE TRO b, —JF, BIRIEZ2R< BT F
FEMRN BT,

Day 18 @ 4 I 41 43 (i L7ZFEHEMAE T, 7 L7 F=> 112 mg/dL GEYEFH : 0.5~0.9 mg/dL) . ~
EZub s 111 g/dl CEHERIPE : 12~16 g/dL) ., ~~ FZ7 U v b 35.1% CHEYERIPH : 36%~46%). 7
o ko e (LU, PT) 27 8 (GGEYEREPE @ 26~37 #) . EEEYE(L (BLF, INR) 1.02 (F#E
#iPH : 0.5~12) Tholo, AERE DO THRARDEMS L, BFET, S OICEPHREZHIRKEE
BT, AP & Mot < O BRI Rt S ¢ 5 £ 9 B L7z, #5BERE, Jonosteril, =Y A
TS, RO AR RSN, AX IV = BV T ra—L ROV NRAE T Rk
LTSN, LAI=UEY FI7 V0, ROF I8 RIIRIE L 72, 5% GEEARE) 13
FREZN LU TERSIN, FH. ABRET. ROICARE L7 EREERICERRE L7z,

Day 22 @ 3 I 3 431C, AHEERF L, BmtERKZEF: (FL— R 5) X VET Lz, FRiF Tbizen
oz, FEEBMEICLD & FERIE, FERARRZ M ORI FE & MAsrh /b H i O SR A U705 1k
ThoTo, MMAETFIERICEEDOHIFKIZ LD H AR T AR SN2/, FETIXARIE & Il S
i,

TRERFY EAN X, BIMMEMAE T 2, ABEOT-OEE, BEIEEITIEME, andexanet (ZBEH 52008 L
7R L, oo SRR & U CHRER B AT LT,

1.6 #5%% D : | IR

Patient Identifier: - Country: Germany

Event: fMZ I (Fatal, Possible, DAY 4), 882N HiIfM (Life Threatening, Unrelated, DAY 4), ifiL/NiIg/A iE
(Moderate, Possible, DAY 4), /i (Mild, Unrelated, DAY 1),%Jk (Mild, Unrelated, DAY 2), &#kJEE
(Mild, Unrelated, DAY 2), > E) (Moderate, Unrelated, DAY 2), IfiL#&M#: &k 7¢ (Mild, Unrelated,
DAY 2)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 13 h 32 min aXa level at Screening: 4 ng/mL
Age: 9' years Gender: Female Race: White

Relevant Medical History: Unstable and stable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous

coronary intervention, diabetes, disseminated intravascular coagulation, diverticulitis, gastrointestinal
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angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory bowel disease, myocardial
infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke, transient ischemic attack,
venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism, atrial
fibrillation, congestive heart failure, arterial hypertension, hyperuricemia, asymptomatic cholecystolithiasis,
chronic renal failure stage 3, hypothyroidism, chronic pain syndrome, status post fracture of the anterior and

posterior pelvic ring on the left, and status post knee “TEP” on both sides.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blocker, alpha-blockers, enoxaparin, dalteparin, anti-platelet, amoxicillin/clavulanic acid, antibiotics,
antidepressant, bisoprolol, bisphosphonates, amlodipine, cholinesterase inhibitor, Ringer’s solution,
cyclooxygenase-2 inhibitor, digitalis, torasemide, estrogen replacement, rivaroxaban, fibrates, insulin,
nonsteroidal anti-inflammatory drugs, nitrates, fentanyl, morphine sulfate, oral hypoglycemics, calcium
colecalciferol, febuxostat, levothyroxine, potassium, amoxiclav, dexamethasone, ondansetron, pantoprazole,
potassium chloride, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory, proton pump inhibitors,

simvastatin, statins, and mirtazapine.

BRARIBEEE -

Day -5 |2, A#ERE L. SIRMECHEMEI D72 O ABE Lo, SARMEOEMENL, ZEflT L5 THY .,
REIARENCBE L, AR 2 E o7z, AERE IS, SFdFRBELs b3, %k 1 BEkkE. B
AR L T, Elo, AREITEMEREEE EZHan T (A, 72X v/
7777 VBBOEGBEM I, REEEZEM L, RIS o7, DEMEIOIRE
D= BHEKEE GEMAR) EE I, FHLMENEF L, Lb=a—ka (AR <.
B 72 0B DIEIRS S D £ VLM T — A 72 3@ H AT /A3 A B 4L, CHALDS,-VASe 2 a7 (34 i[9
SO, EIlE, Fln (258, FERFE. MAad —m e msEE 2 8, mERE] Tho
7o HUEEEIEHE L LT, Fragmin (¥ /L7 /8 ») 3ghE S, 20#%, U A= 90280 Bz
bz,

Day 1 (2, AHBRE IR O HDBICEIVAALTS, 0%, RUEBRE L, 96, MR FE 9
Bl DEVREZFRAT, AERE OIERICUGEN SR, B CT M2 56 L 7o,
M FF BRI SRR D IR T A D Ae o 7o s, A/ I2SGR O B LTz, D7D, RYBrE 1T 8RE
ABE L. MR BRIERE O PR EIRIIC R S v, ABERE, AERE IIREEL Tk 0., Y
Tl tRich, BREEBEE IR ONR o7, RA, fFHETHL ) T LARBT = 2 =13y
FOELGRF LSz, RBEA ), =/ %% 2 40 mg OG- 03BEG S -, CT A% S0 L
7o S, VARTNCAME COE L 72 B A DT R & —Z L, A/MEOBEEN M2 Hiv, 6 5 B
(ORI 20 VR & M BB OB S 2 DAV T, 4 R S O 12 IR IS CT M & fREE S M L 7228,
I RIT A B e o Tz, WUEIZOT N RRERA L0, A LT, DIRIZZE L TH
Too FPRRRFRRACIT, BEOLAFEHHES K E R E &K OFEERARRD b,

ABEREICIE FXa [HERIO Y N—m 30 15mg 281 H 1 [EESEINTEBY, FORKELS I
Day 1 ® 8 R T o7z, [FIH., AP 21T andexanet 2MEH & THRE- S 41, 21 Hﬂ—F 32 5 21 FF 47
43 ¥ C andexanet 400 mg 7378 — 7 AL H- X {1, 21 KF 47 5355 23 I 47 43 & T andexanet 480 mg 73 A
FrE sz, A7V —=2 7R, sy, mEssE, /M, SORERMmERBF IR G Sz
Moz,

Day2, VARFudrorofbiafibsn, FH, =/ %930 8 80mg (& S 7z, Day3
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(andexanet #£ 5-BA4f 48 Wil %) . ABRE 1T REOBAELE L, MIRREORIA ST Lz, [F
A, fFAEEECH L= ) XY U250, TRXTOFHEORG R IEIhT,

Day 4 O], ABRFIIAICERNR L2 ieodz, FH 8K 324y, B~V TIZLY CT K
EAFERM L, ABREICHEN D (EmzEgd 58 KOWMELOEITHRD biviz, 3 CT
B CEHEN (M) o RIEZRBEMDB Z Hav, 5 4 IO EE XK O RIR OF B2 fEv, T
L 72 Rtk X 2 RIHIR A O #ee & 7= 2 i BRI A - DT, AR DR SR A8 & ARPEERE 03 &
MTHDZLEEB LY 2, FHEOFLAICE > T, EHEFIZY TRV SRz, ERoT-
W, HEREE L TR XN/ SN, FHO 21 B 42 45, AWBRE 1T, I Lo #4T R OFHE
BEREDHIRBEEIC L VB Lz, ECHEC, SEENHMETORFT, FEET MG Sz, SR
X Tbhienoiz,

BB Y EML, MELOETE, ETOLDEE, BEEEITEMP, andexanet IZB#EDH H000 L
RN ECHIWT L BHENMIMOETE | Eme T b O TEE, BREEILAEMEE )T H O, andexanet
(B U SR L, LSRR & LR Z S Lo, RIS ERGIX, =/ 930 U2 0FH
BREEFE &)l L 7=,

1.7 #5%E D : [N

Patient Identifier: - Country: Germany

Event: [[>4: (Fatal, Possible, DAY 4), .L\##%€ (Life Threatening, Possible, DAY 4)

Reason(s) for Narrative: X] Death

] Thrombotic Event

[
[

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 14 h 51 min aXa level at Screening: 96.5 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Ischemic cardiomyopathy with LAD stent placements (20. and 20.),

hypertension, atrial fibrillation, renal failure and diabetes mellitus.

Relevant Concomitant Medications: Enoxaparin, pantoprazole and tazobactam.

BEREE .

A7 ) —=r 7&K (andexanet & G-HI), ~EZ/ B EY 99g/dL, ~~ M7 U v b 29%, (/MR
198x10°L T~ 7=,

Day 1 |2, A#ERAE 121X andexanet 2MEH & TR G- 7z, 4R 10 IKf 51 432> 5 andexanet 400 mg 723 7R
—F AEE N, 1% 13 IFF 10 571C andexanet 480 mg D SR FHENTE T L1z,

Day 4 O/FiT 8 I 0 43, BHEMEMEDLAG b e R =2 THMARD bz, T 3 K 0 537 ARk
RE (SIS 90 mmHg) (272 ->7-, Fiz. &K 130 B/ OHRZ RO T, BilkbaEN R L%,
MBI E ST U CGER M2 60 mmHg & 72 572, LEXT ST EFITEO T, hri=r
T 1.53 ng/mL (GEYEFIPH : 0.014 ng/mL Kiifi) ThHo7-, ~E/ b 88gdL, 7 L7 F =2 3.7mg/dL,
GFR 16 mL/min Tdb -7z, MEIER CT MA CHZERAE O RIx 72 < | BEE CT M A CEHEE N H Mo
BT A BN h o T,

[l B4 5 R 10 43, AR I RIF LICEY | FHSIF 15 2T LT,

HEFEGLE LT, Day4 OFHiSFFO TR L7 NOARZE ] KO Day 4 D% 5B 15 30881 L
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7= rll}ﬂ?/\}:yf%ﬂérﬁ LB WG IR, AEREOBRRIZEL > T, —RKBumLE K
TIRBAVLEI T S e o To, SIRRITIER ST oo T, ERIE TLARE AL

DIEIRIZ L BB ) “@3?)07":0

Andexanet [ZxF 9 D ALE T, YL FRORILATIC andexanet D H-Z 52T L7272, [EY4ET) Tho

7o rlﬁ\xékﬁ%ﬂéﬁ#ﬂ:iéﬁitj DR IT SR, DLAEZE] OiRFEL TEEET ERE

T THot,
RERHEYEAL, DA EADNDIERIZE DT %E’% GET o), LLApEE] »EE (4
?%:””75@‘5%) LI LTz, W N OFR Y andexanet (20 BEH D S BIHEDH D00 L &

Wrl. EEEREICERT 2 rREME bR L7,

TRERIKHEE I, DOAEZE] % andexanet DIEBRFMEEN O T SN A FFR LB R, AEE O

EEREBTH DRI LHIEICIRE S B H Y | andexanet ([ZEEH 5706 L7 &fillr L7z,
LOARE L B BN DLIERIC X DT 13, andexanet DIFBRIEMEZE NSO TH SN RWEEEZTH Y,

[ B ORWRFRICHEBL L7z DLHEZE] 1ITBZ2 6 EENH 5 &l LT,

AHERFE 1L Day 1 @ andexanet % 5% (ZHUEEERIEZ 3B L SEC £ TORIIC= 7 FH30 20 mg 7%

1 FG- ST,

1.8 #E%E D : [N

Patient Identifier: - Country: Germany
Event: fifiZ¢ (Life Threatening, Unlikely, DAY 2), REIf4:X¥Z< (Fatal, Possible, DAY 5)
Reason(s) for Narrative: [X] Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 16 h 7 min aXa level at Screening: 111.6 ng/mL
Age: 9' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, coronary artery bypass graft surgery, cancer, chronic
anemia, congestive heart failure, coronary percutaneous transluminal coronary angioplasty/atherectomy/
percutaneous coronary intervention, diabetes, disseminated intravascular coagulation, diverticulitis,
gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension, inflammatory bowel
disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, transient
ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary

embolism, atrial fibrillation, intracranial bleeding (left side 20.), and stroke.

Relevant Concomitant Medications: Ramipril, angiotensin II receptor blockers, alpha-blockers,
Mono-embolex (certoparin sodium), anti-coagulation, anti-platelet, Unacid, antibiotics, antidepressant,
metoprolol, beta blockers, bisphosphonates, calcium channel blockers, cholinesterase inhibitor, Ringer’s
solution, cyclooxygenase-2 inhibitor, hydrochlorothiazide, estrogen replacement, rivaroxaban, fibrates, insulin
rapid, nonsteroidal anti-inflammatory drugs, diclofenac sodium, nitrates, opioids, morphine sulfate, nonsteroidal
anti-inflammatory drugs, oral hypoglycemics, atrovent, clonidine, nepresol, Perenterol, potassium chloride,
Atrovent (ipratropium bromide), Novaminsulfon (metamizole), Pantozol (pantoprazole), bisoprolol,

phosphodiesterase type 5 inhibitor, Novalgin (caffeine/paracetamol/propyphenazone), statins, Novodigal
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(acetyldigoxin), Beloc (propranolol), potassium chloride, urapidil, and Nepresol (dihydralazine).

B AR IBEEE

AWERE 1L FXa [LEFI O UV X—a 330 20mg 28 1 H 1 BEE SN TEBY, ZORKEERS FIX
Day -1 T o7, Day 1 12, APERH 1L andexanet MR TE G X0, 10 B 7 5005 10 K22 70 %
C andexanet 400 mg 23— T A G-I 41, 10 I 22 537026 12 IKf 22 43 % T andexanet 480 mg 73 i i i
SNz, WRERMEKRANIREG S ko T,

Day 2 @ 9 I 30 43, ARHEERE MK (EfmE2gndHR) 28E L, FA., MRERIIEHE (i
IS S gino7z) T FPRBEREANE(L L7z, BRRRA T, AMERE 143 /L, C atEs v o3y
' 82.57 mg/L (GEMERIPHITHME S oTlz) Thoto, W X BmAE T, LeiioiRlE 70T 7
Y ADEE BRD LA, ik &2 ST, Mgk LT, Unacid D& 5235t S iz,
AR, YT A—% GERIARB) 2METF L7es, CRPES /X7 8 (459 mg/dL) 1TIEAD
DENCEEE LT ST SNz, IR EOFE L WEEEIIA NN -T2 b DD, HUAEMEIRFEITIEE
L7ehoTe,

Day 5 @ 9 I§ 30 4310, AR TR MAEMR 2T (APt 2B 5, BEERIEE - e R 2RIk 5 F5)
ZRIE LT, WAFENS, AEREIL T4 0T 02 Ofba 2L, BERIREEICHY . ARO[
NBOBNTZ, A Z YA ik, MJE 147/69 mmHg, LHIE 60 B/ CThol-, ~EZ b Uit
12.0 g/dL Th o7z, D CT WA (GEER) T, ORMMENREEIE D 0250 B 7o 72 MR SR b 2=
AR T, EEZEBICE O SN TMN MO K E S, Day 2 ICE L7 R&RF & A 5705
7o (R=Z2F7 A OFERITREESNAR Do 70), BBENHML, WAEd, ROMRPEAER D | bR
FIHKIRE L TEIBRIBICH > 7o, AEHRE OLEMOBRFRICL Y, BEASUILTRRLEITHE
EENnrehot-,

Day 11 (2, MIMAMERAEIC L0 RS 130 Lz, Wit AR OEFAREZREIICEE L, T
MALE X EM S e o Te, FIRRII TOh R0 5T,

K, iR OERITIEIAET ThH o7,

IR R, MR E, it ErT b TEE, EEEITEMEEDT SO, andexanet |ZBHHE 72
W LW EHIBT L, oA & U THEMED A LT,

TRBRFE S AN, LM AR 2 BEE R IEE - BEREAEICK D b D TH ) HERE N ABL L7270 &E
B, EIEEEIIE MY, andexanet [ZBE B B L EHIE L7, MoJRREITERME S o7,

1.9 #sE0: [N

Patient Identifier: - Country: Germany

Event: AM1 5% /E (Fatal, Possible, DAY 2)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN 2) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 3 h 42 min aXa level at Screening: 41.4 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, previous erosive hemorrhagic gastritis, stage 2 chronic kidney

failure and obesity.
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Relevant Concomitant Medications: Lioran (Lyrica) (pregabalin), nebivolol, torasemide, Pantoprazol
(pantoprazole), "Kalinov", Dekristol (colecalciferol), Movicol (macrogol, potassium chloride, sodium

bicarbonate and sodium chloride), Duloxetin (duloxetine hydrochloride) and Folsdure (folic acid).

ER R

AYEERE 1L O FEMEN R LT Day -153 705 Xarelto (U /S—mFH/30) 15mg % 1 H3[EEG I T
B, TOEEE5RIIDayl Thot,

Day 1 (2, A& IR 2 v 7 Do APt Lo, ABERE, ISEBUNTH > 7223, Rk
EEAL, 2HRENCOIET LT, BEDOLHEIER R (FEREBIIH 22 [B/4) A6, BE
MIEFIZE AT, BHO RN S o T, EFRICAREIRTH Y | 4/6 systole, 2 FED.LANEBEIIZINZ
TR B2 Do AT P00 2 B i A D58 0 D 321 Tz,

BB OFE R ITGME TH o 7,

ABERE D LERRA T, (OEME), B R CRHRAL, BBEREIC KD R WBRRREIE, KT V5~V6 IZ
Woe STAR T 238D Hav, L% 85 [81/43. PQ [HF&E 180 ms, QRS i@ 100 ms, QT [HFE 400 ms (1E
) THY., BRI ER Chol,

FaEB X AR A C . SUE, IERIROD 5 o i 2 AR ED IR WS E X 5 - MR A 5 I8
FHPHOOEKR, PR OIME O 5 - 23§ b vz, KERILME ROk E & LTz,

MBS LT o — A T, ARBOIEKRZ D2V (43 mm) BED LSRR FiEREE . MigHHeEnr
2 (7 L—F 2~3), BELRKREBIRAPEN, KRERFHRAE (PEENSEE) 2045 E85E L KBk
AR, RERFHEARAS (FL—F 2), ZFEIEK 45Smm), A=K (2mm). =ZRAAEAS
(FPEEJE) 233D BTz, LVEF 50%. fE3EHIE 45 mmHg T® - 7=, iZERE O rlREME I & E STz,
T 2 — R TR TR 235880 DT EB O K E SITIER Th o 7228 B K & 7228 (59 11 cm)
DERD BT,

TANRTGXUET I ) N7 AT7 27 —8 177U/ GEUMEEPH : 10~35), 7 L7 FURAFRFF—E
579 U/I EYEHIDH : 26~192), 7 L7 F =1 124 ymol/L (JEYEHIPH : 44~80), ~~ 27 U v bk 18.7%
(LYERHIPH : 37~44), ~E 27 v 3.7 mmo/L (LYEHIPH @ 7.39~9.06) . ZRMLERAEL 2.29x106/uL (7
#PH : 3.92~5.08), hEAN=1T0.017 ng/mL (EUEHIPH : 0.014 i) . FIMEREL 19.91x103/uL (FEYE
HiPH : 4.49~12.68) . FHIIRMERAAE 81.7 fL (FEUEHLPH : 80~96) Th o7z,

27 J—= 7 (andexanet #%EF). ~FEZ 2t 3. 7mmol/dL, ~~ b7 U v b 18.7%. fi/MkEk
151x10%L Th - 7=,

7] H . AHERE 1213 andexanet 78 i A B CHEG- X7z, 12 BE 12 43705 12 B 42 43 % C andexanet 800 mg
WA= AFeH X4, 12 BE 42 53705 14 BF 42 43 % T andexanet 960 mg 23 sl fiE S 7z, JRIEARIMER
R 2 AL G- S 7z, Migflid O % Rh () Tdh o 7=, BRI E 4 L/min THEFFIEEZ 1T 72, Hifl
Hr. ML 100/60 mmHg, LA 96 [71/53, il 37.3°C, FFR#L 20 Bl/y T o7z,

Day 2 DR, BFEIED IR Z 7 L, asrh & 580E LSRR ABIC 70 o 7o, 8D CT MR C, MMZED 5 AL
ENTo, AT OEGREFEN D, BFFZEIIAMUTHE AN TH D Z LR SNz, Fi- BN
MO IRBENLI B AR D> To A WA D /IR B OV D 14 5B I 7 A NS B 8 B U 7= AR B RE I
WFED BV, AR & —B LTz, AERE LS FERIMICERIGIC2 Y | BRIRE SRR EE & 72
Sfz, BITZEICE &, IRERIX RV 7o L o1c) @&, HEWAX D Z LN TE R0 o7, Migze
(D7 &L RO MBMEREE) OKENRH 2 Z L n3Eebilz, CT B THEMEER (MO
18 B OMRIR O iR % 50) B ONWIARI 00 TE B Bk ek ME RN 26 Fh 2338 D BTz, BMZEH OIRIE D 7=~
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PN SERIRNEE G- S A7 (10000 TU % 24 BRI CTHe G, BARIZRIRRRRBICH 0 . IR AEE
MRS TEWE O & INT/od, B REMH LM 7 23T 5 2 SICHKRIZFEE L,
Day 4 (2, A#EBRF LT L, SIBIZITbnnoiz,

Andexanet (ZXF 3 2 LE T [#GICEER L] Tholo,

RS ERT, AP O EIEEITAEMmE ST DT, HERFER (EMaZ2ENhT b0 TH T
IZE-7) THY ., MAHIE andexanet (ZBHH & 2 20 Liv7Ze o &l L, R BRI 3 5 Alpetk
bt L7,

AWEERFE 1X andexanet ¢ 5-1% 7> 501 £ CICPBEEREZ B Ls o 72,
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2 BRELEEDHLHMEEER

21 #mzzD0: IR

12 w0 - [ 3.

22 #&E D [N

Patient Identifier: -

Country: United States

Event: =itk L~V DL T (Severe, Possible, DAY 2), iMf#iZE (Severe, Possible, DAY 6)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 14 min aXa level at Screening: 291.8 ng/mL

Age: 7I years Gender: Male Race: Black or African American

Relevant Medical History: Left thalamic hemorrhage with intraventricular extension, hydrocephalus, diabetes
mellitus, acute respiratory failure, obesity, atrial fibrillation, coagulopathy, hypertension, hyperlipidemia,

functional quadriplegia and aspiration pneumonia "N6VT" (ventilation with moderate N=6 tidal volume).

Relevant Concomitant Medications: Ofirmev (acetaminophen), Ancef/Kefzol (cefazolin), Normodyne
(labetalol), Zestril/Prinivil (lisinopril), Lopressor (metoprolol tartrate), Cardene (nicardipine) and Protonix

(pantoprazole).

BRI

Andexanet % 571DV N—n1 S EE&EEG H X Day -1 Tholz,

A7V —= JHAERE (andexanet #5-8) . ~EZ bt 137g/dL, ~~ hZ U v b 41.6%. /R
112, 7v7F=r11mgdL, 7 & LEIHTRE, fE 178/93 mmHg, L% 60 [El/4r, FEULEL 19
B/ Chote, BHFERALH OMINENR A DI, MATENREELOFT 3RS b,

Day 112, RHERF 1213 andexanet MEH & CTH G- 72, 10 K 44 535> 6 11 I 4 43 £ T andexanet 400 mg
BEAR—T AEG L, 11 FES5 53025 13 I 8 43 % C andexanet 480 mg % A &L L 7=,

S FHER TREOFHI T, A Z YA AT EFFPHN (ILFE 123/66 mmHg, LHAEL 82 [Bl/45r, FFK
017 [|B/43. IR 98.4°F) Th o 7=, BEIRNZED b7z, Andexanet ¥ 5 1 BFff1%. 4 BFfE1%. 8 HF
1% KO0 12 BRI % Ol (% OFHIE Day 2 D 0 BF 0 4y) T, FFEBIRNZED Siv-, MmEL,
140/83 mmHg (andexanet #¢5- 1 BF[#%) . 127/75 mmHg ([7] 4 Bf5#%) . 129/73 mmHg (7] 8 K§f##4)
KO 96/50 mmHg ([F] 12 B§f#lf2) Tholo, ZORIZ=H AP OG0B ST, BEREK
ARG SR o7,

Day 2 (andexanet AijfffHER TH2) 12, Bk LV DME T LI 7o, MEEILR & OVKERE & > 72 /2
BRI AR BT 726D, IMEEBR R A HERE S Il S av7e, ZERSAZREAAL ) O I FF ik 2 s 14
HESIT, v MERE Lo, AEBREIXZND OLEIZ R BREEZ R L, A OHEE RIS
LD EE o, CT M T 622 M EOHE K M OHEIERITFR SO B o 7o, I ¢ e
MR FEAEDOFT RITFRD D e o Tz, B AR G 13 Thh o1z,

Day 6 |2, FHEBIFIERE CT & TIROPFT AR D b7z,

® Day2 ORAERF L Ll L7254 O b3 )7 B =EAE/ ]

o LFE LIEMRKIMIE
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< IR T BEEEERAL O /)N i

55 3 AR50 9 2 Ffe Itk O i oD R 2 SR

MENO/NIICZE 2 L (B AREICmESH D)

7z 72 A RTBEE B e 2E (2 om)

Jibd =, bl K OV | AR % R 9 BA 2 7R T L

0 I R 8 2 7R3 2 B 48 1) 73 b = ] R oD U AIEAES

PN ZEED ARIERIR X I N O B Ras ki~ 7 — 2

RYEERE L, Bk L~V DMK T 70> andexanet #5-#12. Kceentra, AFbhn vy, 74 M FUF
VRO T ) oERE SR, 87 7 XTI S S, N IO 7 9 ABEHATR 23
MERE SN ATREMEIZ S D23, Bk L~V F O 72D AR NMER SN I ARHTH D, A
FAERRE RUT ARRRERE TIPS L 0D 7 OPUEEEFRIE DR R TR Do 1o, WHEHIME T, S E TR
FIT K> T 140 AR I MEFF STz,

Day 14 1T, CT & CAEMRHIMIZ X280 72WI (BIXEITA) 23580 bz, M LIEZ
ELTEY, MEORZIHLEEL TV,

Andexanet [Zxf T D ALEIL, UHEFELOFKBANHKGEZET LD, [YET) Tholo, K
FEZE N OVEFR L~V DR T ORRIFIEEEE T Th o 7o, Bl L~V OIR T iekE Lz,

TRERIY AL, BOREAEZE (BENSEMEE P T HO) KOERL~LVOKT [EENSEE (A
FEIM OIER D7-) ] % andexanet & BIEDH D LYl L7z, £7o. Bk LUV O NIZEAZEN H M &
OVKBIEIZE R T 5 & O Tl o7z Ll U7z, TRBRFY RIS, SrkeE A (b oL EREh i
B DBIEN RPN 2D DEZORREN S LN EEZL TN D,

23 #&E D : [N

Patient Identifier: - Country: United States

Event: fifi 2242 JiE (Severe, Possible, DAY 1), #6& R M2 5E (Mild, Possible, DAY 18), /[ fj 45 2
(Moderate, Possible, DAY 3), REILVEMMZEH (Severe, Possible, DAY 3)

Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 11 h aXa level at Screening: 94.2 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Pulmonary emboli (PE) (20., 20.), deep vein thrombosis (DVT) (20., 20.), at
least 1 PE and 1 DVT occurred while on apixaban, cerebrovascular accident (20.), transient ischemic attack
(TIA), seizures, head injury, dementia, pulmonary nodule (20.), stage 3 chronic kidney disease, diverticulitis,
diverticulum of the bladder, chronic UTI, neuropathy, hypertension, hypercholesterolemia, shortness of breath,
benign prostatic hyperplasia and enlarged prostate with urinary retention. Drug allergies included paroxetine

(rash/itching), prednisone (photosensitivity), and olanzapine (rash/itching).

Relevant Concomitant Medications: Ecotrin (acetylsalicylic acid), Keflex (cephalexin), Coreg (carvedilol),
Cipro (ciprofloxacin), Aricept (donezepil hydrochloride), Advair (fluticasone and salmetrol), Lasix

(furosemide), Neurontin (gabapentin), Synthroid (levothyroxine sodium), Mendalamine (methanamine

210/ 350




2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

madelate), Trileptal (oxcarbazepine), Istalol (timolol maleate), and Ultram (tramadol hydrochloride). He has

drug allergies to Paxil, prednisone and Zyprexa.

EEPRIEE .

Day 1 |2, AHBRE 1IZ BEOMAE L 72/ IR CREEOK 2 ReIRTICHEBLD) iz, B
B —EZ2 LT, ARIERE3.62 KT 3.18 (FEUEHIPH : 4.31~5.48%10'%/L) , ~EZ/ r B 10.7 K
9.5 (FLUEEIPH : 13.5~17.00 g/dL) . ~~ ~hZ7 U > b 33.0 & Tr 29.2 (FEAEHIPH : 40.1%~50.1%) . Ifi/]s
% 266 KON 231 (FEYEEFH : 150~400x10°L), PT 10.6 (FEHEHEFH : 9.3~12.4 F), INR 1.0, &ML
W ha AR T T AF W (LLF, aPTT) 26.1 (GEMEFEPH : 23~30) THV, hriR=1 1 (TR
HPHA DTN AT 0.06 GEXEFEP : 0.00~0.05ng/mL) Th 7=, Kot & —I2ED. £
BOMENRSH Y | FEMED VKR OEEES D5 DIEEFFA 27080, BIERMERELA] 2 HAL 23 i S 4
Too AHERE T FETEAGE il & 2 STz,

Ay V== J A (andexanet #5-01), ~EZ B EY 95gd, ~v 27 U v b 292%, [/ MREK
231x10°%L T~ 7=,

[FH 16 Ff 40 77, ANIBBRICES S 7=, Andexanet $¢ 5.7, IM/E 114/65 mm/Hg, OA%Kk 85 [Bl/4y, W
W 18 [B/43 T o 7=, AHEERE 21T andexanet NEHE TRE Iz,

[d] H /1% 6 If 0 471Z andexanet 400 mg 7378 — 7 A H- I 41, % 8 I 15 431Z andexanet 480 mg O ;i
FEMSE T L=,

[F] H 1% 9 IRF 15 4y LRTEERHESE T 1 Rl (9772405 andexanet $¢5-Bi4h 3 i) 15 93#%) 1. s 12 e
TR BB Sy 23 B LT

[F P 9 K5 20 4y, DEMBRA T, FAFELOHE 1 EEE7 1w v 7 NRO LTz, D65 [\l/4),
PR [HF@ 218 ms, QRS [Hl&E 82 ms, QT MR/ 1E QT kg (LA T, QTc) 406/422 ms, P #il 74, R #il 47,
THl 79 THH=0, MOETIZEF R LBEX TH - 72, Day-163 DLEX L T D &, F2HETH
STREETa vy IRE 1 E~LEEL TV,

[ H. HIMAFED BT 72 OFEZR M CT MAMER Sz, KENRE & OCKENIRAEEE IR0 1
e Tehy AT EREHOZ MR OMARTICREO A ER LA 2R BT 50580 b,
Jifi S AR SRR S Tz, K B OVUIERR 0 Ve o 7o, BAES CT MA Tl SMEEHEN
IS E S iz, IR OVE#EOIEEER CT A CTlX, andexanet $¢5-BAA D 7 FERTOMARE & [FIRE
(2 BEENIC A0 <N E 2 NRE A PE D R EE ORSR MU AT b, EiEFR A KL R ONR
R A RAL DS TR S A7z, BP0 O 2R (1.4 cm) b UARTORERE & R TH -7, ABIT,
W A 1 D BT 7 AT K L7 A TGRSR 28 (1.1 em) AR D bz, CTRE TSR O
E22 Do Te | IRFLRmED S IRFEGREIENFE Lo, IBHAZEOFT IR b oTz, JRELR
MAEAPACHZRD STz, RO E AMEIEENZRD S, HERFFAIREDER O TRENEN & 5 & Hlr &
iz, ARYEBRE X2 ORER I LA EORRARE R0 D I ZERIE & W S vz, ABRE IR LT
T xEHEEESN, MEXOLHEO 2 bo—LDdIil T F a—Liz&b5sn-, 8EHin
D= DHUREEEZ A TE 2o lz, AEBRE LI B R HIFEO T DIZEFIRFREICE I L,
Day 2 @ 1 4 4y, 51527 45, 9 HE 8 4, Day 3 D 6 [ 20 4y D~F 7' 11 B34 410.1, 9.5, 9.3, 8.7 g/dL
(GEYEFEPH : 13.5~17.0), ~~ 7 U v ME %430.4%, 28.8%. 27.8%. 26.2% (FEYEFIPH : 40.1~50.1) .
IR E A %2 168%10°, 163x10°, 143x10°, 128x10%/L (FEHEHIPH : 150~400) TH -7z, Day2 D 15
26D hrR=211329.18 ng/mL TH Y, fERR L~V TH 7=,

Day 2 |2, /[T = — R CHRE O RO PEA KRB HAv7e, LVEF [XIEH T, BEEE)RFE 2L, O
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B PN R R OV AR 72 L Eﬁ%&?%%ﬁ#ﬂ%ﬁ OGRS R4 L, AEIEHIE L7 L ThoTz,
[FH 14 FF 40 0 OLBRTRENRAL LN, B 1 EBEET T v 7 202 RERIRDTRD vz, Dk
56 [A1/%7. PR [HIf&E 210 ms, QRS [Hf@E 78 ms, QT [HIf@/QTc 432/416 ms, P Hii 5. R #f 18, T Hh 112 T,
FERFI T I BE NRD BTz, Day 1| ONLEX EHEET 5 L FREFE CIE T HIEREA D LTE
0. IBEHE CIXIEREN THEERNHAL N TH -T2,

TEER 2R M R OFEAT CIE ST EHBLOAMEZE & fsaft T Hav. 72 F % U F/LE: 81 mg KT Lipitor
(7 bR EF ) Ziffi L, FTREFIRY 4 V& —Z2BET D RN/H I,
A B AR 1T E RIS O 72 DR NE b 5232 LT, WA Ok 5, 75 135 K38 K OVEIC decreased NLF
WERO B, 2 FIEGREEIT 4/5 Th o 7o, HRMMENIRA A MR Ad 2= h 23 g a7z,
Day 3 T, HHHS MRI BRAAE RIS 20 FR0FT i E, DRI EERE D SE o D T, BT &
OMZ A T8 DL D L)/ N X 7o SR i 2a h © b - 72,
Day 4 (2, hrAR=211F18.80ng/mL ThH o7z, MESEZZEEOFTRICIE, B, MR AR
B MM ZE R, T R ARIASE ORI, T 2 7L v 7 ABEHERARRICESL
PR 72 B RN A2, 1B MERY e A IR ZERRE . ERE (BB OJRK 2 LivZewy) ROYE ST EFHA
DAEZER G N TV,
Day5iZ, FrA=211%10.70 ng/mL TH o7z,
A H 11 Kf 14 53 OB A CIRMERIRDNZE O B A, DL 59 [51/47 . PR [EIE 208 ms, QRS [Hf# 82 ms,
QT fIa/QTc 436/431 ms, P 77, R 13, THHl 105 T, FERFHM T I EHE WD b7z, Day2 O
DB BRI IT A BN Do T,
A H Tjtﬁ%ﬂ)rﬁww—ybxm%éﬂf:
Day 10 {2, AHBREILIERE L, VAE YT —2a U iRICE -T2, IBFEROWLITIZT EF A4 Fu
2 (TAEV YY) OKRTHY, PrEtEERIEILFER S o7z,
Day 17 |2, A#ERF 1380 1 ERIRTICABIORAD BB L Lk x o, N7 7BERMBA T kK
X AR FE D DT,
Day 18 |2, AHBRF IR EEITREE L, B (BEELEEICTIND 4 ReHIATICHEBLD) . %k,
WO BB DT 2 M OMEIR 2 5F 272, bR =2 11%0.06 ng/mL (FEXEFIPH : 0.00~0.05) TH 7=,
PT 11.2 (GEYEHIPH : 9.3~12.4 ). INR 1.1, aPTT 21.7 (GEYEFPH : 23.0~30.0) THh-o7=, £ LD
N7 7 EEREN BRI,
[FH, DERKBRANEM S, Day 5 OOLERE T 5 L PR EROIEENRD b, HIRHTA
TR DR M K OBEARME LA H LT, IRIEBIXRIF Ch o7, AR O/ H 0 | A
\ZRIED RO b, EFORDITTHOBFE L, TRICHUNRZENZR D Siviz, AYHICRE
DRI TED TR AV, AWERE 1IE DIBRESE RIS & 2 S, BEARE LTz, ~ U Ok
RN G- 03 BRAA ST, AR — 2 70 X CRaMEBITA b T, MK/ S 723 H ORHR
BRO LT, BB~ BN o272, Lovonox (/7 FH 30 ) D& N EEH
iz,
Day 19 &UDayzo DLEMBEE TRICEIIA N o T,
Day 20 1T, FRGERIR—EIET = 7Ly 7 A EERE 2 F M L, 2 MRE IR SR IR A 2358
BB, ER@I&H%H)RIEU LH&B&UHUH&E@FWI&%%H)R \ZRTE éhﬂﬁﬁ%%ﬁ)ﬁmlﬁsz D BT,
Day 16, Day 18 ™ 2 ¥ 45 43 Day 18 @ 6 H 9 43, Day 20 D~F 27 11 £ 1345 % 8.0, 8.6, 8.6, 8.1 g/dL,
~ R 7 Uy MEK%2253%, 27.4%, 262%., 25.4%C, M/ EFHBERNTH -7,
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Day 22 |2, Lovenox (= / ¥4/ ) OFH1E Coumadin (Vv 7 7V V) ORAOKGIZETE Iz,
Day 26 |2, A#ERF TR L. ZE LIIREE CREIBEER I - T,

Day 36 (2, A#ERE 1T 30 AR OBHGRAE D=7 L, Coumadin ORI A fE H ke L T e, BEo
I8 A S OERR IFTE 2R LTz, AR IMARIE DK AR 2 H K A MR T D720 D K7 7 BE MR ALC
L DBMREEZ T oo, RYEERE O B EIEEIC, RHFEIRMAREOBREEZ T L9 BN d
ST E I MIFAHATH U FLE S TNRYY,

Andexanet |ZxF 9 D ALE T, YL FRORILATIC andexanet OG- Z5E T L7272, [EY4ET ) Tho
Too ARHMAEEFERRER T, ZEARAE, PR A L VO ZEIIRIE R CTh o 7o, /o BIRTRE IR
MAEITHEEFT TH o,

TRBRTH Y AN I, I ZERRE ) OV MERM A5 p 2 = B &l U7, BZERRIE 2 B (APED 7o) | i
PERMAE T 2 BB R PR Ll U, O ZE O BEE 2 RS L L, EERETFRESR L
Bz, fo BRI ERIRIMARAE (XS CEE (ABTD720) LHIWT L7z, 4 fFOFRT I THIRERE
FERTHEEICHE SN RHCIEE T2 EFER Th o I GBS ERIL, 2D 4 D F4 % andexanet
WZBE B D500 LW /L3R dH 0 Ll U, AR EICER T 2 maetE b3 L7z,
TR 1, IZERRIE ., 1B MM 2R T Je OV A 2 4 andexanet (2R3 & 5 7206 Liv7avy (IRFfH]AY RS
&3 H7-) LIl L7223, andexanet DIEMMET A & & ICKIIRBROZ S HEZ I TE 2 L IEEF W
v, ZNDOFERRT, AERE OBEOMIZER, B ERIRMAS . 6 E K OV P i,
FAEZ TR LI ERERORBICEZE L BEEN S 5, 5O MZER &K O FIR AR X B %53
YOG PNTRBL L T, EEIRMARAE (XTRBR I CRICER T2 A EFRICHES N TN D,
TRBRAR AR | R ERIRIMARIE 2 andexanet (ZBSE# 720N 5 LU &[T LT 5, SR EH IR AR IE 23 58 814
% F TOREMIX, andexanet DIEHKRE 2 12 2T 2 TH Y | andexanet DIEHBEF 2 & & IR KB
DRUMEZFITE 2 LITFVEE, ZERIE, AP O A 28 R OV # IR LA 13
andexanet DVEFRFEMEENSIT T SN2 WELRTH D,

KR 1T Day 20 2 DHUEEERELZHH L, VL7 7 U 4mg 2 17 BIROT AU > 81 mg & 17
Bl 5 sz,

24 #5E D : [N

Patient Identifier: - Country: United States

Event: %€ (Severe, Possible, DAY 7)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Enoxaparin, 50 mg, twice daily Site of Bleeding: Pericardial bleed

Last Dose of Anticoagulant to Andexanet: 5 h 41 min aXa level at Screening: 0.44 [U/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Recent CABG surgery, atrial fibrillation, hypertension, hyperlipidemia, diabetes

and prior tobacco use.

Relevant Concomitant Medications: Insulin, lisinopril, metoprolol, verapamil, atorvastatin, bumex, albumin,
NTG, dopamine, potassium chloride, levoquin, loop, morphine sulfatge, propofol, piperacillin, biguanides,

bumetanide, solumedrol, and lasix.
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BRI

Day -8 |2, ARYERE XA A XFAM0 (FLERAS) 205 5 EITOEER S A S 2R D7D ABE LTz,
TEENIR A SR AFITH | AR I TRE R MR EA D G- Sz, 7'e b e o B SRRSO
B oo A I 5 S e o7z,

FIF R ICHE Sh, REBIZBAFTH 7273, Day-6 12 BiPAP Z# % L, HEiBEEY A 2 — 2% 2
Lz, EBEZRL LI2bOOFEIXRMICHEY | IHEIIRETH -7,

Day -5 |2, BiPAP Z# (0 4 L, ARHERE 1T 23 2 7o, AR I D BB OREN H - 72 2 &
DD | DR PEZERRIE D FIEINH O 7 O Ffr 4 TR - & D Lovenox 23 5- I Tz, CTHRAETEH T
HEOREE DR B, FEFHE I,

Day 1 (2, Miffgfk OVLEMAEAEEL L7z, DFENHIM E RS, FB, AgERE IXETIEREICE
S, VKR T X930 » 1mgkg 28 12 ] 2L 12 4 B G- SN TR | k513 Day 1
D% 1 K2 53 ThoTo, ARERE I3 £ O HED & OFFIR AR ZERRE O R IEMFI D 7= D= /) %
PN 50mg 8 1 H 2 [EEREG STV,

ABERFE X LC, andexanet (B DML 3G Sz, A7 U —=V T HRERE, ~E/ b
9.6 g/dL, ~~ b7 U v k 29.4%, Ifi/MREL 196x10%L, 7 L7 F=> 1.3 mg/dL, BUN 60 mg/dL T
ST, MM 119/51 mm/Hg, OFA% 86 [F1/77, FEWLEL 10 [/ CThH D | BEUTGRD biveroTo, A
B O R BT A 72 < | MATENREEEAL O FT ALASTRD BTz, CT MRA TR O D IR IR K OVt 44 iy
IKDFESH BTz,

W H., AHERF 21T andexanet 25 @ & THR G-I 4172, F# 6 I 43 5712 andexanet 800 mg 2378 — 7 &
P Sh. % 9 I 4 4312 andexanet 960 mg O S FHENRIE /2 < 58 T L7z,

Day 1 @ 22 I 15 43 (andexanet $¢5- 1 R[] 30 73%%) % OY Day 2 O ZFfij 1 F 10 43 (andexanet $¢5- 4 IiF
30 20#%) . REEMEME T CTH 7, Day 1 (2, DZEANH IO 72 AR M ERELHK] 2 AL
WEE Sz,

ARYLERF 1 andexanet £ 512 (ZPUEEE L A FRBH L 722 o 72,

Day 7 O/l 7 K 54 5302, ARIOREBL, A2 R R VL 23388 L, MRI CARMER, 2Bk
S O BRE I i e ORI O B E R OV H AR E N LR EICRD DN 2 &b, MEd &
ZrE iz, W OPOBRIBHEZEIZIE, SORMUNE M2 =3RRI S DT, BOREREEL,
R R Cld e < MAHE O O FMEZERR G Ch D ATREMED B &I L7z,

[ H . B MRA WA T, @B OBR%E XITEARFAZE O Ik 2 R 9T IRER O K3 O bz, L
T. MRAREIZE—T a7 —F 777 EBRELT, MAEBHER LIz, HIKDOH 2 A HIET
bolo, BINRIEDOFT RITRD bLRhole, AHEEEINRME O %R RIMEINROTAD RS/ NS < TR
BB DRIV Z IR S & o 7o, YA BERITKTT HIEHRICITRE IR O FERENE i,
Day 9 12, M FRITER L, RBICAERFIZ L) 7T —a rOdEmEREEMRICE -T2,
TRBRAE 2 [ A A0 06 - BR A IE | A5 1 - BR A 8 M OV SR 258 O HI M MERE JE 4 andexanet (ZBIE 7200 5 L
EHIT LT,

25 #%E0: IR

Patient Identifier: - Country: United States

Event: 5625 N ARIFMARAE (Life Threatening, Possible, DAY 12)

Reason(s) for Narrative: [ ]Death
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[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 16 h 28 min aXa level at Screening: 85.4 ng/mL

Age: 6' years Gender: Male Race: Black or African American

Relevant Medical History: Recent hospitalization for non-aneurysmal subarachnoid hemorrhage, bradycardia
(normal variant due to regular exercise (martial arts, crossfit), pulmonary embolism versus pneumonia, medical
recommendation for life-long anticoagulation, proximal DVT [treated with Xarelto (rivaroxaban)] and chronic

underlying ulnar neuropathy. Father died of brain stem hemorrhage.

Relevant Concomitant Medications: Acetaminophen, Colace (docusate sodium), Lyrica (pregabalin),
nimodipine, oxycodone, Oxycontin (oxycodone hydrochloride), Peridex (dexamethasone), Phenergan

(promethazine), Tears Naturale (dextran) and multivitamin.

BEREE .
A7) == 7 4R (andexanet #5-/1), ~TZ BB 134gdL, ~~ b7 U v b 385%, ﬂﬁlfl\*ﬁ
5 186x10°/L Th o7z, ARHEERE I iaMmmabﬁ%%f&EéhtoDw1@¢&1&%m
andexanet 400 mg 23RN — 7 A5 I 1, F1% 3 I 33 471 andexanet 480 mg O REFHHENE T L7,
Day 7 |12, A#BRE I THEEERIE 2% 1T T12IBBE L7, Andexanet $¢5-% O BHFFRERFOHE T, < b
Iz H ’FﬁTﬁEfotHjJﬁl RO N7,
Day 12 1T, FF 2 N2 TR L2 WEHEMEOFTR AR B Ligw 7o, B H SEURAFHEL., BOk W
JERRBEL DGR DTz,
Day 13 12, AREERF 1M & A2 L1z, Glasgow Coma Scale A = 7% 15 T, KEELR&AMITHT
BMZEHREAI A 77— iX 0 Thotz, SEFETME CT Mt (G LU EER) <, ERREmIcENE
ééﬁﬁ%ﬁmﬁ\ Wﬁumﬁﬁﬂﬂ’wwﬂ(i)c&cf&%%ﬁ@mﬁ (90%LL Lz 24 5 ) . PRI R EIRIE
TIFPHZEME D AL (80%~90%DFRAEZ D) | M OBFRIREREL T O /2 B IRIC e 2 PHZEME AL (B
%a%ﬂ)ﬁ/ﬂﬂﬁl&) DD LTz, RIEICH HRKRITEE L S WEFENIRETH D03, REBHRIIAHTH
ofc, ~NU VR A B L. £ DB EAEHIIZIL Coumadin OG- 4 B4 L 72,
Day 14 |2, ARBERE BT ITEENREBL Uiz, #EENEECERIRIF MARE OFEMR & LT OIS 6 #hifk
PRELN R S AT, ARHRBRE 1L E OFER IO % L TR 2 %5 ST/, MARSE 1L andexanet (2 X 5
HOTIHRL . KEHREDORLBHE RN O U ZAZICRNT S EBbhn s & EMITRRM Lz, /MR
$50% 223x10%meL (FEYEREPH : 132~400) TH o7,
Day 15 |2, ABERE ITE X ERDREOMBEOARPE A TF 2 72, AFEGIFHARMARIEIC X 2 e O
Tz k% & Bbiviz, Effitd. AT 1T andexanet IZ L 5 DO TITARWE Ebh b &8ss L7723, Xarelto
DI A IEFEICHIE TE Ao 7z Lk,
Day 18 (2, AWBE OB A L, B IdckE Lo, /BT 219x103/mel TH -7,
Day 19 12, ~/ U U HIZE S TINRIZ 1.0 05 1.1 (27 o7z, ABRHFIZTONLT 7 U o ~BITT 52
EHERBREE LIz, ULT7 7 U ~BATH, INR B2 IZEETH5ET3~6 n HRIVALZ 7 UV 05 %
ke L, R 52 & & LT,
Day 20 (&, ARYEERFITIRR, EHEOMGERZF 272, INR 1.1, fi/MR# 236x10°%/meL ThH > 7=,
Day 22 |2, MRL/ RS ILBEAREMRAE T, MBEOERENH D DD, LSRRI K OREERIRITF 0 .
BRSO bz, SEE MRI AR A CIIE MIEFRS o9, Ml b7 >7-, INR 1.4 (HEEIX 2
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~3) . If/RE 237%103%mel Tdh -T2, 55 6 BB ILIH A L T,

[FH., 2PEFIRE AR ITER U, AESREIRE L7, BETCTRHATEDOEAIZIX, 7 N7 I/
Tz, R BP0 docusate, T/ XYY v HAE X I VA HEABESE X I VA
B EIRK, A a Ry, VAN U ERUALT 7 U UREENT-,

Andexanet |Zxf9 2 ALE T SPEERIRIF MARAE DR BLATIZ andexanet D 5- 258 T Lz, [3%34 87
Thol-,

TRERFY EAN X, SPEFFIRIA AR IE O BIEE K OVEEE 2 A Mm a2 &7 O T, andexanet [ZEHHEH 5
Db LIV, 2By 0 Lol L, SRR I R 35 ATREME B R L 7=,

TRBRIKIEA 1, BPEFFIRIR AR AE | XA B O FERER) 7o mBE BN AR, U ERIR AR E O BEFE & OV AE
B 72 I FEAIEIC 32 B < BN B 0 | REQREHANCHIRBEIRIEEZ R 10 BREZ T o2 iz k-
THEHEINTEE X2, BUWER 7 v 7 7 A WG AR TR AIRIE O A 72 3895 & F7 e Lyrica (7L N
UY) OGFHAPBRL TWD RS &5, IRBRIKIEE (X EMERIRE L ARAE 2 FF IR T 2 A EFES
LB L, LAFOEE D andexanet [ZBEHE 726 LU EHIBT9% :© Andexanet DF&AAHD T-HALF X
SEEIED 6.5~7.5 KR C, A fH D T-HALF (2 FEEIEDK) 0.4~0.8 IEfE] (24~48 43) Th D, 553AftH
® T-HALF O F¥IfEIIE G EOBIMIEWVEET 5 X9 TH Y. 600 mg £ 5-F513 30 mg £ 5-RFDH 2
fETHoTe (45 %0.84 FEM KON 0.39 BER) . A% T-HALF (i #5% i B i ] ph AR T R 0D 80%7H % R Ak
T2 0~6 R DR 13 1 RefAit: EHEE SN b, & 512, andexanet OIEHEFIX, FEAEAAHE
P FXa [LEARI L OFEAIC L D, RERD FXa (2% 5 FXa [LEFIOFE AL OLEOMIETH D, Hil
EEEVEF OMbiL, FXa BLERI O K OUE R 22 1B o EIEIC L 52 5O TH Y . andexanet 23 1L
BRIERZFHRT D72 TIERU,

AR 1L Day 16 2> HHUEEERRIEZ BB L FigEER VL7 7 U > 5 mg @ 1 [FI# 52 P 4G S 41, Day 22
[ ) FH%Y > 80mg D 1[GV 2 b,

26 #mzE0: IR

Patient Identifier: - Country: Belgium

Event: IfiJg (Mild, Unrelated, DAY 6), A%i#ffE (Life Threatening, Unrelated, DAY 7), ¥ R M2 iE
(Severe, Possible, DAY 15), fiZE#2JiE (Severe, Possible, DAY 24)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 10 h 12 min aXa level at Screening: 253.9 ng/mL

Age: 7I years Gender: Male Race: Asian

Relevant Medical History: Atrial fibrillation, a stroke in 20., kidney cancer, hypertension, renal dysfunction,

and remote tobacco use.

Relevant Concomitant Medications: Dexmedetomidine, propofol, remifentanil, bisoprolol, diazepam,
levetiracetam, levothyroxine, molsidomine, Pantoprazol (pantoprazole sodium sesquihydrate), paracetamol,
perindopril, rocuronium, nicardipine, temocillin, amlodipine, Enoxaparine sodique (enoxaparin sodium),
flucloxacillin, furosemide, losartan, omeprazole, Kaliumchloride (potassium chloride), moxonidine, Emconcor

(bisoprolol fumarate) and Duovent (fenoterol hydrobromide, ipratropium bromide).
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BRI

AYERF 121E, andexanet # 5-BHAA A IZ ) N—m X PN 15mg D 1 H 1 [BEGBEBINTBY (&

Bt A AR . £ OR&KE G5 HIiXDayl Th-o7o,

Day 1 12, AHERF I M2 RGE L, E£HREEICABE L, A7V —=2 AR (andexanet

BehRD, ~EZaer 142gdl, ~~ ~7 U v k42, 3%?3@07’@

[flH ., A#ERE 21X andexanet MR & CTH G- Iz, % 6 I 12 431C andexanet 400 mg 7348 — 7 A

Beh S, % 8 BE 30 4312 andexanet 480 mg D A EFEMNE T LT, {%Eﬁ'ﬁmﬁﬁgﬁwi&“’% AR

272,

Day 5 (2, A#ERE T [—m 2BV CTR&NFEM SN (AR RITREI R oT0),

Day 7 12, CTRETU FOFAN G LN, 25 DT RIZ Day 5 @ CT AR S OZELIX 72>

7o LA ST,

A RTEEER N 0 K H i

A5 1B b4 = T oD e 280 SR

IR E R RAL

A5 TR FEBE 0> H s

T ARUAB A4 22 % A5 D K =8 PN D H I

=R DL

AT b BTN RAET D < BIE T o i

SHEE T OBETE

EITHEOMEIR N & 0 | JBIRAYZREANT (BHERRUENT) 23 FEhE S vz, MEOREITEM L TWhieho 7o

5, AR PIIRIED GO BT, A ORI 72 72 iR Tld e o 7z,

[l H. BIMLEICKR LT Rydene (=T HEEEE) O 503BIME S vz, #BRE 1394 B B O |

MOEE LR DS BENEI L,

Andexanet (2589 5 RUE 1T, 2 JE P OTFIEOFE BRI andexanet D& G- 275 T Lic/o, [R225ET)

Thol,

TRBRF S R, WA ORELZ EE (APBED7-)), EEELKONEEEZEMEENTHLOT, K

HF5 % andexanet [ZBHERN G L /B e U EHIlT U, FEEEEBICEK T 2 ATeetE bRl L7,

TRBRIHETE 1, AFRIT andexanet DR EEICTTEH STV RWEE X | B L & 9 IR

M EATOHIWTIZFE L7,

Day 1412, AYBRE O LRI IER L OYF A8 B LT, O o — & CAHE M O E SR
G EF AR IAR 358D H AL T,

Day 15 |2, AHERE XA AR MARIE DN FEBL L7272 D ABE LT, REERIRIARIE (SR L, =/

8 80 mg KU 7 = F /v U FOUEE 80 mg D GG X iz,

Day 24 |2, Mfi&Ef CT A COMMODILR KL OO TR EO LR PR bz, 72 FEBIREI M

FERIE, AT EEORMK (B U 7o il 28I B MU 2 1 5 49 3 em @ fluid differences & V)

LR BTz, APERE TITFRE O MR N #ETE D T,

Day 26 |2, AWERE I FEARIEIC KT LT Clexane (= / 43U ) 120mg & F&R5- 7,

Day 42 {2, FiZEFE K OB OB FFIRILASIE 1TV LTz & 272 Sdv, AR 1 30REE L 7=,

Andexanet 2% 2 ALE T Bl FEARIE M OSSR E IR AR IE O R BLATIC andexanet D¢ 5252 T L7272,
[N HET) Tholo, RMEEIERRER T, MiZERE & O IR MARIE ORRIFII R CTh - 72,

: @ & & o o o o
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RS ERT, MZERIELZEmEZE T O THE LW L, AhiowEEsiIknieiE 2 &g (AR
DI=) TEE &I U7, iZEReSE & O E AR MARIE 2 andexanet [ZBSE & 572 Liviaw /%55
Bl L s L7, TR ERNL. ZOMOERSWTE R Lo T,

IRBRIKIEE 1L, 245 OFRIT andexanet DIEFRFEMEFEICTH SN TV ARNEEZEZX | FZhb0F
413 andexanet (ZBHE RS LU & U 7o, BRERE (Bl 2 51 NHEERF UIMICE 2 5
5%?&)5 k%;?f:o

AR I IPUREERE 2 3B L. andexanet ¢ 5-% . 1BFERE, KON Day 30 OBBRGRHAREE Clo= / %
B3 2 40 mg & 16 [FI X TN 60 mg % 23 [l 5 Ihiz,

27  wk= D |IIEIN

14 wmE D : [ 2z %

28 #%E0: IR

Patient Identifier: - Country: Germany

Event: 2L F## %€ (Life Threatening, Probable, DAY 1), ZMER A4 (Mild, Unrelated, DAY 3)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 12 h 20 min aXa level at Screening: 81.8 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass
grafting surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, and venous thromboembolism:

pulmonary embolism.

Relevant Concomitant Medications: Ramipril, angiotensin-converting enzyme inhibitors, angiotensin II
receptor blockers, alpha-blockers, anti-coagulation, certoparin, ASA (aspirin), clopidogrel, anti-platelet,
antibiotics, bisoprolol, metoprolol, calcium channel blockers, amlodipine, cholinesterase inhibitor,
cyclooxygenase-2 inhibitor, digitalis, furosemide, hydrochlorothiazide, fibrates, insulin, nonsteroidal
anti-inflammatory drugs, nitrates, morphine sulfate, oxymorphone hydrochloride, morphine sulfate, oral
hypoglycemics, clonidine, Kalinor, metoclopramide, moxonidine, urapidil, tirofibran, dexamethasone,

ondansetron, nitroglycerin spray, phosphodiesterase type 5 inhibitor, atorvastatin, and simvastatin.

R PRI

Day 1 (T, AHBRE 134 R B A B L7z, CT AT, WEBZHIS/ N M 23588 iz,
AWERFE 1L FXa BAEAIO T EX V3 Smg A3 1 H 2 [\FRGEINTREY ., £OKKES HIL Day 1
Th o7, [ B APERE (21T andexanet 25 5 & T 5 X 41,22 I 20 437> 5 22 R 50 43 F T andexanet
800 mg A — T A G- I 4L, 22 KF 50 4375 23 I 11 43 % T andexanet 168 mg 23 miiE I L7z, &
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JEARIMERBIAN I P - Z 4720 > 72, andexanet O SR ERER, AREERE X, 2998, BLZ2E L, Al
JE AR A 2 T, PR RS SR I Z 2 SR Do T, A rZ ot b a s OIS L0 O
T, T UAX=REDI, TXT ALY UREESNIENWEIA LN o7, huaR=id Rk
(0.023 ng/mL, FEYEFIPH : 0.056 ng/mL Kiifi) TdH 7223, DERRAE T ST EAALLHEZENTZD S
iz, ST ERBLLIEIE (Edz& T HR) L2 &ni%, andexanet O sl EIL W S iz,
BB OB G HH SNTZIARH Th o7z, AEEREITIE, 40, 7T 25 mg BRRE S
TEY, KAENRGESNDIRE ThHo), ERICITEHEN S Sz, DIHFEZEOER D=0,
AU RO IMSL) 35S, JHEIRY T —T LV OREENEARS SN, HEIREY OHEE
TIE, AREEIIRPAL K ORI 80%~90%DIRAE, i BIRIC 40%DFRZEN R 417z, Day-1 12, &
W E L, WEIRD T —T A E T L, AEBIRICAT > FEE S, SRilEAE LT, AR
FIXERDRWEETH o722, MATERE EOMBEIZR <. BOMEEDOLBRBD bz, AT b
BRI CARPERZ X EIE L, ETIRREED DIERSFR OSBRI Sz, hrR=fiX, Day3
T 105.840 ng/mL (A7 » MHEL O EEEE) . Day 9 T 9.391 ng/mL Th o7z,

Day 6, ST LEFBLOLAEZEORFRIL, #iEE GEMA) »Y ThHIE TH -7,

RIS AL, ST ERALLIEIEL  EMEENT O TH W PBRE N AL LI- 7D EE, HIEE
ITAEMEE )T H D, andexanet IZZ 7 BEH O Rl L, oA & U TR DR B A L7,

29 #2zD0: IR

1.5 s D - [ 3w

2.10 #KERE ID : -

Patient Identifier: - Country: Germany

Event: /0 fi5#5%€ (Life Threatening, Possible, DAY 1), —i&M:MMME M /E (Mild, Unlikely, DAY 10), bR
J&Y: (Moderate, Unrelated, DAY 1)

Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Subdural

Last Dose of Anticoagulant to Andexanet: 8 h aXa level at Screening: 129.5 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass graft
surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis and pulmonary embolism, and

coronary heart disease.

Relevant Concomitant Medications: Ramipril, angiotensin-converting enzyme inhibitors, angiotensin II
receptor blockers, candesartan, alpha-blockers, anti-coagulation, heparin, acetyl salicylic acid (aspirin),

ticagrelor, clopidogrel, anti-platelet, antibiotics, bisoprolol, beta blockers, bisphosphonates, amlodipine,
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lercanidipine, calcium channel blockers, cholinesterase inhibitor, jonosteril, digitalis, diuretics, torasemide,
estrogen replacement, apixaban, fibrates, insulin, nitrates, opioids, oral hypoglycemics, cangrelor, vitamin B1,
arterenol, atroprine, cangrelor, sodium chloride, Viani Diskus (salmeterol/fluticasone), phosphodiesterase type 5

inhibitor, atorvastatin, statins, and fenofibrate.

R AR EL

Day 1 (2, $5f1%%, AR ITIMEME OB T H ik OV ST HM 25880 L, M2 OTR#ERIC

Bz L7z,

AR E LT BP0 25mg 28 1 B2 [E#E5Sh TR, %@%%%ﬁﬁtilf@otoﬁ
A RYHRE 21T andexanet 25 = H & CHR G- S 41, 16 KED2 5 16 K 33 77 % T andexanet 800 mg 737~ —
AP &0, 16 K 35 53705 18 1 26 43 % T andexanet 960 mg A3 s §5E S A7z, TR I BRELA &
HBankho7-, [A B, andexanet D H-1%, ANHERE XL REE, BeloiE, & ST B2 5.0
WZE (Emzagnd. ABEET2ES) 28B L, AEBREILEWEL 2L, FbeR=U bt
(0.06 pg/L, FEMEFFH : 0.04 pg/L LLF) ., BT R U O AFIRTF RETERIER N 3~ 7 7 A b
4635 ng/L (JEUEFIPH : 0~300ng/L), D %A ~—4.5 ng/mL (GEHEHIPH : 0~0.5ug/mL) THho7=, 7
BFAY U FUMPELITEE SV, AERE IR OTZOO0 T —T VBB I L,

Day 4 (2, OAREZEIXTEKL LT,

Day 10 |2, AGERFE LB EE O — PR MAIE (ABE&2 2 2H%) ZRIAE L7, BERE, FRE,
N O E P E 2 2 5 2 PR RO b, CT A CHBEITA LT, BREE LT 32— R TLO
FZ e kA AR mb%nﬁ#otofﬁi 2 FEFEILANICSEARICTHIR L, PUEEERIE 2521 T2
WU T COREED LB 2 £ 5 —BMEINE 58 E & il S iz, IMEs $@ﬁ%§f% 8152 % B hh
Lizo ABERE, iz 22 ifie R IZRR o b e hr o7,

Day 11 12, —iSMEMdRE B IEITH R L7,

Day 1512, & IRIENLE L, ARE TV ~E VT — 3 UHRBRICERE Uiz, BAFE K OUE DR
BEZT, BUTL2HEIEREREEZ S LISRE T2 X 2B o,

TRBRFY EAN X, DAFEZELE . ABED 7= EE, HIEEIZAEMEE T H D, andexanet (ZBHE H 2 D>
H LAV EHIET L, o iR E U ChFsEE (BLATNCRZE S d@hikrk o s) 23 L,
TRERFAY EMMIL., —BMENELREIEELZ . ABEO-OEE, BEAEEITRE . andexanet (ZREH 25 L
EHIE Lz, ORI R S e o T,

211 wk= 0 : [N

Patient Identifier: - Country: Germany

Event: #5% (Moderate, Unrelated, DAY 1), fifiZ€#2Ji (Life Threatening, Possible, DAY 10), FRBEME:HTiZ¢
(Moderate, Unrelated, DAY 13)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 9 h 35 min aXa level at Screening: 241.6 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
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chronic  anemia, congestive heart failure, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, prostate cancer, renal dysfunction, severe peripheral vascular
disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, atrial fibrillation, atrial flutter, coronary heart disease, chronic back

pain, and alcohol abuse.

Relevant Concomitant Medications: Allopurinol, alpha blockers, angiotensin II receptor blockers,
angiotensin-converting enzyme inhibitors, anticoagulation, antiplatelet, antibiotics, antidepressant, apixaban,
beta blockers, bisoprolol, bisphosphonates, calcium channel blockers, cholinesterase inhibitor, Clexane,
Cordarex, cyclooxygenase-2 inhibitor, digitalis, enoxaparin, estrogen replacement, fibrates, Ginkgo, haloperidol,
low dose heparin, insulin, Jonosteril, Kalinor, Laxans, lercanidipine, lorazepam, magnesium, melatonin,
metamizole, metoclopramide, midazolam, Motilium, nitrates, nonsteroidal anti-inflammatory drugs, normal
saline, opioids, oral hypoglycemics, pain reliever/anti-inflammatory, pantoprazole, Pantozol (pantoprazole
sodium sesquihydrate), paracetamol, phosphodiesterase type 5 inhibitor, piritramide, pregabalin, Dociton
(propranolol hydrochloride), proton pump inhibitors, quetiapine, Sirdalud (tizanidine hydrochloride), statins,
Thomapyrine  (acetylsalicylic  acid/caffeine/paracetamol),  Tilidin  (naloxone  hydrochloride/tilidine

hydrochloride), Torem (torasemide), vitamin B1, and Voltaren.

BRI

APWERF 1L FXa [LEAIOT EX P30 S5mg 28 1 B 1 [BEGINTEY ., TORKES BIX Day -1
D20 TH o7, Day 1 (2, APEERA 121 andexanet 2MEH & TG S, 5835 25055 5 B 50 4

“C andexanet 400 mg 73R — 7 AFEH- I 41, 5 HF 50 43726 7 I 50 43 F T andexanet 480 mg 73 i {féﬁxﬁfié
Nz, A7 UV —= 7L, Aifsrm, A mE, fvi, &K OYRERMEKEAITHRE S kot
Al H (Day 1), AEERE T EEOHEZENED b,

Day 10 (2, A#ERE 1T AEMG 2 &0 THBARERE (NP2 ET 5F%) 2RI L, FA, AgEHRE
I, PER IR EE R OEARE 2 L. M CT M, KU MiEhIRIERRIE DGR D DTz, ARPEHRE X
SHEEMA N H I SO4E B E COIRIR CHIRZ BT 2 E N TERVIREBIZH D70 L, ERIED Y 27
K128 LT\, BT 2 ERREMBORE 1T/ o7, MZERIEICH LT, ~/ U OFRIRNE
3Btk E Tz,

Day 13 12, AMERFE |12 H % L ORRBEMEIG R 23380 bz,

Day 15 12, FZERIEITVER L7, RH, AEEBREITRE L, VeV T—a 2L, ~RU v
DG Zflkfe LTz,

Day 19 (2, RRHEMEATRITIER LTz,

Day 34, i CT fa#&E T, HLOBFBRINDFED bivlc, ~~Y CogGITF sz, 7TExH
% 5mgl B 1 [E#FGICHE L THET L X H#RE Shi,

KEEFERF R T, BEOERIIHEEET ThH o7,

TR Y AT, MEIRERIEZ . AMmE BN T HOTH O HRE N AL Lo 0 EE, HIEEIT
Mz N)T H O, andexanet (ZBEH 52000 Liv2 Il L=, o JRRIFREE S e o7z,
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2.13 1KERE ID : -

Patient Identifier: -

Country: Germany

Event: JiX 1% 7 {E (Moderate, Probable, DAY 2), K& X% (Moderate, Unlikely, DAY 14), K& 3%
(Moderate, Unrelated, DAY 25), M2 M:EHkZ (Moderate, Unrelated, DAY 5)

Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH
Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 297.1 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, congestive heart failure, hypertension, dementia and

hypothyreosis.

Relevant Concomitant Medications: Torasemide, memantine, bisoprolol, carbimazol, Vigantoletten

(cholecalciferol), urapidil and Nepresol (hydralazine hydrochloride).

BRARIBEEE -

AYPREIZITY) N—a PN 20mg/ H ARG SN TEY (REHGBIIRE), 2ORKER5HIX
Day 1 Th -7,

R—=Z2T AV, ~E/BEY 14gdl, ~~ 7 U b 40%, M/MREC 269<10°/L, 7 L7 F =
64 umol/L ThoT,

Day 1 |2, A#ERA1Z1E andexanet 23 E H & THG- 47z, 20 If 50 4325 21 K 20 47 % T andexanet
800 mg A — T AR H- XL, 21 I 20 43755 23 F 20 43 & T andexanet 960 mg 23 S S 7z, =
JE AR MR EAN T G- S e o 7z,

[ H ., AHERE T ABE L7,

Day 2 |2, MAFRRI LT, NER RO, ERR T & OEERELORIE 2 11 5 Mk fEEHE 2780 &
. HIRKETH -7,

[f A 4 1K 52 43, MRIFRA OYLHBORFEG T, &N Ao 238 o Bk (MR FTRAMEIR, 5 K6 ED
IR, ZEA#2 RIMENIR, WIHRNK) 1S58 BTz,

[f B 12 IKf 42 77O MRIARAE Tid, /R RE MR 22 F ORI, AR HR R0 88 R A el | 2 R i MR 25 H oD
KN FRD B, ALK MO D072 AR iz,

Day 3 12, REMLMERAEH OFERITERRIIC HIT0RD T, M2EFIEk LIz B 6T,

Day 6 |2, AWBREFIZIABLDOLEE N ARE T > 7272 01RBE LTz, 2Tt U CREBIZRTEH 1T
Nizmoiz,

Andexanet [Zxf 9" D ALEIT T34 ET) THY ., MAEFOIRFIX TEHK) Tholz,

IRBRF Y AN, WA 2 BT THEEREFNFS] THY . andexanet & B & 0 & H|lr L7-,
TRBRIKEE X, IM25 % andexanet DRI EEN O P SN2 FREEZ 2, BEDH 50 Lt
&N D TRIRFE Y [ Al O W2 [/ L7z,

AR TP EEEZ B L. Day 3 12~ 3U > 0.5mL % 1 [5G S,
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Patient Identifier: - Country: Germany

Event: & M VEANZEH (Severe, Possible, DAY 2), SN HI ML (Fatal, Unrelated, DAY 1), 2PER R4
(Moderate, Unrelated, DAY 2), 58J% (Moderate, Unlikely, DAY 1), /& 1b# (Mild, Unrelated, DAY 1), 1%
LT AMSE (Mild, Unrelated, DAY 3), {7 U & AlfifiE (Mild, Unrelated, DAY 2), {KIfiLJE (Moderate,
Unrelated, DAY 1), #.L» (Mild, Possible, DAY 1), &3 (Severe, Unlikely, DAY 1), JRE&S: (Moderate,
Unrelated, DAY 2), &M (Mild, Unlikely, DAY 1)

Reason(s) for Narrative: [X] Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN 2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 7 h 29 min aXa level at Screening: 88.9 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, deep vein thrombosis left leg, hypercholesteremia, osteoporosis,
spontaneous fracture of the 12th thoracic and lumbar vertebra, cervical spine syndrome, gonarthrosis right,
coxarthrosis right hip, carpal tunnel syndrome right, Heberden's arthrosis, reflux esophagitis, antrum gastritis,

achalasia, hiatus hernia, liver cysts, steatosis hepatitis, acute hearing loss, tinnitus, and hay fever allergies.

Relevant Concomitant Medications: Urapidil, norepinephrine, propofol, sufentanil, insulin, Elyte (glucose,
potassium chloride, sodium citrate acid), rocuronium, fentanyl, ondansetron, pantoprazole, paracetamol,
furosemide, simvastatin, calcium, Vitamin D (ergocalciferol), Fraxiparine (nadroparin calcium), denosumab,
uridine monophosphate, Vitamin B-12 (cyanocobalamin), Folate (folic acid), ginkgo biloba leaves, metamizole,
metoprolol, heparin, potassium chloride and Sterofundin (calcium chloride dehydrate/magnesium chloride

hexahydrate/potassium chloride/sodium lactate).

B R IBEEE -

AWERE NI TRE IR MARAE (2% L C Day -112 2257 B H30 25mg 28 1 H 2 B G-I nCTH D,
FOEEESG HiZDay 1 ThoT-,

Day 1 (T, AHBRFE XTI, AR RSN ORGRERREE 238 AE L, ARt L7z, CT A& T, S OH
(CHEATPEDTHZE N N (K 18 mm (ZHEK) 23380 b7z, DENBRA TLEMEINBD b, &
BB IIARTRBRIC SN LT,

[F H . AHERE (213 andexanet 73 ﬁﬁﬁ BTG SN, 259 43726 3 1K 22 43 F T andexanet 400 mg
WA —F ZAEeH. S, 3 1524 4575 5 B 24 43 £ T andexanet 480 mg A AR §EVE S U7z, BEER CT M4
T, R \_Eﬁflj\?ﬂjﬂ']l@J_ (K 28 mmm ([ZHEK) 23388 b7z, Andexanet @ﬁ&“'@i)\&
JE S AU, [Al HIZ andexanet 23 FFf% G- & 47z, 8 WF 17 4375 8 K 38 47 & C andexanet 400 mg 7378 —
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Be b X, 8 Wf 40 43225 10 BF 40 43 % T andexanet 480 mg 23 s EfHE S 7z, RIEFRIMERBLA] X H 5

SNZemo Tz, % 8 K5 45 %) (Andexanet D FFEH-1%) . Glasgow Coma Scale 73 6 ~MEK T L. &% 9 K

30 3. AHRBRE ITHRE S,

Day 2 T, MEMLMEAMAS 2338 8L L7z, BEES MRIfRAC, o 2 e Wikee, /MK > b B TFEER

T2 e 2R DM RN AT RO BB M A 2338 6D B 7o, e MM I 25 H 1300 B D

(2 K D0 AR ZERRE AN BEAR L CTUN D AIREMED N @ > 7,

Day 3 |2, aPTT 43.6 b (JLYEHIPH : 26.0~40.0), ~~ 27 U v k 0314 L/L (GEYEHIPH : 0.350~0.455)

~NEZ BBV 106 g/dL (GEUEREFH - 11.8~15.8), INR 1.18 (GEYEHIPH : 0.90~1.25) ., Ifi/MiEL 160/mL
(GEMEHEPH : 150~370) . JRMEREL 3.8/pL (GEVEEHIPH : 3.9~5.2), HMmEKEL 11.40/mL (GEHEHIPE : 3.90

~10.50) Th o7,

Day 4 2, aPTT 409 ¥, ~~ + 27 U » F 0333 L/L, ~E 7 = B> 11.2 g/dL, INR 1.14, 1fi./]MzrH 149/nL,

IRIMEREL 4.0/pL, FIMEREL 12.42/nL TH o7,

7 H OFEE CT MA T, BB OB Rk M2 e oW T, /NMMT > b BT ORE OMAEF 53 A3 LA

AT D HEHETHR TH D Z L NRBO BITo, APEERE 1T, K GIBAMT M O Bz N LB RY B s 3 i

FEMIA, BloE0IZ20, R CIARERFE#EN LI D LA BT,

APRF L, RIS EITHE LA BN FEAET) 22 ANV E NS BEEZERRL TV

72, FIRIIARBERE TR T OB ZZITESEDH 2 LIk,

[l H . ARYEERE ORIBIERITITH U b, F# 8 KE 50 47, R S (BRI ELR) ., T X CTo3K

WERIER IR STz, BEF S TI2iE, B e R E DV sufentanil IZE DA MLV AT — LT 4 VT REEN

Too AYEERF OTRIT. FrfoetE O M BREE U BRI 22 £ 5 Hf, W RS, AR E

OREAR/FHETH T,

Day 6 D/F4% 22 I 29 43, ARHBRF I T LT,

Andexanet |2 % AAUE L. ML ELROIBIFTIC andexanet D G- A5 T L=, [324548 ) Tho

Too MEEEHP OERIFIE, FETRRC TRk ) Thodz, FRROIEEN ORI TEmry) ThoTz,

TRBRFY EAN X, I MEANAS T % andexanet [ZBHH#H 57t LitZeWEHIBF L7z, ZOBHE LT, 15

BRI Y ERIL, 7 ES TN O &P S 5 729 andexanet 23 5- S, RIMLE & O ERMENC X 5

N AR ZERRRE DS BRI & U CRR O B LTz o Lk Rz, JRERLY ERIIEG R FRTh D i

ITHED RN OEEZE N L] % andexanet (2 BB 22 L & HIBTF L 7=,

TRBRIHEE 1, MM 25 R R VR I OSSN . (B D X FEIE L2 #5657 . andexanet $¢£-5-Ri17)> B 171E)

% andexanet |ZREEE /2 U LWL, 7T ER I ANURRE I TWER—R T A4 UHFRER REBERHR ML

BRAEOREAE, RifE, X OWUNLIRZERAE (LEMEINER) (282 6 < BEENH 5 &I LT,

Andexanet DTERBEF 2 & L1, B MERMZE T B O AR OBEZE P L & andexanet & DK FRBAFR % 5l

TE D EITFEWVEE,

217 wk= 0 : [N

Patient Identifier: - Country: Germany

Event: =ik L~ /L DK T (Severe, Unrelated, DAY 1), {IflJ/ (Moderate, Unrelated, DAY 1), (&7 U &
AL fE  (Moderate, Unrelated, DAY 2), & Ifil B (Moderate, Unrelated, DAY 1), {7 ~ U o A IfLfE
(Moderate, Unrelated, DAY 7), 8%/ (Moderate, Unrelated, DAY 14), ZBEIRIMASAE (Moderate, Possible,
DAY 15), %2 E (Life Threatening, Possible, DAY 15), FHFFIRIMAZE (Moderate, Possible, DAY 16), &
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)£ (Moderate, Unrelated, DAY 8), JRESESY (Moderate, Unrelated, DAY 26), 7 2% b /37 ¥ — &G
M (Moderate, Unrelated, DAY 19), <& YIBAEALEY: (Moderate, Unrelated, DAY 24)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Edoxaban, 60 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 9 h 17 min aXa level at Screening: 160.2 ng/mL

Age: 6' years Gender: Female Race: White

Relevant Medical History: Myelodysplastic syndrome, schizophrenia, hyperlipidemia, paroxysmal atrial
fibrillation, epilepsy, atypical intracerebral hemorrhage, ischemic infarction of cerebral anterior, left leg vein
thrombosis, myeloproliferative syndrome/myeloproliferative neoplasms and suicide attempt due to reactive

depression and myeloproliferative neoplasm with thrombocythemia under therapy.

Relevant Concomitant Medications: Lixiana (edoxaban tosilate), lamotrigine, Pantozol (pantoprazole sodium
sesquihydrate), bisoprolol, simvastatin, Roferon (interferon alfa-2A), Tavor (lorazepam), Orfiril (valproate
sodium), Ebrantil (urapidil), piperacillin & tazobactam, Tranexamic (tranexamic acid), Nexium Mups
(esomeprazole magnesium), ramipril, paracetamol, phytomenadione, bisacodyl, Scopalamin (hyoscine

butylbromide), metoprolol, hydroxycarbamide, and Cefotaxim (cefotaxime sodium).

BRARIBEEE -

AWERFE 1L Day -14 705 FXa [HERIV 7 > 7F (= REP 30 b VEgiE) 60mg 28 1 B 1 [0l 5

SNTBY., ZORKKS1X Day 1 DFRTTR 05 THh o712,

Day | DRI 12 ¢ 52 57, ARHEEREZ1X Y ~E U 7 —3 3 UHiakh b R AL L7z,

[ B ORI 12 B 52 45 (ABEl) 12, SEFE O CT M &R 2 08 5 BEER CT M . JAF720 B8 7

JEE 2 £ 5 #ERME DA RTERE O ML, KO FUSSE S ARTEHZED RSk T~V =7 BB b/, M

REDOIREITRE O o To, BE R AEMRENSRD Hiv, B/hLEIZ LD H O Th 5 et ik

bEWEBZ b, ORI TARERE IMEIRIRETH Y | TEIRETH -7,

BELAEFRIIHET 22— 7 A VOIKREEITRIES N R)hoTc, A7) —= 0 T RAR
(andexanet % G-fl), ~EZ Y 1070, ~~ b7 U v b 514%, M/t 577, 7 v 7 F =

57.0 umL/L, BUN 25 T o7,

M H., AHERE TP EER O B2 (b D 72 |2 andexanet MK B THR G- Sz, % 4 B8 17 00

5% 4 I 31 43 % T andexanet 400 mg AR — T AFKE SN, FE AR SNLTFH 629 5FE T

andexanet 480 mg 23 M EE SN Te, A7 U —= 7 DIk, Ay, sy oSO M X 5 S

oo, RIERMERRANIR G Shieholz,

[A B O 7 W 29 4312, BHES MRI A, ARTEEMIEE CORIBOEBRIZ & 2 GHLHE i, & OV

DR T~V =T MR E L TRO BN, HMERBTH L REER Kb EWVEB X B /NME

I8 K% OO N L O J-EDIEEGRD v, M7 I v A RIUERER DL,

W HODOF%IRF305r, U T —va Ui CRENDBEERAEFZ ThH L EMR L VO T

FEL L, AYRE X ARE UTc, ARFGIL, I X 20 B8 PR R & A3 2 Aree e &

72, FH, Tavor (77 /XA), 7% kU X2 Pantozol (pantoprazole sodium sesquihydrate) , &>/

T — VRO UNZAZTF OGRS, REIDSCTTI Yy 72 (7rk I F) Ok

W& G- 0BE S Tc, MERRGEDT-OITHENLE LB 2 b/, fER, Mg oicn 7 n=
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TUTEY Ry b 7Ty GBI THBLZ)

7 ARBAEY) 50 mg A3 1 H 1 EIFIRNEES: S, S8R0 7O 7 2R 7 +—/L 60 mg B3 Eh- Sz, £
7=, #aR . SO DIZI XY T A& sufentanil 28 LB G U CERIRNEE G S du, SEFRCFE S (K
JEIZ%} U Arterenol (norepinephrine hydrochloride) 7234%5- X172,

Day 2 O/ 7 B 28 43 (7 1f 30 43 & bEC#D) (2, Bk L~V OIR T ORFERIER B O e/, B
B CT MRA N FEHE S Av7z, ARISE OB M & O~ L =7 REebiv Tz, S CT fd . A RTEHER D%
EWNH A FHED LT B 2 b7, 1 om Kl ORRE ORTEAO EHRAL A S . WIUZ X 2 956 58
PHIZMEMEKIR & L TR BTz, £ O, ARIBEES, A5 #4558 0O KAMHER K OVE IR 00 /N o> 52
BNHIMOEER I, AiEIO MRIRE CHERINTZ D DDHRTH 7z, Fiio /2t HiiTzE o b/ h
272,

IO OMAERRICESE, EREHMAOCEMBHOHMITIWTN s ARAEEEZE XN, T/hb
b, ZblE (HFEARED) 7oA FIERECHRET SHIAEHLTH Y . Ff s X8 525
2%,

WIEI D EAEFAERR 5T, AERE 12 8ER F TRIERETH o 72,

ARFELOM R LLT QA O HA B4 Sz,

Day 2 (2, HIBEGOREMH OO R T UL (Y AT TV =) OERERHEIRSN,

Day 42, 7€ b U X 175 mg/ H OFE G S 4L, Orfiril O3V afigs b U o &) OHED 1800 mg/
HIZEHE N,

Day 5 {2, IMARSE D FEEEN] D 72 % Innohep (tinzaparin sodium) 3500 O H T #% 5203884k S 47z,
Day 6 (2. BfJRi: i IILE O 72 8 Ramipril 2.5 mg/ H 23 &5 S iz,

Day 712, [ENT 2a— T RRE N =a— VIIER ST,

Day 9 (2, SHE CT fR A T/ OWRITGIFRIZ > 2 A RIEEER H M O FRAF 358 60 BT, TV NS 13 B
TH Y BIAMEDE % KGR D b v, AABATEZIICK 10 mm /N o [ 2 MR B b7,
B e BB I IR ZES R O JREIIER D b o 7o, IEREIR D 5 > WITFE O e ho Tz,
Day 11 {2, Ramipril 7% 5.0 mg/ B (ZH & S iz,

Day 13 (2, XVEYIBHAEME S iz, [EGIBICHE S oz oicn 7 n =7 ARLY 50 mg KT B
A7+ — U REARN G S v, B ES U TR EIZ % L Arterenol D FF RN G- 234 S iz, F72,
VUNRRZTF o OEGRER S, BROFIEMFEIOZ, Tea— (w7 r a2/ 3350, LD
Vo h, REBAKFS R UL HET NI ULA) ORERRBI L,

Day 14 (2, EE=—/L sufentanil, &Y 71—/ L  Ramipril X Innohep OFEH N HIE XL, FF%
T AN 20 mg/ BIZIE S 2, ERICx L Milax (7Y Be—)L) EEAERS ST,

Day 15 O/FRT 12 FF 31 4312, FEGFRIRT™ = — R 28 FEhin S v, A RBRES O BRESE IR MARIE 2358 0 H AL
7o [ HD 13 K 0 31T, AR 13RI R R OGBS (IRiME) & 52 U7, AR T IRmE %
2L, B2 CHICREITRO DR ho o, Bz iZi W A=A I o1 5§ AR M ARE & OVE 56 AR
JEGEREORBEEIC S & | FERIEN DI, ZORGEF, AYBRF TR L T2y, Sk
EBOG L7r o 1o, EIRBUSE D BUSTERD HivZeino o, MARFEIZK LT Y OG- 03Bilis S
N7z, 1 BEH &R, MiEOES va R 77 AF UEEfl] (LUF, PTT) (2D X582~/ AL
ODNLETH-oTe, 148534 7312, ME CT AT, WO REEC Xk & O Kk o e g % 15 .
Jiti ™ ZEE IR DA AR > & o K OVEAR oD B 7 R G B IR 28 A2 358 60 B v, il M EAE o OV DA
OIfEHFRD Bz, B, FEERIE CT MA& T, M/ &K OWRIPGEFEIZ & 5 A BT O Ak PN H i o
FRIFDSIRD Biv, Hilo 2B EOFEBENREITRD bk o7,
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JENIRZEARIE DT OHSR AT L, ~N U O RGHEE R O &/ LT R LF U o O R EE B A S
iz, FH, TOMOIEFEE LT, &H Y 7 LMK L Kalinor (LAY 7 2A) KU 1 AAOH[AE
BOE, AR Y U AMAEICK (LT R U T A 3 B 7RO OEE, (K7L AUEDIIE
Wil D72 Calcium Sandoz (7 /v AL D L) 500 mg D% A5, BEAEH OFIERHI D 7= 7
BT Y FILEE 100 mg OG-DBRME S L7z, TEERMBI O BRI 7oL, /v 7 RLF
G ST,

Day 16 |2, BEHIHAR KON V7 R U o EEHITWTR b RIS vz, FHOFRT 10 712, Bk
O OFFIROD = = — A3 F2hE S 41, A WFFIRO MARIE 2GR vz,

Day 22 |2, ~/NU O 530 1E X4, tinzaparin 8000 IE D FZ T 5-3BA4A S 417z,

Day 30 O/ 12 FF 21 4312, MRIARA THMAIO RNl 28 U, #i7z 22 i o JEE 1358 D B v 7z s
72, [AH (Day30 OB TRFOBHGHA L @5 Sz, Bk LV OIK T ORIFIX%IBIESH Y
TEIE ERE B Sz, BBEIX, 2Ia=F—Ta VR BEEES [EV=a— L&
L7z B R O N B 2T Lo KRB CTh o 7o, ARIBBRE TRE, A KB O G FR IR A2
SiE K OV NFEERFIRO MARFE F VT30 E | tinzaparin 8000 IE/H OFE 5 T CHksirF Ch - 7=, MBhIRZERR
iE DERIF LAk o & HIr S Tz,

Day 41 |2, A#BREITBFE L, VBV T— 3 ViiglicB -7z (ERERIEIIREE THY | B
IEHRITRETH-T2),

Andexanet (2% B ALE T, RFROFEIIAIC andexanet D 5258 T L7272, [N T Tho T,
JHEIRZERRAE A7 KRR O TR F AR AR SE X O N EEFRIR O MARIE O TR R CTh o7, Bk L
~ULOAK T OERIFIXZIBIEH  THIE /K &Il Sz,

TRBRTH Y Rl X, FBhIRIERRIE O B B N OVFIEE 2 M A2 %7227 H DT, andexanet [IZBHEH 5770 b
Liview /25 BESH 0 Efllr L7, thoRIKIER M S oo 72,

TR ERL, Bk LNV OIR T2 EE (Ema g3 7-0) BT L — K 3+ 5 T andexanet
(B L BIE RN S LW Elr L7, Mo JRIRIE e L & Sz,

TR Y AT, A KBRS O VR R M ARE 2 FE B CHEIEE IR EE, FICHERT2RHFHFLT
andexanet [ZBHH & 500 Lvun &l L7,

TR YRR, A WNEEEIRO MARE 2 FE B S CHEAE TP EE, FrICEH 3 2% 954 C andexanet
WZBhE S D h Liv7Ze s &Il L7,

TEBRIKHEE 1T, TRBRHE Y AT O R R BEROHWHICFEE L., B L~V DL T % andexanet |ZBEE# 72 L~
B2 D LW EE X T2,

TRBRIKEE X, TRBRHE Y A O [RERBALR O IZ R U, FiiEhRIEFRIE % andexanet I[CBH# & 5008 L
W/ Z5EEH Y L& X T,

AWERF 1T andexanet #5-% . BB OY Day 30 OBBFFAARF £ TIRRE O BTEEER I HERE Le -
7o

218 wk= D : [N

Patient Identifier: - Country: Germany

Event: ZE#eVEMZA T (Severe, Possible, DAY 2), i (Fatal, Unrelated, DAY 2), CA #>A (Severe,
Unrelated, DAY 13)

Reason(s) for Narrative: [X] Death
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[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Subdural

Last Dose of Anticoagulant to Andexanet: 8 h 6 min aXa level at Screening: 116.1 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass
grafting surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/ percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, and venous thromboembolism:

pulmonary embolism.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blocker, alpha blockers, anticoagulation, antiplatelet, ceftriaxone, antidepressant, beta blockers, bisoprolol,
bisphosphonates, calcium channel blockers, cholinesterase inhibitor, Ringer’s solution, cyclooxygenase-2
inhibitor, digitalis, diuretics, torasemide, estrogen replacement, apixaban, fibrates, insulin, nonsteroidal
anti-inflammatory drugs, nitrates, opioids, morphine sulfate, oral hypoglycemics, Olimel peri (nutrition),
levetiracetam, lorazepam, omeprazole, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory,

acetaminophen, proton pump inhibitors, esomeprazole, statins and actraphane.

BRARIBEEE -

AWERE I FXa [LER O 7 B9 30 25mg 8 1 H2EHFRG SN TEY ., TOKKESE BT Day 1
D 14 Th o Tz, AHERE 1T, ABTERNC, HFREFRPREBO MR Z > T, EE N H L2 O 72,
M H (Day 1), AHERF 1TI3 andexanet 2MEH & THR G- S 40, 22 K 6 43725 22 If 21 43 % T andexanet
400 mg AR —F A H- S, 22 B 21 437525 Day 2 @ 0 B 21 43 £ T andexanet 480 mg 78 S FHE S N
oo A7V —= 7R, A5y, MmO M WUIR G SR o Tn, £, JRIER R
BT G s nie oz,

Day 2 @ 8 W, APLERE (IR ORE O AT (ABtad 53 5 $H5) 2RI LIz, K%&’%%‘
DEFR EOBEALIZI ST, GBREOMEKL T (2T o ZADOEEMN RS L7z, RH 9 R 1143, O
Mm% CT AT, BEAFOMENE T A 38 Hav, R I3 7= 2 A P O3 b i 7g hr o 7z,
TRBRFL Y ERTIC K 2D & FERMEMAEh OEIL, S<HOBEBICA T Z LTt s, —EHH
DX RIZROND ZENHBETH D, TOH, RERYEMIX, BRMICYZERNEH LT
RERIE, BRR EOBEAL 2380 724 (Day2 @ 8 W) & x 7, B FHIMNS® 5720, FEeMERKzE
UK DIRFILFEMR T E Redvo Tz, C RUSHER /87 BOEIZEAMICZE L TR Y, AKX
B 2N B o 7o (REMEIT#E ShiehroTo), %ﬁiﬂﬁ@%?&aéﬁfﬁbﬁﬁi%< ey
B OGEHARE) NG S, BH., AWBREIIGRLICEE L, KO RELIREE o223, Ffk
SRR E LR L T,

Day 4 |2, 0 CT AT, EFRKRE CTEDEZIICERMEM AT 2R S, FURM
RO EMENRD STz, HARHEEOBEISIT R o T, KWBRE 1L, Aliossse
FHRPEETH -T2,

Day 5. SBEFHRAEH, WETARETH -7,

FE2E D BRKIM
PRI A L\
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Day 6, A#ERF 13, BRERFIC TBITL O ERFETE, ROONITEBZ TS5 Z L b AEETH -
7o RRECBINAREE T HBEERINOITICOW T, AEBREOFIGE OFELEWEMG Lz, FH, ¥
DERIR D T — T AR E ST, FRB, B L~V O T KON OBENTRD B, SR &
V9 oA gD T8 MBI X SR I S A7z, B X SR OfE S, BARKREE T Lk
KRB BV, BAPERT D - MiXA Hid, ZEFEEAIREE CEIIEDOAR T A3 AFEFH ISR D Hav, R
AT & OBFUI AR CTH Y | AREIZEIERNZE Sz, AKX T ., Bt RIXELRTO
AR EED LRI 5T,

Day 9. fREEINHIEE FEBLERE ORBEL R ENHL L, HbFEMEICEZ KD,

Day 11, AHBRE LT 4 VT 0 AME T L CTHEIE) L EERIEIZHY . MEAZ 2 L7, A, M X
AR T, M ORT AR b, MmilsEs B 2 5Im L (BRITWRE Shkno7z), X7
VS BN B Kabi OG- E B LT, FEER CT A 23 2255 S 4L, MBS X #2318
INCHEM I hzn, RIS R T,

Day 13, AEBREIZHEDO TANAREE (ARREZETL2HFER) B b, VL _XF 78X L0%E
MBS ATz, [ H . ARYERE OFRIEL, BRI GEEE N EEEREOMEL FM LW L 2RO,
T (Fil, BRAEXIIETIRROIEER) 2HmE LT, TEAREZME I MRFIEENH D . K
WA DAERIOBRITRN D - 12720, IiRIC L - TAWERE ORFRIREEN S| X & B L L TH, 4
MALECTEEDOIL R TRV & & LT,

Day 15 0 12 F§ 38 4y, AHBRAIIMRIC L VIETE Lz, FIRIT TN e o7, JELERHT, Rt
2R O T AP AFIEDIRRITERE T Th o7z,

TR RN, ZERRMENZE R 2 . ABTO 7 EE, EEE IS, andexanet (ZBEDH 5708 Liv7e
W ECHIT U7z, o JRRITIR I S e o 72,

TRBRFY EAN X, MR Z ., APBRE D Loz EE, mEAEAE IXE MM, andexanet [ZBS# 72 L & )
Wr L7z, oRRITREES o7,

RS EERNIL, CTADAFMEL , ABED 7o O B, BHAEEILE L, andexanet (ZBHE 72 L & ]l L7,
il DR RNTIRAE S 72 o e,

219 #E% D : [N

Patient Identifier: - Country: Netherlands

Event: —i&PEIME MFE1E (Severe, Possible, DAY 15)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 14 h 12 min aXa level at Screening: 198.1 ng/mL

Age: 6' years Gender: Female Race: White

Relevant Medical History: Acute IPL (infero-postero-lateral) myocardial infarction treated with PTCA
(percutaneous transluminal coronary angioplasty) of RCX (ramus Circumflexus) (20.), Concentric LVH (left
ventricular hypertrophy), inferior/posterior/inferoseptal akinesia (20.: echo heart), mild MI (myocardial
infarction), aspecific thoracic pain symptoms (20., 20., 20.: cardiac ER), reveal placed (implantable

cardiac monitor insertion) (20.), HNP (Herniated nucleus pulposus) surgery, intestinal surgery, traumatic
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mandibular fracture, hypertenstion and alcohol abuse.

Relevant Concomitant Medications: Amlodipine and atorvastatin.

B AR IBEEE

AYERE TV N—a PN 20mg A 11 H 1E (1dd1) ) BEHE S TRY (BERGBARY), £
DFHEHEE T Day -1 D 1105 Th - 72,

Ay Y —=> 7&K (andexanet # 5-7l)), 7 L7 F =12 58 umol/L, INR 1.7, ¥8E U /L "> 7 umol/L,
~EZ BB 43mmol/dL, ~~ M7 Uy b 20%, M/MRE 91x10%/L Td - 72, Andexanet £ 5-HiflZ %
JEAR I BRELH A e B S Tz,

Day 1 |2, AEHRE 1213 andexanet 2MEH & TG S 7z, 1 FF 12 73706 11K 27 43 % T andexanet 400 mg
WAR—T AP H-Zqu, 1 RF 33 437025 3 IKf 33 43 % C andexanet 480 mg 73 S S 7z, [FH ., RIEIR
M ERELH) 4 LA G- S 472, Andexanet 5 5-#% (2 HUkE EHRIE M O/ IMORIE T e S e h o Tz,
Day 15 @, Ff% 4 0B F#% 8 RO, AERE O 2 O PRGN b o7z, 1R TR
PEOEEE (3 7)) TohY ., BRMEER L, 2 HBITEFOM) (15 2#) THY., 26566 HARH
KL,

[ H ., —IEMEE M RBERFEBL L 72, CT MA TR % O M O JKEITFR O B Ao 7o, LB
B TITMFHEN RO i,

BHOHRFRNG, 2 rO—BMHMREEIX, AFEROPIRTH Y . —mMEME M IE, K OWNER
B (—mMEEERIE/ TAPA) 12X D0 LM T bhviz, AYgRE 121X Day 1 IZEE O H M
FELL TWaied, i/ IMEIEIZSEE S o To, REERE IXABEZ % Liehho 7o, —iEtEaN
M RIEIZEZAICEE L Z 2 b, [ RS @MERNE R Lz, MEER O G o 72 6
MRI fR#E A Day 21 2 T7E SAL720, #BRE OARRE DS FENRGE O 28 C Rl IZ B L L7272, MRI it
VLS LR hy o 7,

Andexanet (25192 ALE 13— PERMIE LI EOFEBIATIC andexanet DI G-Z 58T Lic/esd [5424 T
ThoT,

TRBRFECY R IX, —@MENE IS IEE . EFAIICEZE T, &E T, andexanet & B H D & HKr L7,
BRI X, —WMENE M7 /EIX andexanet OJRFRIEM BRI I N TV RrWnWEE X £
andexanet [ZBHHI /2N S L & U7, ZEEEEENRIKTH 5 AN m W E & X T,

RERE S ERL, AElO—&MEMELREIEZ, mE, EPICHEE TH L 72O HEEE, andexanet (T B
BHOHMH LR LB D O Sl L, R BICER T 5 ATetE b B Uiz, — M %
EIZ. IBBREMGFEZE CHRICER T 2AEFFL LHE SN Tt IR ES] Th b,
TR 1, — IR YENE M7 /E % andexanet # 5-1CBE 226 LW /B Ze U &I U 72, BEREEE
BEfE 2B L. E7-. andexanet 5% ICHUREFIEZ R LR 2 L 2BE LD THD, &
BT, & 1 FHRER (11-501 3U8R) C. andexanet D3 AifHD T-HALF [ X V-HMH S L% 24~48 /3 Th
Y BRAO T-HALF (% 6.5~7.5 F§fH] TdH % Z & 23 L7, Andexanet $¢5-BA 4 & — it PN L5 1
DIERFEBUTIT 14 A ORFEBI 228038 > T2, — MMM M3 1FI3 andexanet OO 1R 5R M2 2 Foak
SINTELTTHEINRVWERTH D, BUEATFARERIGEHIT. IR AT andexanet DT 1 7 7
AW 527200,

AWERF 1L, andexanet 5%, 1BBERF M OY Day 30 OBBIFAARF £ Tlo, HieERIEEZHR Lo
7
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220 1KERE ID : -

Patient Identifier: - Country: United Kingdom

Event: S0 FEZE (Severe, Possible, DAY 1), /[>E#FME) (Moderate, Unrelated, DAY 11)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 18 h 50 min aXa level at Screening: 88.2 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Congestive heart failure, paroxysmal atrial fibrillation (PAF) diagnosed 3-4 years
ago, atrial fibrillation since -—20. and benign prostatic hypertrophy. Body mass index (BMI) was in normal
range at 22.9, no history of hypertension, non-smoker, and no known history of thrombosis. Per family, physical
activity had decreased in recent months and family cardiac history was unknown. Historical drug included

sotalol.

Relevant Concomitant Medications: Not provided.

BRARIBEEE -

ARYERF12IE, andexanet % 5-BH4A H D 12 » A RO A LEMENC ) L T7 B %% /30 5 mg D& 57

Bt CER Y (BGBMEHARH) . T ORKEE 51X Day -1 ® 16 K30 /3 CThH -7z,

A7) —=2 AR (andexanet $¢5-R1), ~E/rEY 12gdL, ~~ s7 VU v b 36%, M/

173x10°%L TH > 7=,

Day 1 |2, A#ERE121E andexanet 2MEH & THG- 47z, 13 I 20 43225 13 K 40 47 F T andexanet

400 mg NAR—7 X&“%‘L SH, 13 540 43025 15 BF 40 43 % T andexanet 480 mg 728 S EHE S U7z, 12

JE AR MERBAN T 5 Sz o Tz,

[fH 22 R 0 4. AHERE I3HR 2 F80E LAPE L7z, hrAR=113565ng/L (FLHEFIF : 0~39) Th

Sz, DERT, EREEME TSRO b (V4FE~Ve #HE), AL, HelLsEE2HED

DEAE & B U 72 & B O Mg M OVWERABIIMLR & 2 S, WRERFL T — A DB E LT, AR

FIXEFICEE SN D 2 L PRE ST, M&%ﬁ%‘ IE S RDBMOTZDICTEREBEHICE S,

A B BRAA U7 mifss a8 <, Wi, #E R OFRIFIMEILGE O Do 7z, 9 ST EFBLLAFEIENR

m%hkkw\ﬁDTXEuy(7?%»%9%%@&3mmg&UﬁD7DEF7vw3mmgﬁ&

Hahie, Fle, = a7 0BV EFATL—KOT 4 2 H R0 X7 AFRARNE G- 8EI B35 S

7o FEMBIIAHTH DL ERBA T, QRS MIERZ L) LEERPRBD b, 612, LW

B RS K VD NIEE FRIIMAMBS O FIREME 2 "% ST RENRBD bz, oEMFEICITY 2

X2 (500 mg) EENRNIEEL, AT MAARREZF L FTaXZATY R, TAT7VVr bTxFY

LEEINE £ TH Y . TED anti-embolism stockings (FPER kv % 77) BRI 7=,

A H., Fdm ik L,

Day2 |2, VAT u—/L 2.7 (FEHEHDE : 3.5~5.0mmol/L), @#EHEVRZ 7% (LLF, HDL)
AL AT m—)L 0.7 (GGEYEHPH : 0.90~2.00 mmol/L), &=L X5 m—/,L  HDL =1L 25 11—/ LIt 3.9
(GEUERIDH - 0~4.5) Tho1z,

Day 5 12, 7XEUV&07GEFﬁvw®&5i¢¢ém/75%%Ny5mg®&5ﬁﬁ%éﬂko

Day 6 (2, FE ST ERALLAREZEIZIEI U, ARYEERE 1LRRE LIRE L7,
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Day 11 (T, AR I EEOMHELLEISE 2D DEME O OF AR Lz, §IR%ICHEARRIE
WE OB ORI L, WM LWIHRREEZ S &2 Lz, ABRREOEBNAREITIDLTNTHD . K
PERFTIET I A H 1 300 mg & FIRNEE G- S, ARed. EirOIE ST EAALLHEZEOREE D72
D EEBRAEN IS X9, BT O LW IR O 72 S PUREEFREILE i S i d o7z, BbT 55k
DIEDE I Z HEY & LISEBIR S A S ZBHET 2 B Te, A2 2RI ORI OV TR E L &6 L
B, EypRIEN R ST,

Day 12 {2, AWERE RO T 2 4% 1 600 mg 3% 5 Sz,

FH, hrR=211F223 THH, DHABITELE L, BEELLEISEE L) ODEMBENIEL L, Ay
FILRBE U 7o, IBBERFL X, RO 7 I A X e 0ofkb58%200mg 1 H3ENGHETHL TV AT
Holz (1AEIFX200mg 1 H3E, 2:@BEIZ200mg 1 H 21, 3#@EIX200mg 1 H 1[8], 4388 LI
FHEFFHE L LT 100mg 1 B 1 RIS . ABBRE I 00 DI EORBBIEZZ T 5 X OBE S
i,

WREBHRA N TE TH., MEEEMEOSBROFEM TS RE SN D Z & & S,

Andexanet [ZX T D ALE L, YL FER OB andexanet DR G- E5E T L2720, [#E4ET) Tho
Too AWEFIEMFEA T, MR, F ST EFALLHMEZE, K OWHELLEINE Z 18 O LA E ORI
HEEZEZ BN,

RS EMIT, MR Z . BEELEFPHFESRTH O HREDARL Lo EER T, EEEITSE & H
Wr L7z, H9¥f % andexanet (ZBH# & 50 h LiviaW /L3R H D LB 2 | JFEBICER T 5 ArRgtk
bt L7z, 9 ST ERALLAINZE L, EEREFIFES T, EEEIISE T, andexanet [ZBHEH 5
h LV /LB s D LT L, DFREBICER T 2 TRt b Lo, SELLESE LD
LEMENZ . ABEO 7= EE T, EEE TIPS T, andexanet [ZBIE e L /BIE 2005 LU & BT L,
FERER BRI 2 rTRetE b a I L7z,

PR 1L andexanet $¢5-1% D Day 11 [ZHUEEERE L2 FRBA L, JBBERE K& O Day 30 OIBBRGRA R £ Tl
T EXY N Smg & 46 BIEE S L7,

221 #5% D : | IR

Patient Identifier: - Country: Japan

Event: Jii f# %€ (Severe, Possible, DAY 2), %& #4 (Moderate, Unrelated, DAY 1), & # U 7 A I JiE
(Moderate, Unlikely, DAY 11), & JE (Mild, Unrelated, DAY 7), {5 h U 7 AL JE (Moderate,
Unlikely, DAY 21), {X7 /L7 X “IfiifiE (Mild, Unlikely, DAY 4), FFESGESR % (Mild, Possible, DAY 2)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Edoxaban, 30 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 35.9 ng/mL

Age: 8' years Gender: Female Race: Japanese

Relevant Medical History: Sick sinus syndrome, atrial fibrillation, head hit, unconsciousness, and contusion.

Relevant Concomitant Medications: Lixiana OD (edoxaban tosilate), amlodipin, Maintate (bisoprolol
fumarate), magnesium oxide, pitavastatin calcium, omeprazole, betahistine mesilate, celecox, Edirol

(eldecalcitol), Mohrus 1 (ketoprofen), dopamine hydrochloride, Primperan (metoclopramide hydrochloride) and
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Solacet D (glucose, sodium chloride).

R AR EL
AW BRI 121X andexanet £ 5-Ai1Z ., andexanet $£ 5-BiA5 H O 1 4 3 » HATD H 7> 5 andexanet #% 5-Bi4k A
(AfARB) £T, = FEFH 0 30mg G- Shvic, RS ERNIT R332 Day -1 1285
SN EEMER LN, = REH /300 Day 1 OG- S NEARBTH - 72,
Day -1 (RfZIARH) 1T, AHBRE iiﬂ’é’]b’(?ﬁﬁﬁ%%ﬁﬂ%<ﬂofco TH, BiERICL v EaMEsn
oo N AT A v OHBGHED CT A T, ZEATHEEIZE A 3 cm OJM#REIC X 2 I H i 23RS S A7,
Andexanet ¢ 5-BRAAIRF, ARHERE O ER L~V Glasgow Coma Scale 15 Th » 7z,
27 ) —= 7 &R (andexanet B E5-H) . ~FEZ 2 B 740, ~~ 7 U v k 24.4%., Ifi/RE 167,
717 F =2 13mgdL, BUN38.1 Th-7z,
Day 11T, AYRFICIEA—7 7~ L3R C andexanet N EHE THE G Sz, 17KES 55005 17 K
1 43 % T andexanet 800 mg 237" — 7 AHEH- XL, 17 1 31 4375 19 KF 45 47 % T andexanet 960 mg 73
ﬁ?ﬁﬁ%?j{éﬂ”bko BEERIMERBANIEE G S hoTz, A7 UV —=2 7 LR, Ay, sy E X
VR MR G- S e o Tz,
Day 2 DR 7 K 34 431C, MfzE (. AP, EFRICEZE) 23881 L7c, Andexanet #5558 1 7>
O 12 RIS, APEBRE OER L~ VITR IR 72 0 . 2 ORfTO Glasgow Coma Scale 1 6 Th -
7zo WIH. CT A CHifflOFTEaEE & O/ INMIZEE O M ZED RS S 7z, W H, MRI A TRl
FHEE R OV /NI SPERAE ZE 3 Bk od . TRFZRIEHGHIBRFEISGR O B ivle, Fo. KIMKLOVINEO T
MIBAEMEIC R, KOV VB AR M OSBRIkl FRAES A 38 0 . SR ZE N Bt bz, A
UL, DRMERT 71— AMARPEREIE K N A NS X AT BITREK T 5 &Il S 47z, CT M T, ZERI1EH
FEIZEAAY 4 cm OMNIMIEDNFE O H A7z, Wil FTFATEE TR O J8 I AMEME < H IR T 23380 b
Too MRS X 2 /2 ATERBE JEGH OARWINIS I FE R ITFE O b o 7o, MO IZ mAE RS &
Az, MBEIZATE & i LT L Cune, 2 RTEEZE & OV /IR ER I o3 0 7 AR AS T8 0 & .
SMENMEZE D R DT,
Day2 @ 7§34 732, M7 7 A 707 7 FA_A—F — O mifEE UL AE Wi BR Lo v
ZEMT DD et S, PrigERENRINS Lz, [FH, MEEICH L, BEZ 0 Lic REPA
>30mg D1 H 1 EOBEENHHINE,
Day 5 |2, CT M C/EniBABEIC AN IMAE (S=8h : 49 4 om) | RTSESEECEDE B SMEME < S I T i3
D BV, FE AT O MG AL R T D ARSI Z B e M KITRR D b o 72, FERiEEEE
K O/ ERIZ 0§ 03 AR 3580 B, SMEMEEZE D RTREMES /R STz, L T CT B&ED
FERIIEAR L LTREDORR LR TH -T2,
Day 9 @ CT M CTld, 2FRHIZ Day 5 @ CT REN L OZ{LITRO bz otz, T72bb, AR
BEFTE OMAEIT K 2 MEO &I (F:4 : 42 mm) 2SEE ORISR E Tz, SPEmZEIC
K AR S e AT SE P A ATEEBE AR ARAMAL, A RITERIEARER, A EHTESE K OV MM NICER D B
Too AMEME HIE T HIMIZ K 2 /N D S WIS 45 RTEREE AT i OVEBHTEIE OIGIE B HivTc, K
A HERL D ZVERE R T IMAE (2 1 2 WS 2358 60 B 7=,
Day 32 (2, Day 30 O ¥BEn Il S iz, Eik L ~ULiX, Glasgow Coma Scale 10 T -7z, /A RIEABER]
HOMBEOWREITEHED CT A (Day9) £V bR oo, T K D ERRIUE S ERTEEENML, A
ATEAEERR FRAMAL, A ATEHEERR S PRI, E»ETE%&U\/J\HUW@U IR HaLlz, AMEME HIET i I XiH
Utz KRIMMER D BPEME N MR IXIZIZEAL Lz, CT MAETHLERWEITR O bhzho7, CT

233 /350




2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

FRA CRAFEZE DT FLIZARBR Ch o 7o, CT fd CREFEZE D P FLIZIH L L7253, Modified Rankin Scale
TR L LTS5 Thotr, REBRZITHER T T A ) LT 7 F_R— X —O S5 OV N ke
FREMTOWNT IS Eh L TR T & M HERR Sz,

Day 39 |12, AWEREIIBIORBEICE Sz, BHITO 15 A, AgBREOREBIILZELTBY ., AFE
GOMEZEEBET D ERET DL RIART RN E0h, RELOIEIFIIEEE T/ HRET Ll s
Nic, 7ed, IR EMIX, ABRE IX= RX AU oET (BEIEEhiz) THMEMHEDRMN
i 2 R BL L 72 & plr L7,

Andexanet (253 2 4LE T (24T Tholo,

TRBRHE Y ERTIL, IS ZE% andexanet & B dH 0 &I U7, TRBRIE S ERAHIEL, APLBRE | 3IR R 2AERE
DD, LA MEENECTWVEDOD, RKREFEG L andexanet & O BFHMEIT andexanet D FEFEEH T
BB CERVERSE L,

TRBRIKHEE 1, IMAFZE % andexanet & BEEiZe L &HIT L7,

1RBRIHEE Medical Evaluation TO 3 A & R @ AJEERA~OBRER | APEERE I IEO T O AT L T
Too el M OV BRSNS L 2SS e AR FEARME U R 7 3, IMFEZED EHE 2N Th o7z, L7=dio
T. AFEL0T andexanet [ZRHHE 2 L LT S iz,

TR 1, M ZE1T andexanet OVRBRIEMEZFIZFEH STV D £ & X | andexanet L B H V) &
ExT,
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3 RBRELEEDNLGLET

3.1 #EE D : [N

Patient Identifier: -

Country: United States

Event: Zfifi#s <4 (Fatal, Unrelated, DAY 11)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: |||

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI and urinary

Last Dose of Anticoagulant to Andexanet:15 h 57 min aXa level at Screening: Not available

Age: 6' years Gender: Male Race: White

Relevant Medical History: Obesity, obstructive sleep apnea, severe peripheral vascular disease (status-post
right below-the-knee amputation in - 20.), coronary PTCA/atherectomy/PCI, atrial fibrillation,
hypertension, hyperlipidemia, Type 11 diabetes mellitus (on inslin pump), atrial flutter, end-stage renal disease

(on hemodialysis), and past toabacco use. He had failure to thrive during hospitalization in - 20..

Relevant Concomitant Medications: Aspirin, insulin, LOOP, fentanyl, vancomycin, ondansetron, lidocaine,

finasteride, gabapentin, iocosapent, loratadine, omeprazole, oxycodone, sertaline.

32 w0 : [N

Patient Identifier: - Country: United States

Event: 2B <4 (Moderate, Unlikely, DAY 2), & 1filJ¥ (Mild, Unrelated, DAY 14), {XE£3EJE (Moderate,
Unrelated, DAY 7), {UHHEMGERE (Severe, Unlikely, DAY 6), sRHEIEAfiZ¢ (Fatal, Unrelated, DAY 14), fifiZk
i (Moderate, Unrelated, DAY 14), 24 (Mild, Possible, DAY 1), Ifil/MiJs/AJE (Mild, Unlikely, DAY 3),
FAEMEMARMERARZE (Mild, Unlikely, DAY 4)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [0l
FXa inhibitor: Enoxaparin, 70 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 16 h 27 min | aXa level at Screening: 0.61 [U/mL

Age: 8' years Gender: Male Race: -

Relevant Medical History: Pulmonary embolism, hyperlipidemia, chronic obstructive pulmonary disease
(COPD), coronary artery disease status post (s/p) coronary artery bypass graft (CABG), hypertension,
hyperlipidemia, acute urinary tract infection, bladder cancer, cerebral infarction, chronic pain of the right knee

and COPD exacerbation. The patient has a drug allergy to penicillin.

Relevant Concomitant Medications: Trandate (labetalol), Crestor (rosuvastatin calcium), Capoten (captopril),
Vasotec (enalapril maleate), Hydralazine, Seroquel (quetiapine fumarate), Avodart (dutasteride), Flomax
(morniflumate), Duoneb (ipratropium bromide, salbutamol sulfate), Advair diskus (fluticasone, salmeterol),
Lopressor (metoprolol tartrate), Maxipeme (cefepime hydrochloride), protamine, Prevnar 13 (pneumococcal
vaccine), heparin, Pepcid (famotidine), Colace (docusate sodium), Senokot (sennosides), Xylocaine (lidocaine),
Phos-nak (potassium phosphate, sodium phosphate monobasic), melatonin, Beneprotein (whey protein),

Levaquin (levofloxacin), sodium chloride, Vancocin (vancomycin hydrochloride), Cardene (nicardipine
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hydrhochloride), Tylenol (acetaminophen), Omnipaque (iohexol) and Gadavist (gadobutrol).

33 #5E 0 |

Patient Identifier: - Country: United States

Event: Al (Fatal, Unrelated, DAY 2)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 13 h 58 min | aXa level at Screening: 112.7 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stroke (-—20.), CHF --20., CABG surgery, Coronary
PTCA/atherectomy/PCI, HTN, diabetes, chronic anemia, COPD and prior tobacco use.

Relevant Concomitant Medications: Antidepressant, metoprolol, biguanides, nicardipine, flovent,
cyanocobalamin, tamsulosin, lidocaine, etomidate, rocuronium bromide, Zofran, propofol, atorvastatin,
captopril, vancomycin, carvedilol, insulin, fentanyl, mannitol, nitroprusside sodium, norepinephrine,
phenylephrine, cefepime, labetalol, docusate, furosemide, glycopyrrolate, liquid protein, lorazepam,

norepinephrine, normal saline, scopolamine patch, senna liquid, acetaminophen, morphine.

34 #E= D : [N

Patient Identifier: - Country: United States

Event: MR35 5% (Mild, Unrelated, DAY 2), {54 U 7 AMfiJE (Mild, Unrelated, DAY 2), fi#&==r)RAE
A4 (Fatal, Unrelated, DAY 4)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 50.4 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Atrial Fibrillation, Hypertension, Hyperlipidemia, Renal Dysfunction, Diverticulitis
and Cancer (kidney) bleeding

Relevant Concomitant Medications: Fluocinonide, triamcinolone, Diprolene (betamethasone dipropionate),
Tenormin (atenolol), nystatin, lisinopril, Zocor (simvastatin), Keppra (levetiracetam), Zofran (ondansetron),
Succinylcholine (suxamethonium chloride), Amidate (etomidate), Trandate (labetalol hydrochloride), Sublimaze
(fentanyl), vancomycin, Diprivan (propofol), Cardene (nicardipine hydrochloride), lidocaine, iopamidol,
bisacodyl, insulin, Peridex (dexamethasone), Tylenol (paracetamol), potassium chloride, Pepcid (aluminium
hydroxide gel, dried, magnesium carbonate), pneumococcal vaccine, Privinil (lisinopril), amino acids, Lopressor

(metoprololtartrate), transderm-scop (hyoscine) and Glycopyrrolate (glycopyrronium).
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35 #&E 0 : [N

Patient Identifier: - Country: United States

Event: /KEHJE (Life Threatening, Unrelated, DAY 1), #f&2=0 4 (Life Threatening, Unrelated,
DAY 2)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 7 h 23 min aXa level at Screening: 141.9 ng/mL

Age: 6' years Gender: Male Race: White

Relevant Medical History: DVT, PE and HTN.

Relevant Concomitant Medications: Propranolol, amlodipine, nicardipine, mannitol, Norvasc (amlodipine),
Folvite (folic acid), Thera-VM (multivitamins), Revia (naltrexone), Inderal (propranolol), Flomax (tamsulosin)

and Vitamin B1 (thiamine) and oxycodone.

36 w0 : [N

Patient Identifier: - Country: United States

Event: JiliZ¢ (Life Threatening, Unrelated, DAY 21), FEU; A4 (Fatal, Unrelated, DAY 21)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI bleed

Last Dose of Anticoagulant to Andexanet:10 h 15 min aXa level at Screening: 152.1 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Stroke -—20., DVT (20.), CHF --20., A-fib, HTN,
hyperlipidemia, renal dysfunction, chronic anemia, diverticulitis, and upper GI bleeding (-—20.), heart
failure, paroxysmal atrial fibrillation on anticoagulation, anemia, hemorrhoids, chronic kidney disease,
pneumonia (HCAP), gastrointestinal bleeding with Eliquis reversal, gastrointestinal ulcer, valvular heart disease,
deep vein thrombosis bilateral soleal, on anticoagulation, and allergy to bee stings. Surgical history included

hysterectomy, lower extremity vein stripping, colonoscopy, and tonsillectomy. Patient is a former smoker
1.50 packs/DAY for 50 years (quit date -—19.).

Relevant Concomitant Medications: Metoprolol, amlodipine, simvastatin, loop, hydralazine, ferrous sulfate,

albuterol, budesonide, arformoterol, ipratropium bromide, flecainide, polyethylene glycol, omeprazole, calcium

carbonate.

37 #w&E D : [N

Patient Identifier: - Country: United States
Event: M EAMZEH (Fatal, Unrelated, DAY 21)

Reason(s) for Narrative: [X] Death

[X] Thrombotic Event
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Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet:8 h 47 min | aXa level at Screening: 319.0 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Intraparenchymal hematoma of the brain, hemorrhagic stroke, intraparenchymal
hemorrhage of brain, acute cerebellar hemorrhage, accelerated hypertension, hypothyroidism, atrial fibrillation

and narcolepsy.

Relevant Concomitant Medications: Coreg (carvedilol), Catapres (clonidine), Lasix (furosemide), Levothroid

(levothyroxine), Prinivil (lisinopril), modafinil, potassium chloride and zolpidem.

38 #&EID: [N

Patient Identifier: - Country: United States
Event: 3£1° (Fatal, Unrelated, DAY 35)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GENT1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: GI and Urinary
Last Dose of Anticoagulant to Andexanet:9 h 45 min aXa level at Screening: 288.3 ng/mL
Age: 7I years Gender: Male Race: Black or African American

Relevant Medical History: Multiple bilateral pulmonary emboli (- 20.), human immunodeficiency virus
(HIV) disease, hypertension, anemia (last hemoglobin was 7.7 in --20.), chronic obstructive pulmonary
disease (COPD), pain disorder, fatigue, opioid ependence, neuropathy, chest pain, arthritis, esophagitis hiatal

hernia, gastritis, duodenal ulcer and gastrointestinal (GI) bleeds. Previous procedures included an

esophagogastroduodenoscopy (-—20. and -20.). Historical drug included Zaroxolyn.

Relevant Concomitant Medications: Xanax (alprazolam), Norvasc (amlodipine besylate), Combivent
(ipratropium bromide, salbutamol sulfate), Reyataz (atazanavir sulfate), diclofenac sodium, Truvada
(emtricitabine with tenofovir disoproxil fumarate), ferrous sulfate, Neurontin (gabapentin), Prinivil (lisinopril
dihydrate), morphine (MSIR), Lovaza (omega-3 acid ethyl ester), Effexor (venlafaxine hydrochloride), Ventolin
HFA (salbutamol sulfate), Norvir (ritonavir), Carafate (sucralfate), Incruse Ellipta inhaler (umeclidinium

bromide), Hypotears (polyvinyl alcohol-ovidone).

39 #&ED:|IEIN

Patient Identifier: - Country: United States

Event: &7 bV 7 AISE (Moderate, Unrelated, DAY 1), 52 [E% (Moderate, Unrelated, DAY 2), i
PEBERR S (Severe, Unrelated, DAY 8), MW A<4: (Severe, Unrelated, DAY 1), BUMJE (Severe, Unrelated,
DAY 1), il FEHIE (Fatal, Unrelated, DAY 7)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH
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Last Dose of Anticoagulant to Andexanet: 15 h 11 min aXa level at Screening: 308.1 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Atrial fibrillation, hypertension, and prior tobacco use.

Relevant Concomitant Medications: Antidepressant, PDES5 inhibitor (i.e. Viagra, Levitra, Cialis), potassium
chloride, vitamin B complex, bisoprolol, hydrochlorothiazide, diazepam, Tambocor, tiotropium, telavancin,
vancomycin, ceftriaxone, Zosyn, Avinza, Keppra, etomidate, lorazepam, phytonadine, propofol, rally pack in
sodium chloride, rocuronium, acebutolol, NaCl, thiamine, albuterol, clonodine, famotidine, flecainide, rally
pack, antibiotics, insulin, ampicillin, labetalol, Norvasc, fentanyl, atropine, clonidine, electrolytes, heparin,

K-Phos Neutral, magnesium oxide, psyllium, senna, docusate, valium, atorvastatin.

3.10 #E&&E D -

Patient Identifier: -

Country: United States

Event: filiZ¢ (Severe, Unrelated, DAY 3), " A~4 (Fatal, Unrelated, DAY 4), JRPA (Moderate, Unrelated,
DAY 3)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: ol

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH
Last Dose of Anticoagulant to Andexanet: 8 h 28 min aXa level at Screening: < 0.4 ng/mL
Age: 7I years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, hypertension and cancer.

Relevant Concomitant Medications: Amiodarone, amitriptyline, atorvastatin, Azo cranberry (ascorbic acid,
calcium phosphate, lactobacillus nos, vaccinium macrocarpon), carvedilol, lisinopril, minocycline, omeprazole,
Percocet (oxycodone hydrochloride, oxycodone terephthalate, paracetamol), prednisone, primidone, sertraline,

tramadol, nicardipine and oxygen.

311 wEE D : [N

Patient Identifier: - Country: United States

Event: {1 (Severe, Unlikely, DAY 1), FEEE A4 (Fatal, Unrelated, DAY 8), [LZEM:HAR (Moderate,
Unlikely, DAY 1)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 11 h 51 min aXa level at Screening: 288.5 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Dizziness/vertigo, cerebrovascular accident (CVA) without paresis, hyperlipidemia,
peripheral vascular disease (PVD), pacemaker, atherosclerosis, chronic obstructive pulmonary disease (COPD),
Gastroesophageal reflux disease (GERD), diverticulosis, breast cancer with chemotherapy (20.), hypertension

and atrial flutter.
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Relevant Concomitant Medications: Pletal (cilostazol).

3.12 #E%= D : | IIN

Patient Identifier: - Country: United States

Event: ®ifJRi{LAE (Fatal, Unlikely, DAY 33), KMl (Moderate, Unrelated, DAY 5)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 10 h 54 min aXa level at Screening: 33.30 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Paroxysmal atrial fibrillation, prostate gland neoplasm malignant, deep vein
thrombosis (DVT) of left upper extremity, right fractured humerus s/p fall in splint, right upper extremity
edema, colonic diverticulosis with hemorrhage, depression, cellulitis of leg and arm, osteoarthritis,
hyperlipidemia, irritable bowel syndrome, prostatic hyperplasia with urinary obstruction, low urinary tract

infection (catheter), fungal dermatitis, and cholelithiasis.

Relevant Concomitant Medications: Protonix (omeprazole) and ertraline.

3.13 #&%= D : [N

Patient Identifier: - Country: United States

Event: 2PEB R4 (Mild, Unrelated, DAY 20), .0 E M E) (Moderate, Unrelated, DAY 3), /0:J& I i )iE
(Life Threatening, Unrelated, DAY 21), [»Z 1 #24E (Life Threatening, Unrelated, DAY 21), LR = &
7 (Fatal, Unrelated, DAY 21), A RJjg& (Mild, Unrelated, DAY 13), #Eifl %% (Severe, Unrelated,
DAY 19), {EiEARIMARAE (Life Threatening, Unrelated, DAY 21), 9 2% (Mild, Unrelated, DAY 4), 5 -
9 (Severe, Unrelated, DAY 9), FE R # (Severe, Unrelated, DAY 9), f#J<2% (Mild, Unrelated, DAY 9),
i i (Moderate, Unrelated, DAY 2), = Ifil #f (Moderate, Unrelated, DAY 19), % & /L > 7 A Ifi fiE
(Moderate, Unrelated, DAY 19), &4 U o AfiE (Mild, Unrelated, DAY 19), &7 b U 7 AIfifiE (Severe,
Unrelated, DAY 19), {&Ifi £ (Moderate, Unrelated, DAY 19), 1K/ (Mild, Unrelated, DAY 15), {KEEFRIE
(Mild, Unrelated, DAY 20), i 7% (Life Threatening, Unrelated, DAY 21), FA Il EREEINAE (Mild,
Unrelated, DAY 6), f&finikAEZ /L (Mild, Unrelated, DAY 19), ft#f1:7 3~ K—3 A2 (Moderate, Unrelated,
DAY 20), 7 v —BEERE (Severe, Unrelated, DAY 9), #2AAFEE (Severe, Unrelated, DAY 9), E&3Zfufn
EXT (Mild, Unrelated, DAY 1), 7k (Mild, Unrelated, DAY 21), ffiZ¢ (Severe, Unrelated, DAY 19), Mii
JEf2JE (Life Threatening, Unrelated, DAY 20), 7%/~ 4 (Life Threatening, Unrelated, DAY 21), &l&FEF
#F (Mild, Unrelated, DAY 5), H# /& (Moderate, Unrelated, DAY 14), 2 (Severe, Unrelated, DAY 19),
i/ MIEAME  (Mild, Unrelated, DAY 20), k5 > 27 2 F—+¥ L& (Mild, Unrelated, DAY 6), F ¥R
(Mild, Unrelated, DAY 1), :LEEMAEAR (Moderate, Unrelated, DAY 6)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 10 mg, twice daily Site of  Bleeding: Other  non-visible
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(retroperitoneal bleed)

Last Dose of Anticoagulant to Andexanet: 16 h 36 min aXa level at Screening: Not available

Age: 8' years Gender: Female Race: White

Relevant Medical History: A transient ischemic attack (20.), recent deep vein thrombosis at PICC line site
(--20.), recent onset atrial fibrillation (- 20.), hypertension, hyperlipidemia, new onset renal
dysfunction (- 20.) (nephrotic syndrome and mild change disease) and skin cancer.

Relevant Concomitant Medications: Alpha-blockers, antidepressant, acetaminophen, DuoNeb
(albuterol-ipratropium), cholecalciferol (vitamin D3), cyclosporine 0.05% ophthalmic solution, enoxaparin,
levothyroxine, melatonin, nystatin, prednisone, tramadol, zinc sulfate, Loop, amlodipine, montelukast, multiple
vitamin, omega 3 fish oil, atorvastatin, Insulin, Fentanyl, amiodarone, bisacodyl, methohexital, midazolam,
ondansetron, senna-docusate, hydrocodone, pantoprazole, diltiazem, cyclosporine, Preparation H
(phenylephrine-shark liver oil-mineral oil-petrolatum), polyethylene glycol, sodium chloride 3% nebulizer
solution, Digitalis, Estrogen replacement, Ceftaroline, Gemifloxacin, cephtriaxone,
sulfamethoxazole-trimethoprim, albumin, alteplase, calcium gluconate, cosyntropin, docusate sodium, heparin,
midodrine, norepinephrine, phenazopyridine, potassium chloride, sodium chloride 0.9% infusion, sodium
chloride 3% solution infusion, technetium Tc-99 m macroaggregated albumin, tizanidine, vasopressin, xenon

Xe-133 gas.

314 wEE 0 : [N

Patient Identifier: - Country: United States

Event: S MEMfiZKE (Severe, Unrelated, DAY 4), k%5 (Life Threatening, Unrelated, DAY 4), ffiZ&
(Fatal, Unrelated, DAY 4), fili /K & (Life Threatening, Unrelated, DAY 4), R GEME > a v 7 (Life
Threatening, Unrelated, DAY 13)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI bleed

Last Dose of Anticoagulant to Andexanet: 19 h 00 min aXa level at Screening: 101.1 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: CABG surgery, atrial fibrillation, insulin-dependent diabetes mellitus, renal
dysfunction, chronic anemia, prostate adenocarcinoma (status post radiation 19.), multiple episodes of lower
gastrointestinal bleeding over the last 20 years due to radiation proctitis, hypertension, left ventricular
hypertrophy, acute kidney injury, 2-vessel coronary artery disease (CAD) renal artery sclerosis, myelodysplasia
and stage III chronic kidney disease. Surgical history includes a permanent pacemaker (PPM) for syncope, CAD
status post coronary artery bypass graft surgery with AV replacement (20.), and abdominal aortic aneurysm
with endovascular aortic repair (20.).

Relevant Concomitant Medications: Polymyxin, latanoprost, Combigan, tamsulosin, trazodone, insulin,
esomeprazole, piperacillin, vancomycin, Loop, Nitrostat, Aspirin, DuoNeb, norepinephrine, potassium,

Robitussin, Seroquel, Sublimaze.
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3.15 #E&E D -

Patient Identifier: - Country: United States

Event: fEFE-I% 38 /E (Severe, Unrelated, DAY 2), ‘05t 3 v 7 (Fatal, Unrelated, DAY 17), SAJ#
(Severe, Unrelated, DAY 11)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 16 h 07 min aXa level at Screening: 117.7 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, congestive heart failure (--20.), CABG surgery,

hypertension, renal dysfunction, and peptic ulcer.

Relevant Concomitant Medications: Nitrates, carvedilol, Loop, amiodarone, divalproic acid, paroxetine,
gabapentin, nicardipine, levetiracetam, DuoNeb, levothyroxine, potassium chloride, pantoprazole, amlodipine,

atropine, epinephrine, labetalol, norepinephrine, propofol.

3.16 wEE D : [N

Patient Identifier: - Country: United States

Event: S0 #F2E (Life Threatening, Unrelated, DAY 2), 0% 1E (Life Threatening, Unrelated, DAY 2)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: Muscular/Skeletal Non-Visible:

Intra-articular

Last Dose of Anticoagulant to Andexanet: 16 h 33 min aXa level at Screening: 49.1 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: MI, atrial fibrillation, Renal Failure and COPD, PE (--20.), CHF
(--20.), hypertension, colon cancer, prior tobacco use.

Relevant Concomitant Medications: Digitalis, lorazepam, metoclopramide, tiotropiuim, gabapentin, fentanyl,

acetaminophen, aspirin, vasopressin, propofol, piperacillin, vancomycin, heparin, epoetin alfa, sevelamer,

pantoprazole.
317 wEE D : [N
Patient Identifier: - Country: United States
Event: @fJRi#i{LJE (Fatal, Unrelated, DAY 29)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: Other Non-Visible
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Last Dose of Anticoagulant to Andexanet: 11 h 45 min aXa level at Screening: Not available

Age: 7I years Gender: Male Race: White

Relevant Medical History: Small cell lung cancer and colon cancer (both over 10 years ago), chronic
obstructive pulmonary disease (COPD) and extensive coronary artery disease (CAD). He was not a surgical

candidate for CAD and remained on medication management.

Relevant Concomitant Medications: Sodium chloride, naloxone hydrochloride, pantoprazole sodium,
acetaminophen, acetylcysteine, docusate sodium, formoterol fumarate/mometasone furoate, albuterol sulfate and
ipratropium bromide, metoclopramide hydrochloride, gabapentin, escitalopram oxalate, polyethylene glycol
(macrogol), atorvastatin calcium, lidocaine, warfarin sodium, oxycodone and acetaminophen, metoprolol

tartrate, morphine sulfate and methylprednisolone sodium succinate.

3.18 #ERE ID -

Patient Identifier: - Country: United States

Event: 9 o Ifi 4[> 44 (Fatal, Unrelated, DAY 12)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 19 h 07 min aXa level at Screening: 36.3 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Atrial fibrillation, congestive heart failure, hypertension, renal dysfunction, chronic

anemia, and bleeding.

Relevant Concomitant Medications: Ipratropium bromide/albuterol sulfate, amiodarone hydrochloride,
atorvastatin calcium, bumetanide, ceftriaxone sodium, furosemide, haloperidol lactate, insulin, metoprolol

succinate, pantoprazole sodium, sodium chloride, sucralfate and oxygen.

319 wEE D : [N

Patient Identifier: - Country: United States

Event: [R5 2 1 5 AN (Fatal, Unlikely, DAY 1)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 14 h 36 min aXa level at Screening: 212.1 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Fall with hip fracture about 1.5 months prior to study entry, prostate cancer
diagnosed in 20. with metastasis to lung and bone, atrial fibrillation for which he was prescribed Eliquis
(apixaban), heart failure with reduced ejection fraction (HFrEF), dihydrolipoamide dehydrogenase deficiency
(DLD), coronary artery disease (CAD), hypothyroidism, dementia, hypertension, and iron deficiency (anemia).

The patient was an ex-smoker.
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Relevant Concomitant Medications: Amiodarone, folic acid, levothyroxine, melatonin, miconazole topical,

tamsulosin, digitalis, morphine, pantoprazole, and metoprolol.

320 #E%= D : [N

Patient Identifier: - Country: United States

Event: I JEMET = v~ (Fatal, Unrelated, DAY 22), Ifil)k (Moderate, Possible, DAY 3), x5 PN HiIfn
(Mild, Unrelated, DAY 1), JREA (Mild, Unlikely, DAY 4)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 20 min | aXa level at Screening: Not available

Age: 8' years Gender: Male Race: American Indian or Alaska

Native

Relevant Medical History: Atrial fibrillation, diabetes, renal dysfunction, chronic anemia, GI angiodysplasia,
peptic ulcer, diverticulitis, inflammatory bowel disease, helicobacter pylori, prostate cancer and bleeding

(Barretts).

Relevant Concomitant Medications: Esomeprazole, metoprolol, amoxicillin.

321 #&%= D : [N

Patient Identifier: - Country: Belgium
Event: [ZIMPEAMZZH (Fatal, Unlikely, DAY 12)
Reason(s) for Narrative: [X] Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 9 h 50 min aXa level at Screening: 383.4 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Myocardial Infarction, CABG Surgery, Severe Peripheral Vascular Disease, Atrial
Fibrillation, Angina Stable, Hypertension, Hyperlipidemia and Renal Dysfunction.

Relevant Concomitant Medications: Cholinesterase inhibitor, ibuprofen, nebivolol, atorvastatin, and

nicardipine.

3.22 #WEE D : -

Patient Identifier: - Country: Belgium

Event: XUE/&Y: (Fatal, Unrelated, DAY 2)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
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FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 6 h 25 min aXa level at Screening: 262.6 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: An intracerebral hemorrhage, benign prostatic hyperplasia (BPH), vasectomy, rectal
fistula, diabetes, glaucoma in the right eye, polymyalgia rheumatica, mild pancytopenia, myelodysplastic
syndrome (MDS), carpal tunnel release, cerebrovascular accident (CVA) with diplopia, pyogenic granuloma nail
fold, hemodynamically significant degenerative aortic valve disease and minimal myocardial infarction (MI),
and chronic myelomonocytic leukemia (CMML, evolved from MDS). Past procedures included aortic valve
replacement and mitral valve replacement which were complicated by postoperative ventricular fibrillation

(VF).

Relevant Concomitant Medications: Metoprolol, nicardipine, amlodipine, perindopril, Furose (furosemide),
Parac (paracetamol), pantoprazole, insulin, Duovent (fenoterol hydrobromide, ipratropium bromide), Konakion
(phytomenadione), Dipidolor (piritramide), thiamine, Phenergan (promethazine), Duotrav (timolol maleate,
travoprost), Duratears (dextran 70, hypromellose), Haldol (haloperidol), Cernevit multivitamin, vitamin C,
Addaven (lorazepam), folic acid, Blephagel (ethylene glycol, polyvinyl alcohol, propylene glycol, sodium

borate) and Ultra K (potassium gluconate).

323 #&%= D : [N

Patient Identifier: - Country: Belgium
Event: 25 f@FOIKAEIK T (Fatal, Unrelated, DAY 16)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 40 min aXa level at Screening: 99.8 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation.

Relevant Concomitant Medications: Bisoprolol lercanidipine, valsartan, and naproxen.

324 wEE D [N

Patient Identifier: - Country: Belgium

Event: 5 HEERAEIX T (Severe, Unlikely, DAY 25), JREZEY: (Moderate, Unlikely, DAY 8)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 7 h 22 min aXa level at Screening: 266.1 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Vascular dementia (Mini-Mental State (MMS) was at 20/30 in 20., frontal
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dysexecutive syndrome), atrial fibrillation, hypertension, ischemic colitis, hypothyroidism, stenosis of the
lumbar spine affecting L3L4L5, chronic lumbar pain caused by facet joint syndrome and neck pain from
osteoarthritis. Surgical history included placement of pacemaker, right total hip prosthesis, bilateral total knee

prosthesis, left total hip prosthesis and hysterectomy.

Relevant Concomitant Medications: L-thyroxine (levothyroxine), valsartan, Cordarone (amiodarone

hydrochloride), Isoten (bisoprolol fumarate), and Amlor (amlodipine besilate).

325 wEE D : [N

Patient Identifier: - Country: Belgium
Event: /(>4 (Life Threatening, Unrelated, DAY 12)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: Non-Visible

Last Dose of Anticoagulant to Andexanet: 17 h 48 min aXa level at Screening: 198.3 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Stroke, atrial fibrillation, heart failure, and hypertension.

Relevant Concomitant Medications: Nebivolol, lisinopril, furosemide, Pantomed (dexpanthenol), L-thyroxine

(levothyroxine) and morphine.

326 #E%= D : [N

Patient Identifier: - Country: Germany

Event: 240 li#H%E (Life Threatening, Unrelated, DAY 1), {4 = >~ (Fatal, Unrelated, DAY 3)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 11 h 06 min aXa level at Screening: 309.4 ng/mL

Age: 6' years Gender: Male Race: White

Relevant Medical History: Myocardial infarction, severe peripheral vascular disease, atrial fibrillation,

congestive heart failure, hypertension, diabetes, and renal dysfunction.

Relevant Concomitant Medications: Insulin, metoprolol, ramipril, aspirin, clopidogrel, hydrochlorothiazide,

torasemide, and metformin.

327 #&%= D : | IR

Patient Identifier: - Country: Germany

Event: f#[% FIfifi (Life Threatening, Unrelated, DAY 3), & /& UIBHEI /&Y (Fatal, Unrelated, DAY 21),
U L RHEE (Severe, Unrelated, DAY 21)

Reason(s) for Narrative: [X] Death
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[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 4 h 20 min aXa level at Screening: 82.0 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Not provided.

Relevant Concomitant Medications: Not provided.

3.28 #E%= D : [N

Patient Identifier: - Country: Germany
Event: Zfigigi R4 (Fatal, Unrelated, DAY 3)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Edoxaban, 30 mg, once daily Site of Bleeding: GI

Last Dose of Anticoagulant to Andexanet: 9 h 27 min aXa level at Screening: 580.4 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Acute decompensation of chronic cardiac insufficiency with ischemic heart disease,
status post MitraClip procedure, status post pacemaker insertion, coronary artery disease, status post
percutaneous coronary intervention (PCI) in the left anterior descending, permanent atrial fibrillation, arterial

hypertension, hyperlipidemia and chronic kidney disease (stage III).

Relevant Concomitant Medications: Lixiana (edoxaban), metoprolol, Delix (ramipril), Xipamid (xipamide),

Torasemid (torasemide) and vitamin B12.

329 #E%= D : | IEIN

Patient Identifier: - Country: Germany
Event: ¥ (Fatal, Unrelated, DAY 22)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: ol
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI
Last Dose of Anticoagulant to Andexanet: 13 h 4 min aXa level at Screening: 132.6 ng/mL
Age: 7I years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass
grafting surgery, chronic anemia, congestive heart failure, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke, transient ischemic
attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism,

non-ST-elevation myocardial infarction, coronary percutaneous transluminal coronary
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angioplasty/atherectomy/percutaneous coronary intervention, pancreatic tail carcinoma, pulmonary embolism,
status post gastrointestinal hemorrhage, chronic renal failure, liver failure with coagulation compromise,
pneumonia, clear cell left kidney carcinoma with nephrectomy, varicose veins both legs, car accident years ago,

right eye replacement, and nicotine abuse.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, valsartan, alpha-blockers, heparin, anti-coagulation, acetylsalicylic acid (aspirin), anti-platelet,
clopidogrel, bacitracin, piperacillin, antibiotics, tacobactam, antidepressant, beta blockers, bisphosphonates,
channel blockers, cholinesterase inhibitor, sterofundin, cyclooxygenase-2 inhibitor, digitalis, diuretics, estrogen
replacement, apixaban, fibrates, insulin, nonsteroidal anti-inflammatory agents, nitrates, opioids, oral
hypoglycemics, Ezetrol, Pantozol, valsartan, phosphodiesterase type 5 inhibitor, acetaminophen, pain

reliever/anti-inflammatory, pantoprazole, proton pump inhibitors, statins, and atorvastatin.

330 #EE D : [N

Patient Identifier: - Country: Germany

Event: {4t (Mild, Unrelated, DAY 2), [LEFLE) (Severe, Unrelated, DAY 17), [0>/R4 (Life Threatening,
Unrelated, DAY 23), A L} (Mild, Unrelated, DAY 2), Z£.[» (Mild, Unrelated, DAY 23)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Enoxaparin, 60 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 8 h 50 min aXa level at Screening: 1.02 IU/mL

Age: SI years Gender: Male Race: White

Relevant Medical History: Diabetes mellitus, mechanical aortic valve and mitral valves because of
endocarditis, coronary heart disease, use of CRT-D device (Cardiac resynchronization therapy), atherosclerosis,
epilepsy, chronic renal insufficiency with substitution of renal pelvis, benign enlargement of the prostate and

hypertension.

Relevant Concomitant Medications: ASS (acetylsalicylic acid), simvastatin, Timonil (carbamazepine), Diovan

(valsartan) and Amaryl (glimepiride).

331 wEE 0 : [N

Patient Identifier: - Country: Germany

Event: & LB (Mild, Unrelated, DAY 1), {7 U 7 AIfLfiE (Mild, Unrelated, DAY 1), {85 (Mild,
Unrelated, DAY 4), 7 57 > 7 (Mild, Unrelated, DAY 2), Hiifi. (Mild, Unrelated, DAY 1), ¥#/E (Mild,
Unrelated, DAY 2), %\ (Mild, Unrelated, DAY 1), fifiZ¢ (Mild, Unrelated, DAY 1), ‘[»%24KX%E (Fatal,
Unrelated, DAY 20), f&¥%&/F (Mild, Unrelated, DAY 18),

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 17 h 20 min aXa level at Screening: 88.7 ng/mL
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Age: 8' years Gender: Female Race: White

Relevant Medical History: Age-related macular degeneration, stable and unstable angina, arterial hypertension,
atrial fibrillation, bleeding, cancer, chronic anemia, chronic pain syndrome, congestive heart failure, coronary
artery bypass graft surgery, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous
coronary intervention, diabetes, disseminated intravascular coagulation, diverticulitis, epilepsy, fecal
incontinence, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, hyperuricemia,
inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular
disease, social circumstances of being a permanent resident in a nursing home, status post pelvic ring fracture
with difference in the leg circumference (right greater than left), stroke, transient ischemic attack, urinary
incontinence, vascular dementia, venous thromboembolism: deep vein thrombosis, and venous

thromboembolism: pulmonary embolism.

Relevant Concomitant Medications: Urapidil, angiotensin-converting enzyme inhibitors, Micardis Plus
(hydrochlorothiazide/telmisartan), hydrochlorothiazide, telmisartan, angiotensin II receptor blockers, alpha
blockers, enoxaparin, anticoagulation, antiplatelet, antibiotics, antidepressant, beta blockers, bisoprolol,
bisphosphonates, Adalat, amlodipine, calcium channel blockers, cholinesterase inhibitor, Ringer’s solution,
cyclooxygenase-2 inhibitor, digitalis, hydrochlorothiazide, diuretics, estrogen replacement, apixaban (Eliquis),
fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, Tilicomp (naloxone hydrochloride/tilidine
hydrochloride), opioids, oral hypoglycemics, allopurinol, potassium chloride, levetiracetam, lorazepam,
dihydralazine, metamizole, naloxone, phosphodiesterase type 5 inhibitors, paracetamol, proton pump inhibitors,

statins, and simvastatin.

3.32 #E%= D : [N

Patient Identifier: - Country: Germany
Event: JifiZ¢ (Fatal, Unrelated, DAY 12)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH
Last Dose of Anticoagulant to Andexanet: 13 h aXa level at Screening: 298.1 ng/mL
Age: 8' years Gender: Male Race: White

Relevant Medical History: Stroke, CABG surgery, atrial fibrillation, hypertension and diabetes.

Relevant Concomitant Medications: Bisoprolol, amiodipine, simvastatin, enalapril, torasemide and kalinor.

3.33 #ERE ID -

Patient Identifier: -

Country: Germany

Event: ‘>4 (Fatal, Unrelated, DAY 14), Ef#EJFH (Mild, Unrelated, DAY 10), TA72>A (Moderate,
Unrelated, DAY 9), @Il £ (Moderate, Unrelated, DAY 1), (> (Mild, Unrelated, DAY 3), FesEAuFnEIK
T (Moderate, Unrelated, DAY 3), 28N i % (Mild, Unrelated, DAY 13), & A~ 4 (Mild, Unrelated,
DAY 11)

Reason(s) for Narrative: [X] Death
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[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 5 h 46 min aXa level at Screening: 144.5 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Transient ischemic attack, known cardiomyopathy, atrial fibrillation and

hypertension.

Relevant Concomitant Medications: Nexium (esomeprazole magnesium), metoprolol, candesartan, Kalinor
(potassium chloride), amlodipine, furosemide, Novalgin (caffeine, paracetamol, propyphenazone), Calcium D3
(calcium bicarbonate/ colecalciferol), Movicol (macrogol/potassium chloride/sodium bicarbonate/sodium

chloride), spironolactone, and Keppra (levetiracetam).

334 wEE D : [N

Patient Identifier: - Country: Germany

Event: FEUMET o R— 3 & (Life Threatening, Unrelated, DAY 2), 472 <4 (Fatal, Unrelated, DAY 10)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 17 h 50 min aXa level at Screening: 153.5 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, tricuspid insufficiency with right heart failure, hypertension,

intracranial bleeding in [ 20l

Relevant Concomitant Medications: Bisoprolol, amlodipine, furosemide, xipamide, melperone, and

spironolactone.
3.35 #E%= D : [N
Patient Identifier: - Country: Germany

Event: %&JJk (Severe, Possible, DAY 1), (> % 1t (Fatal, Unrelated, DAY 1), 1%/ (Severe, Possible,
DAY 1)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 5 h 5 min aXa level at Screening: 73.6 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous

coronary intervention, diabetes, disseminated intravascular coagulation, diverticulitis, gastrointestinal
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angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension, inflammatory bowel disease,
myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke, transient
ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary
embolism, atrial fibrillation, congestive heart failure, atherosclerosis, dementia, chronic venous insufficiency,

hypothyreosis, and heart failure with history of decompensation.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, valsartan, alpha blockers, anticoagulation, antiplatelet, antibiotics, antidepressant, beta blockers,
bisoprolol, bisphosphonates, calcium channel blockers, cholinesterase inhibitor, cyclooxygenase-2 inhibitor,
digitalis, diuretics, torasemide, estrogen replacement, apixaban, fibrates, insulin, nonsteroidal anti-inflammatory
agents, nitrates, opioids, oral hypoglycemics, glycerol trinitrates, ondansetron, urapidil, magnesium, potassium,
levothyroxine, metamizole, vitamin B12 (cyanocobalamin), phosphodiesterase type 5 inhibitor, pain

reliever/anti-inflammatory, proton pump inhibitors, statins, atorvastatin, and citalopram.

3.36 #EE D : [N

Patient Identifier: - Country: Germany
Event: SHZ PN HIIM (Fatal, Unrelated, DAY 1)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 5 h 58 min aXa level at Screening: 81.1 ng/mL
Age: 9' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass graft surgery, cancer,
chronic anemia, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous coronary
intervention, diabetes, disseminated intravascular coagulation, diverticulitis, gastrointestinal angiodysplasia,
Helicobacter pylori, hyperlipidemia, hypertension, inflammatory bowel disease, myocardial infarction, peptic
ulcer, renal dysfunction, severe peripheral vascular disease, stroke, transient ischemic attack, venous
thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism, atrial fibrillation,

congestive heart failure, cardiac decompensation, and ventricular heart failure.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitor, enalapril, angiotensin receptor
blockers, alpha-blockers, anti-coagulation, anti-platelet, antibiotics, antidepressant, beta blockers, metoprolol,
bisphosphonates, calcium channel blockers, cholinesterase inhibitor, normal saline, Jonosteril,
cyclooxygenase-2 inhibitor, digitalis, diuretics, torasemide, estrogen replacement, apixaban, fibrates, insulin,
metamizole, nitrates, morphine sulfate, opioids, oral hypoglycemics, dopamine, Dekristol (cholecalciferol),
digitoxin, folic acid, oxycodone, pantoprazole, zolpidem, phosphodiesterase type-5 inhibitor, pain

reliever/anti-inflammatory, proton pump inhibitors, statins, and Digimerck (digoxin).

3.37 #EE D : -

Patient Identifier: - Country: Germany

Event: /[>JF M 42 JE (Severe, Possible, DAY 7), Bl fif (Fatal, Unrelated, DAY 22), fd/K (Moderate,
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Unrelated, DAY 4), BERt7¢ (Mild, Unrelated, DAY 2), fifiZ¢ (Moderate, Unrelated, DAY 4), X7 /L7 I
M (Mild, Unrelated, DAY 4), 0584 (Mild, Unrelated, DAY 6), KHE4 (Mild, Unrelated, DAY 6), &)
WRFEZ2GE (Mild, Unrelated, DAY 6), KR/ (Mild, Unrelated, DAY 6)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 7 h 31 min aXa level at Screening: 286.6 ng/mL
Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass graft
surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, Non ST segment elevation myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis,
venous thromboembolism: pulmonary embolism, 3-vessel coronary heart disease, acute-on-chronic renal failure,
chronic kidney insufficiency, status post pancytopenia (during methotrexate/azathioprine therapy), dementia,
pemphigus vulgaris, basal pneumonia (bilateral), urinary tract infection with Citrobacer koseri, delirium, and

status post herpes zoster.

Relevant Concomitant Medications: Ramipril, angiotensin II receptor blockers, alpha-blockers,
anti-coagulation, heparin, anti-platelet, amoxicillin, ceftriaxone, metronidazole, piperacillin, tazobactam,
antibiotics, antidepressant, beta blockers, metoprolol, bisphosphonates, calcium channel blockers, cholinesterase
inhibitor, normal saline, Jonosteril, cyclooxygenase-2 inhibitor, digitalis, Torem (torasemide), diuretics, estrogen
replacement, rivaroxaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, piritramid, oral
hypoglycemics, ionosteril, metamizole, Risperal (risperidone), tamsulonsin, L-thyroxin, morphine,
prednisolone, Sterofundin, tamsulosin, memantine, pantoprazole, phosphodiesterase type 5 inhibitor,
acetaminophen, pain reliever/anti-inflammatory, Pantozol (pantoprazole sodium sesquihydrate), proton pump

inhibitor, simvastatin, and statins.

3.38 #E= D : [ IR

Patient Identifier: - Country: Germany

Event: fifiZ¢ (Life Threatening, Unrelated, DAY 2), ixBR#EE % ££ 9 MfifE (Severe, Unrelated, DAY 2), /i
#8 /R4 (Fatal, Unrelated, DAY 7)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Edoxaban, 60 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 4 h 26 min aXa level at Screening: 196.8 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
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chronic  anemia, congestive heart failure, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension,
inflammatory bowel disease, status post myocardial infarction, peptic ulcer, prostate cancer, renal dysfunction,
severe peripheral vascular disease, transitory ischemic attacks in vertebrobasilar flow area, venous
thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism, stroke, Gleason 7
with radiotherapy, status post resection of various basal cell carcinomas of the face, paramedian pons infarction
on the left with unclear onset, coronary heart disease, intermittent atrial fibrillation, status post corticonuclear

cataract, and presumably lung cancer (unknown at time of enrollment).

Relevant Concomitant Medications: Ramipril, angiotensin-converting enzyme inhibitor, angiotensin II
receptor blocker, alpha blockers, heparin, anticoagulation, antiplatelet, piperacillin, tazobactam, antibiotics,
antidepressant, beta blockers, bisphosphonates, calcium channel blockers, cholinesterase inhibitor, Jonosteril,
normal saline, cyclooxygenase-2 inhibitor, digitalis, diuretics, estrogen replacement, edoxaban, fibrates, insulin,
nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics, metamizole, urapidil, human
albumin, levomepromazine, mirtazapine, sodium picosulfate, Perazin neuraxpharm (perazine dimalonate),
risperidone, omeprazole, mirtazipine, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory,

pantoprazole, proton pump inhibitors, atorvastatin, statins, clonidine (Catapresan), and lorazepam.

3.39 #WERE ID -

Patient Identifier: - Country: Germany

Event: i~/ =7 (Fatal, Unrelated, DAY 15), &7 L 7F =2+ U7 7 X (Mild, Unrelated, DAY 2),
&L (Moderate, Unlikely, DAY 1)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [0l
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 12 h 54 min aXa level at Screening: 65.0 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, hypertension, and hyperlipidemia.

Relevant Concomitant Medications: Bisoprolol, fluvastatin, ramipril and metamizol.

340 wEE D : [N

Patient Identifier: - Country: Germany

Event: It (Mild, Unlikely, DAY 1), F A= 13/l (Moderate, Possible, DAY 2), #&% (Moderate,
Unlikely, DAY 2), fifij&%% (Moderate, Unlikely, DAY 3), J&IfJiE (Fatal, Unlikely, DAY 16), 2MAESE (Life
Threatening, Unlikely, DAY 16)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH Intracerebral
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Last Dose of Anticoagulant to Andexanet: 7 h 25 min aXa level at Screening: 269.1 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, paroxysmal atrial fibrillation, bleeding, coronary artery
bypass graft surgery, cancer, chronic anemia, congestive heart failure, diabetes, disseminated intravascular
coagulation, diverticulitis, GI angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism:
pulmonary embolism, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous
coronary intervention, arterial hypertension, bradycardia-tachycardia syndrome, pacemaker implantation,
cardiac catheterization, revealing ostial stenosis of a small diagonal branch, hemorrhagic gastritis, hiatus hernia,
cholecystectomy, stenosis of the cecum and ascending colon, sigmoid diverticulitis, stenosis at the origins of the
renal arteries bilaterally, heart failure with dyspnea on exertion, chronic obstructive pulmonary disease, coronary
angiography, carotid plaques bilaterally, convulsive syncope (DD seizure), polypectomy in rectum, transurethral
resection of the prostate, tonsillectomy, appendectomy, depression, chronic pain syndrome of the spinal column,

and kyphoplasty TS 8-LS 5.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, valsartan, angiotensin II
receptor blockers, alpha-blockers, enoxaparin, anti-coagulation, anti-platelet, ampicillin, sulbactam, antibiotics,
antidepressant, bisoprolol, beta blockers, bisphosphonates, calcium channel blockers, nitrendipine,
cholinesterase inhibitor, Ringer’s solution, cyclooxygenase-2 inhibitor, digitalis, hydrochlorothiazide, diuretics,
estrogen replacement, rivaroxaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, ibuprofen, nitrates,
opioids, oral hypoglycemics, Anoro (umeclidinium bromide/vilanterol trifenatate), Calcivit D (calcium
carbonate/colecalciferol), risperidone, Torem (torasemide), salbutamol, Novaminsulfon (metamizole), PDES5

inhibitor, pain reliever/anti-inflammatory, proton pump inhibitors, statins, amitriptylin, and urapidil.

341 wEE D : [N

Patient Identifier: - Country: Germany

Event: FHE#%E (Mild, Unrelated, DAY 2), A~HRJE (Mild, Unrelated, DAY 2), 3#4 (Mild, Unrelated,
DAY 3), &% (Moderate, Unrelated, DAY 4), FRW 4 fifi ¢ (Fatal, Unrelated, DAY 17), T A 7> A/
(Moderate, Unrelated, DAY 18)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 12 h 35 min aXa level at Screening: 212.5 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass graft surgery, cancer,
chronic anemia, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous coronary
intervention, type 2 diabetes mellitus, disseminated intravascular coagulation, diverticulitis, gastrointestinal
angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension, inflammatory bowel disease,

myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke, transient
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ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary
embolism, atrial fibrillation, congestive heart failure, mixed subcortical vascular dementia, right hemiparesis,
global aphasia, dysphagia, indwelling bladder catheter, systemic epilepsy, atherosclerotic heart disease, triple

vessel disease, hypothyroidism, hypercholesterolemia and dysarthria.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitor, candesartan, alpha blockers,
anti-coagulation, enoxaparin, anti-platelet, antibiotics, ampicillin, piperacillin, antidepressant, metoprolol,
bisphosphonates, lercanidipine, calcium channel blockers, cholinesterase inhibitor, normal saline,
cyclooxygenase-2 inhibitor, digitalis, torasemide, estrogen replacement, Xarelto (rivaroxaban), fibrates, insulin,
nonsteroidal anti-inflammatory drugs, nitrates, opioids, metformin, L-Thyrox (levothyroxine sodium),
melperon, paracetamol, levetiracetam, ciclopirox, phosphodiesterase 5 inhibitor, pain
reliever/anti-inflammatory, pantoprazole, proton pump inhibitors, simvastatin, statins, Metohexal (metoprolol

tartrate), and mirtazapine.

342 wEE D : [N

Patient Identifier: - Country: Germany

Event: %% (Moderate, Unrelated, DAY 2), fili ¢ (Moderate, Unrelated, DAY 3), I K 4 (Fatal,
Unrelated, DAY 12)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Subarachnoid

Last Dose of Anticoagulant to Andexanet: 9 h 38 min aXa level at Screening: 112 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass
grafting  surgery, cancer, chronic anemia, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism:
pulmonary embolism, congestive heart failure, chronic obstructive pulmonary disease GOLD 3, home oxygen,
arterial hypertension, polycythemia vera, status post decompression of a chronic subdural hematoma, and status

post cerebral ischemia.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, alpha-blockers, anti-coagulation, enoxaparin, anti-platelet, ampicillin, antibiotics, antidepressant, beta
blockers, bisphosphonates, amlodipine, calcium channel blockers, cholinesterase inhibitor, 5% dextrose
(glucose), normal saline, cyclooxygenase-2 inhibitor, digitalis, diuretics, digitoxin, torasemide, estrogen
replacement, apixaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, morphine
sulfate, oral hypoglycemics, lorazepam, hydroxycarbamide, paracetamol, risperidone, metamizole, betahistine,
folic acid, glycopyrronium, indacaterol, Pantozol, phosphodiesterase type 5 inhibitor, pain

reliever/anti-inflammatory, acetaminophen, pantoprazole, proton pump inhibitors, atorvastatin, statins, and
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simvastatin.
343 #E%= D : [N
Patient Identifier: - Country: Germany
Event: JIifiZ¢ (Severe, Unrelated, DAY 2), BUMJE (Fatal, Unrelated, DAY 13)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 10 h 35 min aXa level at Screening: 171.0 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Severe peripheral vascular disease, atrial fibrillation, congestive heart failure,

hypertension, hyperlipidemia, diabetes and renal dysfunction.

Relevant Concomitant Medications: Metoprolol, amlodipine, valsartan, torasemide, simvastatin, insulin and

Dekristol (cholecalciferol).

3.44 #WERE D : -

Patient Identifier: - Country: Germany

Event: /[>/"4 (Fatal, Unrelated, DAY 5)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [0l

FXa inhibitor: Edoxaban, 60 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 9 h 52 min aXa level at Screening: 243.0 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Suspected pulmonary metastases with CUP syndrome, s/p cholangitis due to
choledocholithiasis with papillotomy and placement of stent, heart failure, CHD (with hypokinesia of anterior
wall), persistent atrial fibrillation treated with edoxaban, corpus gastritis, gonarthrosis right, Baker's cyst left,
arterial hypertension, diabetes mellitus type 2, s/p apoplexy and history of adiposity, currently cachexia,

exsiccosis, atopic dermatitis and s/p hip TEP due to femoral neck fracture.

Relevant Concomitant Medications: Enalapril, metformin, bisoprolol, fenistil, Januvia, zolpidem and

lactulose.
345 wEE D : [N
Patient Identifier: - Country: Germany
Event: JiliZ¢ (Fatal, Unrelated, DAY 5), 2% g% (Mild, Unrelated, DAY 5)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
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FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 6 h 45 min aXa level at Screening: 445.9 ng/mL
Age: 7I years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass graft surgery, cancer,
chronic  anemia, congestive heart failure, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, transient ischemic attack, venous
thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism, atrial fibrillation,

stroke, and severe peripheral vascular disease.

Relevant Concomitant Medications: Ramipril, angiotensin-converting enzyme inhibitor, angiotensin II
receptor blocker, alpha blockers, enoxaparin, anti-coagulation, anti-platelet, antibiotics, tazobactam,
antidepressant, beta blockers, bisphosphonates, calcium channel blockers, cholinesterase inhibitor,
cyclooxygenase-2 inhibitor, digitalis, furosemide, diuretics, torasemide, estrogen replacement, rivaroxaban,
fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, morphine sulfate, oral hypoglycemics,
allopurinol, Nexium, Novamin, paracetamol, Robinul, xipamide, clarithromycin, Unacid, acetylcysteine,
Mucosolvan,  Apidra, Dekristol, Levemir, pregabalin, phosphodiesterase 5 inhibitor, pain

reliever/anti-inflammatory, pantoprazole, proton pump inhibitors, and simvastatin.

346 wEE D : [N

Patient Identifier: - Country: Germany
Event: fifiZ% (Fatal, Unrelated, DAY 3)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 8 h aXa level at Screening: 167.2 ng/mL
Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, 2-vessel coronary heart disease, dual bypass
with stent insertion, coronary artery bypass grafting surgery, chronic anemia, colon cancer, coronary
percutaneous transluminal coronary angioplasty/atherectomy/percutaneous coronary intervention, diabetes,
disseminated intravascular coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori,
hyperlipidemia, uncontrolled hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer,
chronic renal failure stage III, severe peripheral vascular disease, transient ischemic attack, venous
thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism, chronic heart failure
New York Heart Association Class 111, stroke, atrial fibrillation, right upper lobe pneumonia, recurrent phases of
exsiccosis, increased marasmus, chronic diarrhea within the scope of functional cause due to status post
gastrectomy and colonic resection due to transverse colon tumor, sacroiliac joint and coxarthritis, and mild

dementia.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
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blockers, candesartan, valsartan, alpha blockers, anticoagulation, antiplatelet, acetylsalicylic acid (aspirin),
ceftriaxone, tazobactam, antibiotics, antidepressant, bisoprolol, beta blockers, bisphosphonates, calcium channel
blockers, cholinesterase inhibitor, cyclooxygenase-2 inhibitor, digitalis, furosemide, diuretics, estrogen
replacement, apixaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, morphine sulfate, oral
hypoglycemics, paracetamol, phosphodiesterase type 5 inhibitor, metamizole, pain reliever/anti-inflammatory,

proton pump inhibitors, statins, simvastatin, and enoxaparin.

347 wEE D : [N

Patient Identifier: - Country: Germany

Event: FAHEM:iliZ¢ (Fatal, Unrelated, DAY 2)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 58 min aXa level at Screening: 58.3 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stroke, atrial fibrillation, hypertension, diabetes and cancer.

Relevant Concomitant Medications: Morphine, midazolam, Novalgin (caffeine, paracetamol,

propyphenazone) and haloperidol.

348 #E= D : [N

Patient Identifier: - Country: Germany

Event: MLz (Fatal, Unrelated, DAY 3)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 7 h 44 min aXa level at Screening: 144.2 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation and hypertension.

Relevant Concomitant Medications: Bisoprolol, pantoprazole, metoprolol, furosemide, torasemide,
hydrochlorothiazide, enoxaparin, vitamin bl, metamizol, ondonsetron, pipamperon, Bercanyl, Risperdal,

Haldol, Tacobac, ACC, digoxin, and midazolam.

3.49 #WERE D : -

Patient Identifier: - Country: Germany
Event: /[:f#%€ (Life Threatening, Unlikely, DAY 2)
Reason(s) for Narrative: [X] Death

[X] Thrombotic Event
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Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 15 min aXa level at Screening: 198.0 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Myocardial infarction, coronary PTCA/atherectomy/PCI, atrial fibrillation,

hypertension, and diabetes.

Relevant Concomitant Medications: Ipratropium bromide/albuterol sulfate, amiodarone hydrochloride,
atorvastatin calcium, bumetanide, ceftriaxone sodium, furosemide, haloperidol lactate, insulin aspart, metoprolol

succinate, pantoprazole sodium, sodium chloride, sucralfate and oxygen.

350 #E%= D : [N

Patient Identifier: - Country: Germany

VL

Event: %% (Moderate, Unrelated, DAY 2), ZE#2 % i %~ (Severe, Probable, DAY 6), [/ Ifil #2 JiE
(Severe, Probable, DAY 11), iX7 X & 1 RIL&FEE (Moderate, Unrelated, DAY 6), A JE 8h Ik ifn 42
(Fatal, Unrelated, DAY 23), R (Moderate, Unrelated, DAY 6), ffd7K (Mild, Unrelated, DAY 11)

Reason(s) for Narrative: [X] Death
[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 14 h 39 min aXa level at Screening: Not available

Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism:

pulmonary embolism, stroke, atrial fibrillation, dementia, and aortic aneurysm.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, ramipril, candesartan,
angiotensin II receptor blocker, alpha-blockers, anti-coagulation, certoparin, anti-platelet, antibiotics, bisoprolol,
Bisohexal (bisoprolol), beta blockers, bisphosphonates, calcium channel blockers, amlodipine, Jonosteril,
cyclooxygenase-2 inhibitor, digitalis, diuretics, estrogen replacement, apixaban, fibrates, insulin, NSAIDs,
nitrates, opioids, oral hypoglycemics, clonidine, flumazenil, lamotrigine, midazolam, propofol, Keppra, urapidil,

phosphodiesterase type 5 inhibitor, acetaminophen, proton pump inhibitors, and statins.

351 wEE D : [N

Patient Identifier: - Country: Germany

Event: fi¥/fi8 (Fatal, Unrelated, DAY 14), ¥ /1[5 (Severe, Unrelated, DAY 1), fifiZk (Moderate,
Unrelated, DAY 1)

Reason(s) for Narrative: [X] Death
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[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 7 h 54 min aXa level at Screening: 403.7 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, congestive heart failure, diabetes, disseminated intravascular coagulation, diverticulitis,
gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory bowel disease,
myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, transient ischemic
attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary embolism,
stroke, atrial fibrillation, and coronary percutaneous transluminal coronary

angioplasty/atherectomy/percutaneous coronary intervention.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, valsartan, alpha blockers, heparin, anticoagulation, antiplatelet, Unacid (sultamicillin tosilate),
antidepressant, beta blockers, metoprolol, bisphosphonates, calcium channel blockers, calcium cholinesterase
inhibitor, Ringer’s solution, cyclooxygenase-2 inhibitor, digitalis, torasemide, estrogen replacement,
rivaroxaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics,
Atrovent (ipratropium bromide), dihydralazine, molsidomine, salbutamol, Ebrantil (urapidil), phosphodiesterase
type 5 inhibitor, acetaminophen, metamizole, pantoprazole, atorvastatin, Fragmin P Forte (dalteparin sodium),

Pantozol (pantoprazole sodium sesquihydrate), calcium chloride, clindamycin, and ceftriaxone.

352 wEE D : [N

Patient Identifier: - Country: Germany
Event: .05V 3 v 7 (Fatal, Unrelated, DAY 1)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, once daily Site of Bleeding: Other

Last Dose of Anticoagulant to Andexanet: 18 h 35 min aXa level at Screening: 80.8 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, paroxysmal atrial fibrillation, bleeding, coronary artery
bypass graft surgery, chronic anemia, congestive heart failure, coronary percutanecous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, prostate cancer, renal dysfunction, severe peripheral vascular
disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, type A dissection with surgery for 54 mm diameter thoracic aneurysm
(not traumatic), coronary sclerosis three vessel disease, pericardial effusion, status/post prostatic carcinoma with
resection and adjuvant radiotherapy, osteoporosis, renal cysts, lumbar scoliosis, syncope, bradycardia, angina

pectoris, back pain, and status post sternal fracture (traffic accident).
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Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, Delix (ramipril), angiotensin
IT receptor blockers, alpha-blockers, anti-coagulation, anti-platelet, antibiotics, antidepressant, beta blockers,
bisphosphonates, amlodipine hexal, calcium channel blockers, cholinesterase inhibitor, platelets,
cyclooxygenase-2 inhibitor, digitalis, HCT Hexal (hydrochlorothiazide), diuretics, estrogen replacement, Eliquis
(apixaban), fibrates, insulin, non-steroidal anti-inflammatory drugs, Ibuflam (ibuprofen), nitrates, opioids, oral
hypoglycemics, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory, Pantozol (pantoprazole),

proton pump inhibitors, atorvastatin, and statins.

353 wEE D : [N

Patient Identifier: - Country: Germany

Event: HUMJENES = » 7 (Fatal, Unrelated, DAY 5), <427 k8L (Moderate, Unrelated, DAY 1)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 10 h 15 min aXa level at Screening: 22.7 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
chronic  anemia, congestive heart failure, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes mellitus, disseminated intravascular
coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial
hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis,

venous thromboembolism: pulmonary embolism, esophagus cancer, and atrial fibrillation.

Relevant Concomitant Medications: Enalapril, ramipril, angiotensin-converting enzyme inhibitors,
angiotensin II receptor blockers, alpha blockers, anticoagulation, enoxaparin, antiplatelet, antibiotics,
piperacillin, antidepressant, metoprolol, bisoprolol, bisphosphonates, calcium channel blockers, cholinesterase
inhibitor, sterofundin, cyclooxygenase-2 inhibitor, digitalis, diuretics, furosemide, estrogen replacement,
apixaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, sufentanil, oral
hypoglycemics, metformin, carbamazepine, Dexdor (dexmedetomidine hydrochloride), haloperidol, Kalinor
(potassium hydrochloride), amiodarone, argipressin, clonidine, hydrocortisone, Inzolen, midazolam, Movicol
(macrogol/potassium chloride/sodium chloride/sodium bicarbonate), nitrendipine, noradrenaline, propofol,
Suprarenin, urapidil, betahistine, buprenorphine, tolperisone, phosphodiesterase type 5 inhibitor, metamizole,

pantoprazole, and statins.

354 wEE D : [N

Patient Identifier: - Country: Germany

Event: /.[>/"4 (Fatal, Unrelated, DAY 20), #2MEMENTIZE (Moderate, Unrelated, DAY 6), fifiZk/lE (Moderate,
Unrelated, DAY 11)

Reason(s) for Narrative: [X] Death
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[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 57.6 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
chronic anemia, coronary percutaneous transluminal coronary angioplasty/atherectomy/percutaneous coronary
intervention, diabetes mellitus, disseminated intravascular coagulation, diverticulitis, gastrointestinal
angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension, inflammatory bowel disease, larynx
cancer, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, transient
ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism: pulmonary
embolism, congestive heart failure, stroke, atrial fibrillation, chronic obstructive pulmonary disease,

vertebrobasilar ischemia, status post goiter surgery, and hypothyroidism.

Relevant Concomitant Medications: Captopril, ramipril, angiotensin-converting-enzyme inhibitors,
angiotensin II receptor blockers, alpha-blockers, anti-coagulation, certoparin sodium, anti-platelet, antibiotics,
ampicillin, azithromycin, piperacillin, sulbactam, antidepressant, beta blockers, metoprolol, bisphosphonates,
calcium channel blockers, cholinesterase inhibitor, normal saline, Sterofundin, cyclooxygenase-2 inhibitor,
digitalis, diuretics, bendroflumethiazide, torasemide, estrogen replacement, Xarelto (rivaroxaban), fibrates,
insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics, Dexdor, urapidil,
acetazolamide, allopurinol, atrovent, doxazosin, furosemide, L-thyroxine, lactulose, Laxans, levetiracetam,
pantoprazole, prednisolone, salbutamol, clonidine, novaminsulfon, phosphodiesterase type 5 inhibitor,
metamizole, proton pump inhibitors, statins, simvastatin, hydrochlorothiazide (HCT), esomeprazole, Corvadil
(amlodipine besylate), xipamide, atrovent and salbutamol (Ipratropium bromide), budesonide, morphine sulfate,

carvedilol, and enoxaparin.

355 #wE#E D : [N

2.16 #mE 0 : [ 2%

3.56 HERE ID -

Patient Identifier: - Country: Germany

Event: f¥I % %/E (Fatal, Unrelated, DAY 18)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 7 h 40 min aXa level at Screening: 63.2 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: CABG Surgery, Coronary PTCA/Atherectomy/PCI, Atrial Fibrillation,
Hypertension, Hyperlipidemia and Bleeding.

Relevant Concomitant Medications: Bisoprolol, simvastatin, ramipril, metamizol and torasemide.
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357 #wE#E D |IIEIN

218 #mE 0 : [ 2%

3.58 HERE ID -

Patient Identifier: -

Country: Germany

Event: AKX RAME S (Severe, Unrelated, DAY 7), ‘LA ZE (Severe, Possible, DAY 4), FF A4
(Fatal, Unrelated, DAY 14), fifiZ¢ (Moderate, Unrelated, DAY 7), JRE&Y: (Moderate, Unrelated, DAY 7),
fE¥ 5 o (Moderate, Unrelated, DAY 8), f# 5 (Mild, Unrelated, DAY 2), &7 U 7 AMfifiE (Mild,
Unrelated, DAY 2), &7 U 7 AIfifiE (Moderate, Unrelated, DAY 2), 1&1fJ% (Moderate, Unrelated, DAY 13)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 3 h aXa level at Screening: 74.9 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, paroxysmal atrial fibrillation, coronary artery bypass
grafting surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes mellitus, disseminated intravascular
coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial
hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, hypertensive thalamic bleeding (left and right), stroke, herpes zoster,
reflux esophagitis, hip replacement (right and left), periprosthetic left femur fracture, gonarthrosis (both sides),

leg edema (both sides), macular degeneration, and chronic pain syndrome.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, candesartan, angiotensin 11
receptor blocker, alpha-blockers, enoxaparin, anticoagulation, antiplatelet, antibiotics, ampicillin, ciprofloxacin,
cefazolin, antidepressant, metoprolol, beta blockers, bisphosphonates, calcium channel blockers, cholinesterase
inhibitor, Ringer’s solution, cyclooxygenase-2 inhibitor, digitalis, torasemide, diuretics, estrogen replacement,
Xarelto (rivaroxaban), fibrates, nonsteroidal anti-inflammatory drugs, nitrates, opioids, fentanyl, oral
hypoglycemics, alteplase, esomeprazole, furosemide, ipratropium bromide, potassium chloride, lercanidipine,
metamizole, sodium chloride, naloxone, norepinephrine, paracetamol, propofol, salbutamol, sufentanil, urapidil,
cafedrin, clonidine, esketamine, insulin, lorazepam, macrogol, metoclopramide, morphine sulfate, sodium
picosulfate, midazolam, rocuronium, hydromorphone, pantoprazole, tiotropium, phosphodiesterase type 5

inhibitor, pain reliever/anti-inflammatory, proton pump inhibitors, statins, cinnarizine/dimenhydrinate, and

desloratadine.
350 wEE D : [N
Patient Identifier: - Country: Germany

Event: FEUZ{S 1L (Fatal, Unrelated, DAY 2), 5% 7 = v 7 (Severe, Unrelated, DAY 1)
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Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH Intracerebral
Last Dose of Anticoagulant to Andexanet: 13 h 40 min aXa level at Screening: Not available
Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes mellitus (type 2), disseminated
intravascular coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia,
arterial hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis,

venous thromboembolism: pulmonary embolism, atrial fibrillation, and Parkinson’s disease.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blocker, losartan, alpha-blockers, anticoagulation, antiplatelet, antibiotics, antidepressant, beta blockers,
bisphosphonates, calcium channel blockers, cholinesterase inhibitor, cyclooxygenase-2 inhibitor, digitalis,
diuretics, hydrochlorothiazide, estrogen replacement, rivaroxaban, fibrates, insulin, nonsteroidal
anti-inflammatory drugs, nitrates, fentanyl, opioids, oral hypoglycemics, metformin, sitagliptin, epinephrine,
midazolam, propofol, remifentanil, norepinephrine, dobutamine, rocuronium bromide, sufentanil, carbidopa,
colecalciferol, levodopa, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory, proton pump

inhibitors, statins, and simvastatin.

3.60 wEE D : [N

Patient Identifier: - Country: Germany

Event: L D ERFPERUMAE (Moderate, Unlikely, DAY 3), #4i# (Moderate, Unlikely, DAY 1), {&if |- 5-
(Moderate, Unlikely, DAY 2), fifiZ¢ (Life Threatening, Unlikely, DAY 11), Zfifi#s R4 (Fatal, Unrelated,
DAY 15)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Subdural
Last Dose of Anticoagulant to Andexanet: 4 h 31 min aXa level at Screening: 99 ng/mL
Age: 9' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, paroxysmal atrial fibrillation, bleeding, coronary artery
bypass grafting surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal
coronary angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular
coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial
hypertension, inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis,

venous thromboembolism: pulmonary embolism, and heart insufficiency.
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Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitor, lisinopril, angiotensin II
receptor blocker, alpha blockers, enoxaparin, heparin, anticoagulation, antiplatelet, piperacillin, tazobactam,
antibiotics, antidepressant, metoprolol, beta blockers, bisoprolol, bisphosphonates, calcium channel blockers,
amlodipine, cholinesterase inhibitor, cyclooxygenase-2 inhibitor, digitalis, furosemide, diuretics, torasemide,
estrogen replacement, rivaroxaban, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, Avinza,
piritramide, opioids, oral hypoglycemics, macrogol, zopiclone, Novaminsulfon, pipamperone,

phosphodiesterase type 5 inhibitor, paracetamol, pain reliever/anti-inflammatory, proton pump inhibitors, and

statins.
361 wEE D : [N
Patient Identifier: - Country: France

Event: XV E (Severe, Unrelated, DAY 8), 1M (Severe, Unlikely, DAY 31), #.[» (Mild, Unrelated,
DAY 29), #i#% (Mild, Unrelated, DAY 9), KF#ME (Mild, Unrelated, DAY 10), HED > ¥ X fE
(Mild, Unrelated, DAY 25), E5GEEY: (Moderate, Unrelated, DAY 17), &M (Mild, Unrelated, DAY 17)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 9 h 8 min aXa level at Screening: 65.2 ng/mL

Age: 8' years Gender: Male Race: -

Relevant Medical History: Mixed ischemic heart disease that had started by inferior myocardial necrosis in
19., cardiac bypass (19.), heart rhythm disease with placement of a pacemaker (19.) and single-chamber
defibrillator in 20. for prevention of rhythm disorders due to the significant LV dysfunction (ejection fraction
at 30%), heart valve disease with moderate calcific aortic stenosis (CAS) of about 1 cm? and pulmonary arterial
hypertension (PAH) at 50 mmHg, atrial flutter (treated by radiofrequency in 20.) and peripheral artery disease
(PAD), short prosthetic bypass graft of the right common femoral artery (20.), heart failure (20. and 20.),
ischemic stroke in the right Sylvian fissure (- 20.) with lacunar state and vertebral compression (20.).

Relevant Concomitant Medications: Nocorandil, tamsulosine, enoxaparin, levetiracetam, macrogol, Vitamin A
dulcis (retinol), Normacol (sulfamethoxazole and trimethropin), sodium bicarbonate, paraffin oil, amoxicillin
and clavunate, metoclopramide, zopiclone, ipratropium, salbutamol, fluconazole, polyvinyl alcohol,

amphotericin B, scopolamine hydrobromide, oxygen, glucose 5% and a blood transfusion.

362 wEE D : [N

Patient Identifier: - Country: France
Event: X% #1E (Fatal, Unrelated, DAY 7)
Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 59 min aXa level at Screening: 12.2 ng/mL
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Age: 9' years Gender: Male Race: -

Relevant Medical History: Rhythmic cardiomyopathy, prostate neoplasia, adenocarcinoma of the right colon
treated with colectomy and chemotherapy, wet AMD of left eye with neo-vascularization, asthma, and anxiety

depressive disorder.

Relevant Concomitant Medications: Cordarone, budesonide, formoterol fumarate, cholecalciferol, calcium,

scopolamine, enoxaparin, clavulanic acid, potassium, diazepam, and bicalutamide.

363 wEE D : [N

Patient Identifier: - Country: United Kingdom
Event: KXMESECEZ I (Life threatening, Unrelated, DAY 3), fi¥##%€ (Fatal, Unlikely, DAY 6)
Reason(s) for Narrative: [X] Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH - subarachnoid
(Subarachnoid)

Last Dose of Anticoagulant to Andexanet: 4 h 48 min aXa level at Screening: 146.5 ng/mL

Age: 6' years Gender: Female Race: White

Relevant Medical History: Unprovoked deep venous thrombosis (DVT), bilateral incidental adrenal nodules
on computed tomography (CT) scan during DVT assessment and benign right superficial parotidectomy and

prior tobacco use.

Relevant Concomitant Medications: Metraminol, levofloxacin, metaminol, potassium chloride, Vitamin K.

364 wEE D : [N

Patient Identifier: - Country: United Kingdom

Event: 2P ZEME i B (Moderate, Unlikely, DAY 35), BAEAZFIEL T (Moderate, Unlikely, DAY 35),
Jfg7K (Fatal, Unlikely, DAY 35)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH — subdural (Subdural)

Last Dose of Anticoagulant to Andexanet: 15 h 25 min aXa level at Screening: 286.9 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Stable angina, hyperlipidemia, chronic anemia, lower GI bleeding, right-sided
pleural effusion, heart failure, Type 2 diabetes mellitus, myocardial ischemia (IHD), hypertension, chronic
obstructive pulmonary disease (COPD), mild pulmonary hypertension, left ventricular impairment (ejection
fraction [EF] 26%), severely impaired right ventricle (RV), left bundle-branch block, (LBBB), stroke —previous
transient ischemic attack (TIA), atrial fibrillation, methicillin-resistant Staphylococcus aureus (MRSA) in leg
wound, peri-rectal (PR) bleed and had a permanent pacemaker. The patient had established community DNAR

(do not attempt resuscitation).

Relevant Concomitant Medications: Bisoprolol, nitrates (oral or topical), biguanides, ferrous sulfate,
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paracetamol, salbutamol, simvastatin, augmentin, Loop (diuretic), isosorbide dinitrate, Sando-K, ramipril,

amisulpride, thiamine.

3.65 #E%= D : |GGz

Patient Identifier: - Country: United Kingdom

Event: /[[>5#li#) (Fatal, Unrelated, DAY 19), ifiZ¢ (Life Threatening, Unrelated, DAY 12), BRIMJAE (Life
Threatening, Unlikely, DAY 19)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: GI — rectal-hemorrhoidal

Last Dose of Anticoagulant to Andexanet: 7 h 05 min aXa level at Screening: 146.1 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: A drug allergy to pravastatin (Pravachol), a cholecystectomy on an unspecified
date, a coronary artery bypass graft on an unspecified date, atrial fibrillation (AF), an inferior myocardial
infarction in 20., congestive cardiac failure (CCF), hypertension and memory impairment. Surgical history

includes prosthetic heart valve.

Relevant Concomitant Medications: Candesartan, bisoprolol, digitalis, diuretics (Loop and potassium
sparing), nitrates (oral or topical), isosorbide mononitrate, nicorandil, quetiapine, amoxicillin, tazocin,

metoclopramide, paracetamol, omeprazole, meropenem, diazepam, furosemide, spironolactone, acetaminophen.

3.66 #E%= D : [N

Patient Identifier: - Country: United Kingdom
Event: iiliEtEifiZ (Life Threatening, Unlikely, DAY 6), HUfLJE (Fatal, Unrelated, DAY 6)
Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: Non-visible

Last Dose of Anticoagulant to Andexanet: 17 h 15 min aXa level at Screening: 207.9 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Hypertension, deep vein thrombosis (DVT), vascular dementia, chronic obstructive
pulmonary disease (COPD), recurrent falls, normocytic anaemia, depression, atrial fibrillation, worsening renal

function.

Relevant Concomitant Medications: Chlorhexidine gluconate, dalteparin, citalopram, digoxin and graduated

compression stockings.

3.67 #E%= D : | Iz

Patient Identifier: -

Country: United Kingdom

Event: il (Life Threatening, Unlikely, DAY 1), Hiff4:2=H (Fatal, Unlikely, DAY 9)
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Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 6 h 30 min aXa level at Screening: 320.2 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Mixed dementia, stroke, diabetes and hypertension. The patient did not have any

known allergies.

Relevant Concomitant Medications: Omeprazole, duloxetine, ramipril, valsartan, simvastatin, pioglitazone

and GTN (glimepiride).

3.68 #E%= D : [N

Patient Identifier: - Country: United Kingdom

Event: &MLz (Fatal, Unlikely, DAY 20)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 15 h 2 min aXa level at Screening: 164.2 ng/mL

Age: 9' years Gender: Female Race: White

Relevant Medical History: Upper GI bleeding, transient ischemic attack, atrial fibrillation, hypertension, and

hyperlipidemia.

Relevant Concomitant Medications: -

3.69 #E%= D : [ Iz

Patient Identifier: - Country: United Kingdom

Event: iliEttifiZs (Fatal, Unlikely, DAY 1), K (Mild, Unlikely, DAY 1), l&#t: (Mild, Unlikely, DAY 1)

Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 18 h 30 min aXa level at Screening: 50.0 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: -

Relevant Concomitant Medications: -

3.70 #ERE ID -

Patient Identifier: -

Country: United Kingdom

Event: 4IME (Life Threatening, Unlikely, DAY 1), M=453E (Fatal, Unlikely, DAY 2)
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Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event

Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 3 h 55 min aXa level at Screening: 253.2 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Heart failure and atrial fibrillation.

Relevant Concomitant Medications: Furosemide, digoxin, bisoprolol, candesartan, and indomethacin.

3.71 #&%= D : | I

Patient Identifier: - Country: United Kingdom
Event: MBS (Severe, Unrelated, DAY 2), Zliigs~4 (Fatal, Unrelated, DAY 9)
Reason(s) for Narrative: [X] Death
[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH
Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 89.0 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Renal issues (.-20.)

Relevant Concomitant Medications: -

3.72 #EE D : -

Patient Identifier: - Country: Japan

Event: fifi%¢ (Severe, Unlikely, DAY 4), FM:U; R4 (Fatal, Unlikely, DAY 22), FFHGESRH (Mild, Possible,
DAY 5), %7 kU 7 AlfifiE (Mild, Possible, DAY 15)

Reason(s) for Narrative: [X] Death

[ ] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [ ol
FXa inhibitor: Edoxaban, 30 mg, once daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 16 h 31 min aXa level at Screening: 80.6 ng/mL

Age: 9' years Gender: Female Race: Japanese

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, coronary artery bypass
grafting surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: pulmonary embolism, venous thromboembolism: deep

vein thrombosis, cardiac thrombosis, fever, and cerebral hemorrhage.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
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blockers, alpha-blockers, anticoagulation, antiplatelet, antibiotics, vancomycin, antidepressant, beta blockers,
bisphosphonates, calcium channel blockers, nicardipine hydrochloride, normal saline, Soldem 3a
(glucose/potassium chloride/sodium chloride/sodium lactate), cyclooxygenase-2 inhibitor, digitalis, diuretics,
estrogen replacement, Lixiana (edoxaban), fibrates, carbazochrome sodium sulfonate hydrate, Transamin
(tranexamic acid), insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics,
famotidine, Vitamedin (cyanocobalamin/pyridoxine hydrochloride/thiamine hydrochloride), L-carbocisteine,
ambroxol hydrochloride, white petrolatum, Calonal (acetaminophen), Paldes (clobetasone butyrate), Alesion
(epinastine hydrochloride), heparinoid, Magmitt (magnesium oxide), pantethine, rebamipide, terbinafine
hydrochloride, phosphodiesterase type 5 inhibitor, pain reliever/anti-inflammatory, acetaminophen, proton pump
inhibitors, statins, and Otsuka MV  (ascorbic acid/biotin/colecalciferol/cyanocobalamin/folic
acid/nicotinamide/panthenol/phytomenadione/pyridoxine hydrochloride/retinol/riboflavin sodium

phosphate/thiamine hydrochloride/tocopheryl acetate).
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4 BERELHEOLGVMEMEER

41 wEsE 0 IR

Patient Identifier: -

Country: United States

Event: 2P FE % X4 (Life Threatening, Unrelated, DAYS 17 and 36), e & FE =7 1 v 7 (Life
Threatening, Unrelated, DAY 17), ‘02JfU:> =2 » 7 (Life Threatening, Unrelated, DAY 17), 1&55#H R e i
(Moderate, Unrelated, DAY 23), [¥JiE (Severe, Unrelated, DAYS 18 and 36), I (Moderate, Unrelated,
DAY 17), ~/) U ViERMEMm /Mg E (Life Threatening, Unrelated, DAY 17), & 7 F 7 EIILAE (Life
Threatening, Unrelated, DAY 36), JREEY: (Mild, Unrelated, DAY 27)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 18 h 41 min aXa level at Screening: 190.8 ng/mL

Age: 8' years Gender: Male Race: White

Relevant Medical History: Atrial fibrillation, hypertension, hyperlipidemia, prior tobacco use, aortic stenosis,

osteoarthritis and hypothyroidism.

Relevant Concomitant Medications: Cholecalciferol, atorvastatin, allopurinol, cefuroxime, mupirocin,

levothyroxine, tamsulosin, pantoprazole, celecoxib, diltiazem, tramadol and Aspirin (acetylsalicylic acid).

42  w&E 0 IR

Patient Identifier: - Country: United States

Event: EHEFIRIMAZIE (Moderate, Unlikely, DAY 11), BEz5N{Hifl (Life Threatening, Unrelated, DAY 4)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 17 h 9 min aXa level at Screening: 97.9 ng/mL

Age: 6' years Gender: Male Race: White

Relevant Medical History: A non-smoker with a history of atrial fibrillation (s/p cardioversion ./20. and
W20. (currently on BB and xarelto)), anxiety, benign prostatic hyperplasia, depression, hyperlipidemia,
hypertensive disorder, mitral regurgitation, obstructive sleep apnea syndrome, patent foramen ovale (noted on

ECHO), pneumothorax, past clavicle fracture and left clavicle plate surgical repair.

Relevant Concomitant Medications: Catapres (clonidine), Toprol XL (metoprolol succinate), Lopressor
(metoprolol tartrate), Norvasc (amlodipine besilate),Colace (docusate sodium), polyethylene, Wellbutrin
(bupropion hydrochloride), Trandate (labetalol hydrochloride), Sublimaze (fentanyl), oxycodone, Feiba (factor
VIII inhibitor bypassing fraction), Zocor (simvastatin), hydralazine, Akwa Tears (dextran), Rocephin
(ceftriaxone sodium), Peridex (dexamethasone), Lovenox (enoxaparin sodium), mannitol, sodium chloride,
Lidoderm (lidocaine), Vancocin (vancomycin hydrochloride), Cardene (nicardipine hydrochloride), Diprivan
(propofol), Precedex (dexmedetomidine hydrochloride), Tylenol (paracetamol), Zofran (ondansetron), Seroquel

(quetiapine fumarate), Omnipaque (iohexol), Gadavist (gadobutrol), Reglan (metoclopramide), Dulcolax
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(bisacodyl), Polyethylene Glycol (macrogol), Senokot (sennoside A+B), Mag-ox (magnesium oxide),

magnesium sulfate, Zemuron (rocuronium bromide) and potassium chloride.

4.3  wE&% D : |

Patient Identifier: - Country: United States

Event: {Hf/ (Moderate, Unrelated, DAY 4), {E#EFIRIMA2SAE (Severe, Unrelated, DAYS 10 and 27), W& T
fig & (Moderate, Unrelated, DAY 2), 7 /71& T (Moderate, Unrelated, DAY 6), =& 4 M % E (Mild,
Unrelated, DAY 8)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 10 h 36 min aXa level at Screening: 370.6 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Deep vein thrombosis, massive pulmonary embolism 5 years ago (s/p IVC filter

and warfarin, switched to Rivaroxaban from warfarin), hypertension and renal dysfunction.

Relevant Concomitant Medications: Acebutolol, acetaminophen, oxycodone, labetalol, amlodipine, and

nicardipine.
44wz N
Patient Identifier: - Country: United States

Event: X~ 27 % 7 AlfJE (Mild, Unrelated, DAY 2), {7 + U o AIfifE (Mild, Unrelated, DAY 4), &
M+ (Moderate, Unrelated, DAY 3), /[0 (Moderate, Unlikely, DAY 2), i€ F & 7 v —~< (Mild,
Unrelated, DAY 4)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GENT1) Date of First Dose: -20.

FXa inhibitor: Rivaroxaban, 10 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 15 h 45 min aXa level at Screening: 116.9 ng/mL

Age: 9' years Gender: Male Race: White

Relevant Medical History: Not provided.

Relevant Concomitant Medications: Labetalol, diltiazem, hydrochlorothiazide, lisinopril, magnesium oxide,

omeprazole, pravastatin, pyridoxine, Kayexalate (sodium polystyrene sulfonate), thiamine and zolpidem.

45  wgsE 0 IR

Patient Identifier: - Country: United States

Event: = 9 FEMEZE (Mild, Unrelated, DAY 3), #xff] (Mild, Unrelated, DAY 12), filiZE42JiE (Severe,
Unrelated, DAY 24), 184 A & M4 Jifi % /8 (Severe, Unrelated, DAY 40), @& 1fi/ 2~ U —-t (Moderate,
Unrelated, DAY 1)
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Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: GI - Hematemesis

Last Dose of Anticoagulant to Andexanet: 6 h 59 min aXa level at Screening: 160.9 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Hypertension, skin cancer, and prior tobacco use.

Relevant Concomitant Medications: Calmoseptine, amlodipine, carbidopa-levodopa, omeprazole, zolpidem,

labetalol, hydralazine, lorazepam, pantoprazole, diphenhydramine, fentanyl, ondansetron, versed, and

acetaminophen.
46 #8550 |IIEGN
Patient Identifier: - Country: United States

Event: ZERMEM A< (Mild, Unlikely, DAY 8), #kZE42)E (Mild, Unlikely, DAY 14), F5HiRREZ L
(Moderate, Unrelated, DAY 2), FE5ffIRREZE I (Severe, Unrelated, DAY 4), JREEH: (Severe, Unrelated,
DAY 4)

Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 10 mg, once daily Site of Bleeding: ICH
Last Dose of Anticoagulant to Andexanet: Unknown aXa level at Screening: 33.2 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Hypothyroidism, Raynaud's disease, Lyme disease, fatigue, breast cancer, restless
leg syndrome (RLS) and atrial fibrillation. Drug allergies included Bextra (valdecoxib), prednisone, Prolia
(denosumab), sulfa antibiotics and Voltaren (diclofenac sodium). The patient was also allergic to latex and

mushrooms (mushroom extract complex).

Relevant Concomitant Medications: Haldol (haloperidol), Niferex (polysaccharide-iron complex), Rocephin
(ceftriaxone sodium), sodium chloride, Rythmol (propafenone), Keppra (levetiracetam), Pepcid (famotidine),
Colace (docusate sodium), Senokot (senna), Toprol XL (metoprolol succinate), Synthroid (levothyroxine
sodium), Mirapex (pramipexole), potassium chloride, morphine, Zofran (ondansetron), Apresoline (hydralazine
hydrochloride), Trandate (labetalol hydrochloride), Tylenol (acetaminophen), Natural balance tears
(hydroxypropyl methylcellulose), Miralax (polyethylene glycol), Dulcolax (bisacodyl), Norco (hydrocodone-

acetaminophen), Proventil (albuterol), Norvasc (amlodipine besylate) and Seroquel (quetiapine fumarate).

47  w=E D |

3.7 w0 - [ =50

48 #zz0: IR

Patient Identifier: - Country: United States

Event: /MiXEEIL (Severe, Unlikely, DAY 18)
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Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 18 h 18 min aXa level at Screening: 13.1 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: An allergy to iodinated contrast media - IV dye, a hysterectomy, cholecystectomy,
cardiac surgery, arthritis, coronary artery disease, falls, hard of hearing, hypertension, subdural hematoma,

thyroid disease, closed fracture of left scapula, paroxysmal atrial fibrillation and left leg numbness.

Relevant Concomitant Medications: Probiotics (bifidobacterium bifidum, bifidobacterium lactis,
bifidobacterium longum, lactobacillus acidophilus, lactobacillus rhamnosus), Synthroid (levothyroxine sodium),
Lopressor (metoprolol tartrate), Prilosec (omeprazole), Restoril (chlormezanone), Lipitor (atorvastatin calcium),
Tylenol (paracetamol), Colace (docusate sodium), Apresoline (hydralazine hydrochloride), Norco (hydrocodone

bitartrate, paracetamol), magnesium sulfate in dextrose, and Zofran (ondansetron).

49 w0 IR

Patient Identifier: - Country: United States

Event: f#[% NI (Moderate, Unrelated, DAY 1), &1 (Mild, Unrelated, DAY 18), ~ 3V > [P
/NI IE  (Mild, Unrelated, DAY 15), #7Ik3E35 (Mild, Unrelated, DAY 10), %EE8E IR MARAE (Mild,
Unrelated, DAY 3), I/ IE (Mild, Unrelated, DAY 15), F#i (Mild, Unrelated, DAY 14), Hffi~/1
~X A (Moderate, Unrelated, DAY 17), & Hiifl. (Moderate, Unrelated, DAY 18), 4% #fiikJF (Moderate,
Unrelated, DAY 2), H IfiL ERHEMNGEE (Moderate, Unrelated, DAY 10), 2 # & % (Moderate, Unrelated,
DAY 6), & 1fil. (Moderate, Unrelated, DAY 9), = ILf# (Mild, Unrelated, DAY 7), i} T 1L (Moderate,
Unrelated, DAY 1), 2WEFEE A4 (Severe, Unrelated, DAY 1)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: Visible - Facial Bleeding

Last Dose of Anticoagulant to Andexanet: 17 h 33 min aXa level at Screening: 55.9 ng/mL

Age: SI years Gender: Male Race: White

Relevant Medical History: A recent DVT (--20.) and hypertension.

Relevant Concomitant Medications: Lisinopril, bystolic, clindamycin, fentanyl, pepcid, propofol, heparin,
bacitracin, cefepime, vancomycin, clindamycin, labetalol, loop, fentanyl, methadone HCI, diazepam,

gabapentin, haloperidol, levetiracetam, miconazole, ondansetron, valacyclovir, and oxycodone.

410 wE D IR

Patient Identifier: - Country: United States

Event: ¥ {E (Moderate, Unrelated, DAY 2), S EFARIMASAE (Moderate, Unrelated, DAY 29), JREE
WL SE (Severe, Unrelated, DAY 23), fiffi5i FIfiLfEl (Moderate, Unrelated, DAY 21), ¥ #5%% (Moderate,
Unrelated, DAY 21), F5#{RAEZS{L (Severe, Unrelated, DAY 21), Z&ff (Mild, Unrelated, DAY 5), &V >
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f2fifiE (Mild, Unrelated, DAY 6), F#i (Mild, Unrelated, DAY 6)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 14 h 5 min aXa level at Screening: 91.3 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, hypertension and colon cancer.

Relevant Concomitant Medications: Valproic acid, vimpat, metoprolol, hydrochlorothiazide, magnesium
oxide, omeprazole, potassium chloride, ceftriaxone, triamterene, fentanyl, keppra, levetriacetam, phytonodione,
saccharomyces boulardis, tramadol, lacosamide, pantoprazole, Amoxicillin, ceftriaxone, loperamide divalproex,

lorazepam, and quentiapine.

411 w0 IR

Patient Identifier: - Country: United States

Event: EEHIRMARIE (Moderate, Unrelated, DAY 20), JREEY: (Moderate, Unrelated, DAY 5), /02X
QT #E& (Moderate, Unrelated, DAY 14), &7 U 7 AMiE (Mild, Unrelated, DAY 2)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 6 h 38 min aXa level at Screening: 132.6 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Paroxysmal atrial fibrillation, kidney stones, high cholesterol, stress incontinence,
bronchial atresia, cognitive communication deficit and arthritis. Surgical history included total right knee
arthroplasty, adenoidectomy, joint replacement and right shoulder replacement. She is allergic to atorvastatin,

cephalexin, lovastatin, pravastatin, rosuvastatin, simvastatin and codeine.

Relevant Concomitant Medications: Zyloprim, vitamin D3, Lasix, Keppra, melatonin, Klor-con M10,

Senna-S, Zocor, Tylenol, Milk of Magnesia, Dulcolax, Miralax and trazodone.

412 w0 [N

Patient Identifier: - Country: United States

Event: SHZNHHIRIFMARAE (Severe, Unrelated, DAY 27), AMIML % 3 1E (Moderate, Unrelated, DAY 26),
FEAEIEAE (Moderate, Unrelated, DAY 24), FEU%51H (Severe, Unrelated, DAY 24), tL=MIAPBE (Mild,
Unrelated, DAY 34)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH
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Last Dose of Anticoagulant to Andexanet: 3 h 27 min aXa level at Screening: 195.7 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Epilepsy, meningioma resection (20.) and chronic atrial fibrillation.

Relevant Concomitant Medications: Peridex (dexamethasone), Cardizem (diltiazem), Cerebyx (fosphenytoin
sodium), Lasix (furosemide), Dilaudid (hydromorphone hydrochloride), Vimpat (lacosamide), Keppra
(levetiracetam), Synthroid (levothyroxine sodium), Lopressor (metoprolol tartrate), Prilosec (omeprazole),

Protonix (omeprazole), Robinul (glycopyrronium bromide), Dextrose (glucose), heparin and sodium chloride.

413 w= D [N

3.3 #mE 0 : [ 2R

414 FHERZE ID : -

Patient Identifier: -

Country: United States

Event: fifiZE42JiE (Severe, Unlikely, DAY 20), JR#/&Y% (Severe, Unrelated, DAY 12)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: [0l
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: Retroperitoneal

Last Dose of Anticoagulant to Andexanet: 16 h 45 min aXa level at Screening: 190.1 ng/mL

Age: 7I years Gender: Male Race: White

Relevant Medical History: Stroke (with no obvious residual weakness), chronic obstructive pulmonary disease
(COPD), depression, lower abdominal pain, atelectasis of the right lower lobe, type 2 diabetes mellitus
(controlled), obstructive sleep apnea, appendectomy, hernia repair, stroke, atrial fibrillation, hypertension,

hyperlipidemia and diabetes.

Relevant Concomitant Medications: Carvedilol, diltiazem, percocet, pramipexole, proair, protonix, pulmicort,
spiriva, tikosyn, atorvastatin, morphine sulfate, hydromorphone, pantoprazole, oxycodone, hydrocodone, and

coumadin.

415 w0 : [N

3.16 #mE D : [ 2%

416 1HERE ID : -

Patient Identifier: -

Country: United States

Event: {1 /& (Severe, Unrelated, DAY 10), & B R~ 4 (Moderate, Unrelated, DAY 10), & Ifi &
(Moderate, Unrelated, DAY 13), [0BE ML (Mild, Unrelated, DAY 10)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [0l
FXa inhibitor: Apixaban, 5 mg, once daily Site of Bleeding: GI and Urinary

Last Dose of Anticoagulant to Andexanet: 13 h 53 min aXa level at Screening: 169.1 ng/mL
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Age: 7I years Gender: Male Race: White

Relevant Medical History: Ischemic cardiomyopathy, gout, hyperlipidemia, atrial fibrillation, heart failure,
hypertension, old inferior wall myocardial infarction, anemia, chronic kidney disease, former smoker and a
recent GI bleed, for which he was just discharged on --20..

Relevant Concomitant Medications: Pantoprazole, allopurinol, carvedilol, furosemide and hydralazine.

417wz D [N

Patient Identifier: - Country: United States

Event: {EEHIRIMAEE (Mild, Unrelated, DAY 15)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Apixaban, 5 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 8 h 19 min aXa level at Screening: 8.8 ng/mL

Age: 7I years Gender: Male Race: Black or African American

Relevant Medical History: Atrial fibrillation, hypertension, hyperlipidemia and diabetes.

Relevant Concomitant Medications: Atorvastatin, Cartia XT (diltiazem), clotrimazole- bethamethasone,
furosemide, glimepiride, hydrocodone, acethaminophen (hydrocodone/paracetamol), Klor-Con (potassium
chloride), Losartan+hydrochlorothiazide (losartan potassium), metformin hydrochloride, metoprolol tartrate,
pioglitazone hydrochloride, prednisone, simvastatin, tamsulosin hydrochloride, travatan (travaprost) and Xarelto

(rivaroxaban).

418 wi= D : [N

321 #emE D : [ =z %.

419 w= D [N

3.26 s D : [ =35

420 w&E D : [N

Patient Identifier: - Country: Germany

Event: EEIRIMARIE (Moderate, Unlikely, DAY 7), %#4 (Mild, Unrelated, DAY 5)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN1) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: Other (retroperitoneal)

Last Dose of Anticoagulant to Andexanet: 6 h 55 min aXa level at Screening: 41.7 ng/mL

Age: 6' years Gender: Male Race: White

Relevant Medical History: Thrombophlebitis and current tobacco use.

Relevant Concomitant Medications: Dipidolor, ibuprofen, pantoprazole, L-thyroxine, and novalgin.
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421 1HERE ID : -

Patient Identifier: - Country: Germany

Event: /X7 U o7 AMJE (Mild, Unrelated, DAY 1), % %59 (Mild, Unrelated, DAY 2), 3 #\ (Mild,
Unrelated, DAY 2), JRESEH: (Mild, Unrelated, DAY 2), ELEHARIMARAE (Moderate, Unrelated, DAY 14),
AR 4 (Mild, Unrelated, DAY 4), fifiZ¢ (Mild, Unrelated, DAY 4), % 575 & O 72 & (Mild, Unrelated,
DAY 7), RIYPEVRE (Mild, Unrelated, DAY 5), /R2<ZE (Mild, Unrelated, DAY 2)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: [0l
FXa inhibitor: Apixaban, 5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 12 h 15 min aXa level at Screening: 135.4 ng/mL

Age: 8' years Gender: Female Race: White

Relevant Medical History: Atrial fibrillation, apoplexy and pulmonary embolism.

Relevant Concomitant Medications: Delix (ramipril), metoprolol, Simva (simvastatin) and Torem

(toasemide).
422 wxE D [N
Patient Identifier: - Country: Germany
Event: FFHiifl (Mild, Unrelated, DAY 3), &L H1#%E (Moderate, Unrelated, DAY 11)
Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 20 mg, once daily Site of Bleeding: GI - gastric
Last Dose of Anticoagulant to Andexanet: 7 h 30 min aXa level at Screening: 412.4 ng/mL
Age: 7I years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, atrial fibrillation, bleeding, breast cancer, chronic
anemia, congestive heart failure, diabetes, disseminated intravascular coagulation, diverticulitis, gastrointestinal
angiodysplasia, Helicobacter pylori, hyperlipidemia, arterial hypertension, inflammatory bowel disease, peptic
ulcer, renal dysfunction, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis,
myocardial infarction, coronary artery bypass grafting surgery, coronary percutancous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, severe peripheral vascular disease, venous
thromboembolism: pulmonary embolism, lumbar spinal canal stenosis, mixed crural ulcer on left lower leg with
stasis dermatitis on legs and intolerance to clopidogrel and ticlopidine, and a former nicotine abuse (30 pack

years).

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blocker, alpha blockers, anticoagulation, rivaroxaban, clopidogrel, beta blockers, bisoprolol, bisphosphonates,
calcium channel blockers, cholinesterase inhibitor, cyclooxygenase-2 inhibitor, digitalis, furosemide, diuretics,
estrogen replacement, fibrates, insulin, nitrates, nonsteroidal anti-inflammatory drugs, opioids, oral

hypoglycemics, ezetimibe, phosphodiesterase type 5 inhibitor, and atorvastatin.
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423 w0 | IR

2.10 #mE 0 : [ 22 R.

424 wig= D |ER

349 wimE 0 : [ 22 R.

4.25 wE% D : [N

Patient Identifier: - Country: Germany

Event: ffifiX MIfLfE (Moderate, Unrelated, DAY 4), 9 - M {4£.0>4 4 (Severe, Unrelated, DAY 5), Jili%
(Severe, Unrelated, DAY 5), JREJ#&H: (Moderate, Unrelated, DAY 3), Mf#%E (Severe, Unlikely, DAY 14)

Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Rivaroxaban, 15 mg, once daily Site of Bleeding: ICH Subarachnoid
Last Dose of Anticoagulant to Andexanet: 8 h 14 min aXa level at Screening: 56.8 ng/mL
Age: 8' years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular disease, stroke,
transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous thromboembolism:

pulmonary embolism, atrial fibrillation, and hyperthyreosis.

Relevant Concomitant Medications: Ramipril, angiotensin receptor II blockers, alpha blockers,
Mono-Embolex, Arixtra (fondaparinux sodium), anticoagulation, antiplatelet, ceftriaxone, clindamycin,
antibiotics, antidepressant, Metohexal (metoprolol), beta blockers, bisphosphonates, calcium channel blockers,
amlodipine, cholinesterase inhibitor, Jonosteril, cyclooxygenase-2 inhibitor, digitalis, torasemide, diuretics,
estrogen replacement, Xarelto (rivaroxaban), fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates,
opioids, oral hypoglycemics, carbimazole, ipratropium bromide, paracetamol, Alfason Crelo EMU, melperone,

Novaminsulfon, quetiapine, phosphodiesterase type 5 inhibitor, proton pump inhibitors, and statins.

426 w= D : [N

3.50 s 0 : [ =%

427 w0 [N

1.8 w0 - [ =3

428 wE D : [N

Patient Identifier: - Country: Germany

Event: 5AJ% (Mild, Possible, DAY 1), & = L A7 1 — L IfilfiE (Mild, Unrelated, DAY 1), J&%&# 3 {E
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(Moderate, Unlikely, DAY 2), I/ JE (Mild, Unlikely, DAY 11), BEftZ¢ (Mild, Unlikely, DAY 5), %
HAE & O S (Mild, Unlikely, DAY 7), fHIE (Moderate, Unlikely, DAY 4), i 7 3 & A K IfiL 5 [ 2

W L

(Moderate, Unlikely, DAY 11), 2 PEA{ZEH (Severe, Unlikely, DAY 25)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event

Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.

FXa inhibitor: Apixaban, 2.5 mg, twice daily Site of Bleeding: ICH Intracerebral

Last Dose of Anticoagulant to Andexanet: 8 h 50 min aXa level at Screening: 96 ng/mL

Age: 7I years Gender: Female Race: White

Relevant Medical History: Stable and unstable angina, paroxysmal atrial fibrillation, bleeding, coronary artery
bypass graft surgery, cancer, chronic anemia, congestive heart failure, coronary percutaneous transluminal
coronary angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular
coagulation, diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension,
inflammatory bowel disease, myocardial infarction, peptic ulcer, renal dysfunction, severe peripheral vascular
disease, stroke, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, status post (S/P) intracerebral hemorrhage close to the superomedial
margin of the cerebral hemisphere on the right, hemiparesis on the left with focus on the leg, focal status
epilepticus, myoclonus, cognitive disturbance, urinary incontinence, fecal incontinence, Barthel Index for early
rehabilitation: -75 to 30 points, respiratory syncytial virus (RSV) infection, S/P pneumonia, pleural empyema,

chronic renal insufficiency, sarcopenia, presbycusis, S/P intubation, S/P sub-ileus and S/P hepatitis C.

Relevant Concomitant Medications: Enalapril, angiotensin II receptor blocker, alpha blockers, anti-coagulant,
anti-platelet, antibiotics, antidepressant, bisoprolol, bisphosphonates, amlodipine, cholinesterase inhibitor,
cyclooxygenase 2 inhibitor, digitalis, diuretics, estrogen replacement, Eliquis (apixaban), fibrates, insulin,
nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics, levetiracetam, loracepam, valproate
sodium, clotrimazol, Dipiperone (pipamperone hydrochloride), Lyrica (pregabalin), pantoprazole,
phosphodiesterase 5 inhibitor, pain reliever/anti-inflammatory, atorvastatin, statins, Movicol, Mono-Embolex

(certoparin sodium), Kalinor (potassium chloride), and Bifiteral (lactulose).

429 wEE D : | N

3.63 #mE 0 : [ =2 %.

4.30 #5% 1D : | IEIN

Patient Identifier: - Country: United Kingdom

Event: I8 (Moderate, Unrelated, DAY 10), FXUERES: (Moderate, Unrelated, DAY 11), Sz i fiX
=i (Severe, Unlikely, DAY 11)

Reason(s) for Narrative: [ ]Death

[X] Thrombotic Event
Study Medication: Andexanet 800 mg bolus + 960 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Edoxaban, 60 mg, once daily Site of Bleeding: ICH

Last Dose of Anticoagulant to Andexanet: 6 h 56 min aXa level at Screening: 89.7 ng/m/L
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Age: 7I years Gender: Female Race: White

Relevant Medical History: Stroke, atrial fibrillation and breast cancer.

Relevant Concomitant Medications: Digoxin, citalopram, metoclopramide, lactulose, amlodipine and Ensure

Plus.
431 w0 IR
Patient Identifier: - Country: Japan
Event: —iAMEMHE M % {E (Mild, Unrelated, DAY 1)
Reason(s) for Narrative: [ ]Death
[X] Thrombotic Event
Study Medication: Andexanet 400 mg bolus + 480 mg IV (GEN2) Date of First Dose: -20.
FXa inhibitor: Edoxaban, 30 mg, once daily Site of Bleeding: ICH Subdural

Last Dose of Anticoagulant to Andexanet: 10 h 10 min aXa level at Screening: 95.1 ng/mL

Age: 7I years Gender: Female Race: Japanese

Relevant Medical History: Stable and unstable angina, bleeding, coronary artery bypass grafting surgery,
chronic  anemia, congestive heart failure, coronary percutaneous transluminal  coronary
angioplasty/atherectomy/percutaneous coronary intervention, diabetes, disseminated intravascular coagulation,
diverticulitis, gastrointestinal angiodysplasia, Helicobacter pylori, hyperlipidemia, hypertension, inflammatory
bowel disease, multiple myeloma cancer, myocardial infarction, peptic ulcer, renal dysfunction, severe
peripheral vascular disease, transient ischemic attack, venous thromboembolism: deep vein thrombosis, venous
thromboembolism: pulmonary embolism, atrial fibrillation, stroke, chronic gastritis, chronic pain, urinary
frequency, bronchial asthma, pantothenic acid deficiency, inflammation (location not specified), peripheral

neuropathy, constipation, and iron deficiency anemia.

Relevant Concomitant Medications: Angiotensin-converting enzyme inhibitors, angiotensin II receptor
blockers, alpha blockers, anticoagulation, apixaban, antiplatelet, antibiotics, antidepressant, beta blockers,
bisphosphonates, amlodipine, nicardipine hydrochloride, cholinesterase inhibitor, glucose, normal saline,
Ringer’s solution, cyclooxygenase-2 inhibitor, digitalis, diuretics, estrogen replacement, edoxaban tosilate
hydrate, fibrates, insulin, nonsteroidal anti-inflammatory drugs, nitrates, opioids, oral hypoglycemics, aciclovir,
azilsartan, fluticasone furoate, gadobutrol, sulfamethoxazole, trimethoprim, vilanterol trifenatate, bortezomib,
dexamethasone, iopamidol, magnesium oxide, montelukast sodium, sodium picosulfate hydrate, solifenacin
succinate, zoledronic acid hydrate, acetaminophen, bromfenac sodium hydrate, cholecalciferol, duloxetine
hydrochloride, esomeprazole, esomeprazole magnesium hydrate/dihydrate, fluorometholone, limaprost alfadex,
lubiprostone, magnesium carbonate, mecobalamin, mosapride citrate hydrate/dihydrate, moxifloxacin
hydrochloride, Neurotropin (rabbit vaccinia extract), pantethine, precipitated calcium carbonate, pregabalin,
rebamipide, sodium ferrous citrate, tramadol hydrochloride, phosphodiesterase type 5 inhibitor, pain

reliever/anti-inflammatory, omeprazole, statins, and sodium citrate.
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11 16-508 HER/N— F 1 (HRARUHNEAEBRERR, FFEEH. Eoa—1L
5.3.5.1-4)

AR OIERE © B AR NGRS L OVE NSRS 2 %15 & L C andexanet #5- L72 & X Df
Wk, ARE, BANE. EMBER O EETMT S T X s, ZEHER, 7
TR ARG 2 MR (X— 1)

TR MR AR B OISR < 1 iR CRED)

BERI - RRBIG R (RRowsE oxeR) 201749 A | 7

KT B GrmoumzroszTH) 205 e
HERO : 55 2 48

E):D]

AIRER D BT, (AR 2 b G I E AR O O Mk EE[E 2 Xa K7 (LT, FXa) [
Hl (TEXFH A UN—m AN I RNV ) ZEFIREBIZET L ETHREL, T
T A EThoT,

AhEo A
® i FXai{fMZftE L LT, andexanet Z 5 L7z & & D% FXa [HEH OHuEEE 1EH O 2L
TR e T 5,

A5 DRIK B #)

® JEREAA FXa [HEAREK NN B U EARORIEZIEE L LT, andexanet ##5- L7-
& & O FXa EAIOUERBEIER Ok % 7 7 &R L i3 5,

® HiFXaifth, FEMEAT FXa FLEFIRE K N o o B U EARORIEZEE S LT, HARAK
VA AHERTE O andexanet DI /15 (LU, PD) Z#kd 25 (7 EXH AU EEHIOH),

Sy EhRe D H 1Y
® O ARAWERE #5517 andexanet DFEYEHEE (LI F., PK) #3345,
® HARANMOHAA#ERFE O andexanet @ PK % LL#ZT 5,

LA Y
® O ARA#ERE & 55212 andexanet DM % A4 5,

REBRT A v

ATRBRIT, BA N EEHERE B F ON T A RE SR 4 2\ SR ) B OO [ BV FXa PR 4
P& Lz & & @ andexanet DA, M, PK LU PD ZiHlid % Hiligk, 7> 4 b, &
B, 77 AR CH T,

ARIEBRIT 28— P 10 2R — TR Sz, S— R 1 (aR— b 1~5) Tid, BRAEEREIC
%9 % andexanet DA #ME (FXa BLEA|IOFUEEEER OERL) . PK VLML T 5 & &
HIZ, BARANBERE & A AgERE & OB 2500 L7 (Table 2.7.6.11-1), /X— K 2 (zh—k
6~10) TiL, "— 1 LR L HET FXa BHERZ &L L7cHE X33 — 1 & B DD
DIGBRER A G5B L7260, BARASBRE I3 2880, PK K OVZeMZ2sMi Lz, K
HTIE, 7= b1 OfERERT,
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WEBRE VI A 7 U —= 0 J I EIfEE 2:1 T andexanet XX 77 B RIZT v X AL 3Tz, #ERE
%, TRBRFERfER K 10 BABEL, 78X AN Smgx 1 H2E, U AA—mF /3 15mg
Z1H2ME, Iz REH 0 60mg % 1 H 1 EOWFNNE Day 1~6 £ TRAK S S,
Day 6 DD FXa FRER O G%, & 2h— FTh O UHED HALRERIZ, andexanet /L~
TR ARDR—T AEEHATHEN TR LD FEME S 7o, #EBRE 13X Day 10 (ZVRBR FEME % > & IBEE
L. Day36 (+3) ECTLReMEn#igtsn,

Table 2.7.6.11-1: /A—Fr 1 D& AR— FTIERENFHE SN-FEH., KEE. REFEZRUVERE

#
Cohort FXa Inhibitor Andexanet N (Active/Placebo)

1 apixaban 400 mg bolus + 4 mg/min 120 minute infusion/ Japanese 9 (6/3)
5 mg BID placebo (andexanet dosing at 3 hours post-apixaban)

2 rivaroxaban 800 mg bolus + 8 mg/min 120 minute infusion/ Japanese 9 (6/3)
15 mg BID placebo (andexanet dosing at 4 hours post-rivaroxaban)

3 edoxaban 800 mg bolus + 8 mg/min 120 minute infusion/ Japanese 12 (8/4)
60 mg QD placebo (andexanet dosing at 3 hours post-edoxaban)

4 edoxaban 800 mg bolus + 8 mg/min 120 minute infusion/ Japanese 12 (8/4)
60 mg QD placebo (andexanet dosing at 90 minutes

post-edoxaban)

5 apixaban 400 mg bolus + 4 mg/min 120 minute infusion/ Caucasian 9 (6/3)

5 mg BID placebo (andexanet dosing at 3 hours post-apixaban)

BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily
Source: 16-508 study (Part 1) CSR Table 9.1-1

BEBRAE S (RHEIRE K ORI IRF)
FHEEE ¢ 51 1
FRMTIRE © A5 ZOPERRAT RE SRR 51 1), 22 VEMRNT *FSREEM] 51 6il. PK fi#dT G 4E ] 34 5
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LUF OEIEAE 2 3~~~ Tl 72 U BRIMEIED W 30T b 0l L 22 W IR E 2 ATRBRIOBR Gk LT,
BRPULYE
1) BEFEEE, SRR (fE R ORISR i) . 12 80 ER R O RRAIC K-S X | 155k
YRR AR & HIr L=, b, WUllcay he—vani, ©E LEERE (=
Y hu—SnTeEmmEE, A R IEAFNEREIRIE . ZTEIERIEE . ORI REIR T
JEZR &) AT HE L. IR Y EAT O BRAEIENIC D 2 B ATRE & LTz,
2) AR—h5EZBRSTRNTOam— FTiE, BARN (T OMARE R OREST OB REDWNT
b RBEFICHAN), ak— k5 TIEAA,
3)  [AIEBSREOFE DS 18~T5 D&,
4) LT D SR A AL ST ARG A 2 TR BRI 2 R AT SRR L L TRBRIE Y R D4R
BTGt BRI PICEn S DA T IET 5 2 LICAE LicE, mERR~ LT
XX AR R T VARG AN TR & LT,
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vy Ey
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3) A7 V—=V7Hi 6 5 AUNITIAZ U —=12 7RI IZERE L 72 F R AR 2398 ifn B %
RLTZAE,

4)  MARSEDORBEEREE L IZBURER H 2% . 2o efEs L < TiettsEgo U 2 71

Iz rmed 58EE L <IERE AT 58, UXMARFED U A 7 ZHIN S 5 ATREED &
LG A T E D WIS RRER L 72,
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8)  LATF DWW ANTEE YT 5 EEE U T MARIE O FIREES L < I3ERE 42 H T 54,
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1BRE - SEREROEREIE
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Andexanet 715 FIHLH] (200 mg//SA 77 V) (3SR RG] & L T Portola Pharmaceuticals, Inc. &

O e ShuTo, EURS Rz A Al AT S R K &2 D TR AR LT,
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RIEETE LT,
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SR, RERVCHE., BEHM
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285/350



2.7.6 filx ODRBEOE LD
TUFEH Ry b TAT7 7 GEE TR L)

GEAZE, AEBERCHE, &54M

TIROT B YR UN—a XN RO REXFHAREFHL, UTORGEAF YV a—1
W TA—F T T6 HMEEE LTz, WTiLd FXa BLEA] S Day 6 O i #& & 5% 3
L7,

® T UXH AL (aR—h1KVS5) 5mg & 12 K] 2 L ICZEERFICRR D45 LTz,

& U AR—uXxHh ARy (ak—h2) :15mg%& 2EM I ICRBICROKS L,

® T RXHNY (ah—Fr3 K04 :60mg% 1 H 1R, SAOEMERCROKE L,

FHmE B

Rl

FEREAmIE B

® i FXa [EMEDN—Z T A )b R FHERE TRFORARME (BUT, EOI HARME) [ f B
1% 110 97 (RETHT1047) . & THI2 0 XTETE S 3ONTAN TR BEVWVE] £ TOZE
b

IR G TE B

PUFXa {EEDN—AT A VP HAR—T ARG TR ORARE (LUF, EOB sxfifE) (R—7

AT 14 2 5 U 5 53 DEOWFHRAMENT) £ TOZE LR

° ##*ﬂﬂhﬁiﬁ%rOWMJ@A~X74/#%Hmﬁﬁﬁ(ﬁ—32§5%7%2
53 L5 5y DIEDOWFTIAMENTT) F TOE{bE

° ##Aﬂwgmﬁﬁﬁghgm)@«—274/#5mm%ﬁﬁ[Eﬁ%@%#%no%
FETHT104Y) . R THI2 XTI THE S ONTNN TR LIEWVE] £ ToLLE

® Lol vlupEAR 0)/\“~X74’ YN AR— T AF G TR O R E (LT, EOB fmifiE) (R
— T A ERETH 2 L5 S DOEO T E W) T TOELE

® | B UEARED EOB fmfE (R — 7 A TH# 2 43 L5 3 OEO W@ i)
IS ELYERDE T IRMELL EogkERE ORIG

° %myEyFi%@&~x?4yﬁ%ﬁ%%&%?ﬁ@aﬁﬁ(uT EOI f i fE) [ i
FEBAAAET: 11049y (R THI104y) . S TRI2 0 TR TH S monTnnTRbEVME] £T
DEAY &

® | B UPEARED EOI femfE A EHER 612 110 43 (R THIT 10 47) . AT 2 73 X4
THS ONTI T bV ME] 23 HEES lT@ﬁML@%%?@%a

R—RF A %, Day6 @ andexanet X |7 7 ARG EATOME L1z,

et

ZEMIE B IL, AEESR, A XAV A v, FIRFTR., FIRMARZERIE ORARA M, B
FAIFE m%%u SIX], (EEE M, MERFROMA., MIRAELFRAE, IRRAE., Mk E R L O
T E M & LT,

Ky ghie
MmAEH andexanet #iE 4 Day 6 OEHIFA, Day 7~9 O 1 FEACHIEL, /73— kX
Y NMEHTICE WL T D PK 28T A—Z ZEH LT,

286 /350



2.7.6 filx ORBRDOE &
TUTEY Ry b 7Ty GBI THBLZ)

® WORFMOIHIEEIH (LI, tn). Hem M IREBNER] (LLT. tmad « B M5 PR
(AT, Cmax) v 5 0 RFEIDN D B &8 B vT AR & C oo i i BE T b A T A (BAF,
AUCo) . 0 IRef]7 & BERRIF £ o Mt BRIt ~imfg (LR, AUCow). 7 U7 7
YA (LR, CL), EFIREBOSMEFR (LLF. V). #ERMEOBEREEESR (UIT, L2)
AARANYERE (ah—h1) EAAEERE (ah—1F5 OPKOKKIZIE, LLFOPK /XT X
— 2 i,
® tin. Coaxi AUCor. AUCo.. CL. Vs, Lz
MAEH FXa BLEAEE Z Day 1 @ FXa FLEHI# 5-8i1, Day 5 & O Day 6 D#£F 5, Day 7~10
D TRERTHEL, LFDO PK ST A—X ERH LT,
® 15, tmaxe Cmaxa BA— 7 AEGHET 2 5% OMBETIRE (LUK, Cbolus) . AUC.. 1 #5-Hk&
O AR EE R A F A (LR, AUCY) . # 1 CL. Lz

WA
BRELDORE

AB— b 1ROS (FEFH AN 5mgl B2, 7 ERH AL ORKES 3 IR%ICIHBEE
Beh) TliE, 14-503 AR/ N— b 2 OFERITEDSE | FLFXa IEED X=X T 1 b DAL O
%)fii (SD) % andexanet H£T-90% (5%). 77 BARHET-35% (10%) ERELTC, ZOHE. A
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MR, MIRAL A, PR B OVILIR G [ R A 2 5 T e B AR R A % 45 G- B B OVRE
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Table 2.7.6.11-2: #EREDRNRKRWERFILEH (FXTOHREKRE)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Subjects Received FXa Inhibitor 6 3 6 3 8 4 8 4 6 3
Subjects Randomized 6 3 6 3 8 4 8 4 6 3
Subjects Received Andexanet or Placebo® 6(100.0)  3(100.0) 6(100.0) 3(100.0)  8(100.0) 4(100.0) 8(100.0) 4(100.0)  6(100.0)  3(100.0)
Final Study Disposition®
Completed Andexanet/Placebo Treatment 6(100.0)  3(100.0) 6(100.0) 3(100.0) 8(100.0) 4(100.0) 8(100.0) 4(100.0) 6(100.0) 3 (100.0)
Completed the Study 6(100.0)  3(100.0) 6(100.0) 3(100.0) 8(100.0) 4 (100.0) 7 (87.5) 4(100.0)  6(100.0) 3 (100.0)
Discontinued from the Study 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(12.5) 0(0.0) 0(0.0) 0(0.0)
Reason for Discontinuation®
Adverse Event 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Lost to Follow-Up 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Informed Consent Withdrawn 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Non-Compliance With Study Drug 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Physician Decision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Pregnancy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Protocol Violation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Subject Decision to Discontinue 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(12.5) 0(0.0) 0(0.0) 0(0.0)
Lack of efficacy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Study Terminated by Sponsor 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Death 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Progressive Disease 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
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BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

2 Percentages based on the number of subjects within treatment who received the specific FXa inhibitor for the cohort.
b Percentages based on the number of subjects within treatment in the Safety Analysis Population.

Source: 16-508 study (Part 1) CSR Table 10.1-1
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Table 2.7.6.11-3: R—X 54 VO ANOFAFZHEFE (REMRITIRER)
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
Statistic (N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)
Sex n 6 3 6 3 8 4 8 4 6 3
Female, [n (%)] 3 (50.0) 2 (66.7) 4 (66.7) 1(33.3) 0(0.00) 0 (0.00) 1(12.5) 0(0.00) 3(50.0) 1(33.3)
Male, [n (%)] 3 (50.0) 1(33.3) 2(33.3) 2 (66.7) 8 (100.0) 4 (100.0) 7 (87.5) 4 (100.0) 3(50.0) 2 (66.7)
Age [years] n 6 3 6 3 8 4 8 4 6 3
Mean 44.00 52.00 46.83 55.33 42.38 36.75 33.13 33.00 35.00 30.33
Standard Deviation 8.99 6.56 17.50 12.22 10.45 9.32 9.26 7.30 14.53 2.08
Median 44.50 51.00 47.50 58.00 45.00 35.50 33.00 33.00 31.50 31.00
Minimum 32.0 46.0 24.0 42.0 29.0 27.0 21.0 25.0 21.0 28.0
Maximum 55.0 59.0 67.0 66.0 56.0 49.0 50.0 41.0 60.0 32.0
Weight [kg] n 6 3 6 3 8 4 8 4 6 3
Mean 60.73 71.10 62.85 61.37 70.61 67.53 68.95 70.98 67.63 69.67
Standard Deviation 6.03 12.99 6.98 9.93 6.11 5.65 5.54 2.67 6.77 11.89
Median 59.25 78.60 64.90 62.80 70.70 66.00 68.45 70.55 69.70 75.40
Minimum 53.8 56.1 52.1 50.8 61.8 63.1 61.3 68.7 57.6 56.0
Maximum 69.7 78.6 71.0 70.5 77.5 75.0 78.4 74.1 74.2 77.6
Height [cm] n 6 3 6 3 8 4 8 4 6 3
Mean 165.48 170.07 158.67 166.70 171.80 168.30 171.21 170.88 164.08 170.23
Standard Deviation 4.81 9.51 11.33 7.99 6.51 3.28 9.61 4.64 8.10 14.80
Median 166.40 166.70 155.50 167.60 170.70 167.10 173.25 170.55 163.65 170.30
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Table 2.7.6.11-3: R—X 54 VO ANOFHFHEFE (REMRITIRER)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
Statistic (N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)
Minimum 158.0 162.7 145.4 158.3 164.5 166.0 152.1 166.2 154.4 155.4
Maximum 171.3 180.8 176.3 174.2 184.3 173.0 184.7 176.2 173.0 185.0
BMI [kg/m?] n 6 3 6 3 8 4 8 4 6 3
Mean 22.17 24.50 25.00 22.03 24.03 23.83 23.65 24.38 25.13 24.00
Standard Deviation 1.80 3.58 2.16 2.66 2.79 1.78 2.67 2.19 2.03 2.50
Median 21.70 24.00 24.25 20.70 24.35 22.95 23.45 24.55 25.25 23.20
Minimum 20.1 21.2 22.8 20.3 20.4 229 20.3 22.1 22.6 22.0
Maximum 24.5 28.3 28.4 25.1 28.1 26.5 29.4 26.3 28.2 26.8
Race n 6 3 6 3 8 4 8 4 6 3
White, [n (%)] 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 6 (100.0) 3 (100.0)
Asian?, [n (%)] 6 (100.0) 3 (100.0) 6 (100.0) 3 (100.0) 8 (100.0) 4 (100.0) 8 (100.0) 4 (100.0) 0 (0.00) 0(0.00)

BID = Twice daily; BMI = Body mass index; CSR = Clinical study report; QD = Once daily
Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.
2 All subjects shown as “Asian” are Japanese.
Source: 16-508 study (Part 1) CSR Table 11.2-1
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Table 2.7.6.11-4: 1 FXa FHEDR—X 54 UM 5 EOI RIEMEFEFTOLEILE (HHHEBETIXIRER)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
(N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)

Percent change from baseline to EOI nadir®

n 6 3 6 3 8 4 8 4 6 3
Mean -93.83 -26.33 -97.83 -41.33 -77.25 -47.75 -70.50 -34.00 -93.00 -37.00
SD 2.14 7.37 0.75 10.21 11.74 11.50 13.58 12.75 1.10 14.73

Comparison of percent change from baseline to EOI nadir®

nl/n2 6/3 6/3 8/4 8/4 6/3
Location shift® -65.50 -61.00 -32.50 -36.50 -59.00
95% CIb (-78.00, -58.00) (-65.00, -44.00) (-47.00, -9.00) (-62.00, -9.00) (-70.00, -38.00)
p-value® 0.0238 0.0119 0.0081 0.0081 0.0119

BID = Twice daily; CI = Confidence interval; CSR = Clinical study report; EOI = End of infusion; FXa = Factor Xa; PD = Pharmacodynamic(s); QD = Once daily; SD = Standard deviation
Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

n = Number of subjects with observation for the specific evaluable PD parameter.

nl/n2 = Number of observations in Andexanet arm/Number of observations in the placebo arm.

Note: Baseline is defined as the value observed for Day 6 pre-Andexanet treatment. Only subjects with both a baseline and a post-baseline assessment are presented in the table.

2 Nadir is the smallest value between the period starting 110 minutes after the start of the Andexanet infusion and ending 5 minutes after the end of the Andexanet infusion for each subject.
b Location Shift and corresponding Confidence Intervals calculated based on the Hodges Lehmann procedure.

¢ p-value from a two-sided exact Wilcoxon Rank Sum test.

Source: 16-508 study (Part 1) CSR Table 11.5.1.1-1, Table 11.5.1.1-2
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Figure 2.7.6.11-1: Andexanet XIE TS5 HREHE L& EDH FXa EEDR—X 54 VKT
ZEHELROER (BHHEMBTRER) (&E)
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Figure 2.7.6.11-1: Andexanet XIE TS5 HREHE L& EDH FXa EEDR—X 54 VKT
ZEHELROER (BHHEMBTRER) (&E)
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BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Note: Anti-fXa activity was measured prior to and after andexanet or placebo administration on study Day 6. Data were
shown as percent of anti-fXa activity compared to pre-andexanet/placebo baseline.

Source: 16-508 study (Part 1) CSR Figure 11.5.1.1-1
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Table 2.7.6.11-5: BARARU B AHEREI(Z andexanet 15 L1-& =D FXa FEOR—X S5
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Cohort 1 Cohort 5
Apixaban Apixaban Cohort 1 vs. Cohort 5
Japanese Caucasian Japanese - Caucasian

Percent change from baseline to EOI nadir®

n 6 6 —
Mean® -93.83 -93.00 —
90% CI (-95.09, -92.58) (-94.26, -91.74) —
Mean difference® — — -0.83
90% CI of mean difference — — (-2.61, 0.94)

ANOVA = Analysis of variance; BID = Twice daily; CI = Confidence interval, CSR = Clinical study report; EOI = End of

infusion; FXa = Factor Xa; PD = Pharmacodynamic(s)

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

n = Number of subjects with observation for the specific evaluable PD parameter.

2 EOI Nadir is the smallest value for Anti-FXa activity between the period starting 110 minutes after the start of the
Andexanet infusion and ending 5 minutes after the end of the Andexanet infusion for each subject.

®  The Mean Differences (Cohort 1 - Cohort 5) are calculated from a one-way ANOVA model with race as a factor.

Source: 16-508 study (Part 1) CSR Table 11.5.1.1-3
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Figure 2.7.6.11-2: BAAR U H A#HEREZ andexanet %5 L1-& D FXa FHEDOR—R S
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BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Note: Anti-fXa activity was measured prior to and after andexanet administration on study Day 6. Data were shown as
percent of anti-fXa activity compared to pre-andexanet baseline.

Source: 16-508 study (Part 1) CSR Figure 11.5.1.1-2
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BET, RN—T AE G T RSSO 72K T 234 5 472, Andexanet #iE TA D L7 FERE S FXa
BHEEFIE DMK FIE 7 7 B REECIEA DR D - T2,

®  Andexanet FEDIEREATLT X N AREDR— 2T A )5 BEOB ARME £ T2 L%
X, ak—h1 (TSI BHARAN) 28-9283%, 2Hh—h 5 (FEFH AL AA) B
94.68%TH Y, 1ZIFF L Th -7, Andexanet 5% DIEFEAR T &% YR O E
OHBIZadm— R~ 1 (TEXFI AN BARAN) Eak—h 5 (TEXYH A AN TIEE
F LU ThHol,

FEAE G FXa BHEANRE DX—RF A4 v D EOl i ffE F T L$E

® A FXa PHEARNEEDR—2 T A )35 EOI ficfkfl £ TOYH 2L 1%, andexanet £f
DT TERBELY QEEICKRE D -T2, T OREMZE (andexanet £f - 77 BAREE) 1L, =
A — bk 1 TIX-5939% (95%CI : -66.48% . -52.62% ). = 74&— bk 2 TI(X-59.26%

(95%CI : -70.34%., -26.94%), =A— bk 3 TIX-36.76% (95%CI : -46.14%., -29.76%). =7k

— F 4 TIL-3682% (95%CI : -5581% . -2046% ). =& — bk 5 TIL-61.67%
(95%CI : -75.82%, -43.78%) TdH V. T XTH 5k — kT, andexanet [T EHER THRZ
FEFELT FXa HEAREZ 7 7B R LD b E VLV TR F &8/,

o JEREET FXafHEANEE OYHEOHE TIX. T3 Thar— k (ar— b 1~5) D andexanet
BT, R—T ALK TR T L2 IS FXa BREAIRE O L-ULs, sk oM.,
FRE T & IR T Lie, mUREHER 7%, FEREGT FXa BREAINREITRREIC B L, R
TR TR 2~4 FE T 7B RBEE R LTl o7z, 2Ok, FEREAHL FXa FLEA
PRELX T T2 REE L RIS O TIK T L7z, Andexanet FECA b V7= IERE A FXa BHEHA
BRI NIE T 7 B RETIEA DN o T2,

® Andexanet FEDIEFRE ST T XY R UBEDNR— R T 14 )vE EOI KA F TOEBH (R
X, adr—h1 (TEXFH AN BARAN) 23-92.75%, 2Fm—h5 (FEFH A AAN) B
-93.64%TH V. IFIEFE L THo7-, Andexanet R—F7 AEEKR TH b, HEHETT 25
VIBEONSEOHRI I a R — R 1 (TEXSH R BAN) Eak—h5 (TSR,
HA) TIEERLCTH- T,

TF-ETP ®X— A Z A /15 EOB & afE £ TOE{LE

® TF-ETP ODX—RAF A )5 EOB fiefifil £ TOWHZ L &L, andexanet BE3 7 7 B AREEL Y
LB KRE DN o7z, FOREMZE (andexanet B - 77 BAREE) X, 28— b 1 Tl 965.09

(95%CI:474.48,1377.35) nMemin, = 78— k 2 CTl& 1127.29 (95%CI: 769.46, 1575.02) nMemin,

aR— b 3 Tl 574.89 (95%CI : 307.65, 1175.28) nMemin, =4 — b 4 TIX 715.34 (95%CI :
535.38, 836.40) nMemin, =I7A— k 5 TiX 1141.17 (95%CI : 964.03. 1736.78) nMemin T&
27,

® TF-ETP O EWEDOHESE TIX, X Thak—k (adm— b 1~5) @ andexanet £ T, FXa [
FEHNZ Lo TIEF L7z TF-ETP 238 — 7 AFE A& TIRFICITE LT BA Lz, TF-ETP 13—
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T AEHHETIRFIZ FXa LERIE G581 (Day 1) OX—RAZ A > L [ARREIZEIE X ERl- T
V72, Andexanet B THA H 4172 TF-ETP D@00 72 EFIET 7 B ARBETIEA DN 5T,
Andexanet #£ TF-ETP OX— & F A /5 EOB g ifi £ TOVERZBLEIL, adr— k1 (T
B8 HAN) 28 1121.71 naMemin, 28—k 5 (7 EFH930 [5A) A% 1313.78 nMemin
ThHY FRETH T, £ FHENES  arR— 1T EXRH 0 HARAN) D 245.33%,
adm— S5 (TEFV R AA) 23289.50%TH V., FIFEE CTH-7-, Andexanet 5-%% D
TF-ETP OB OHRB TR — b 1 (T EXH AL BARN) & ak—F 5 (T EFHL,
HA) TIEERLCTH- T,

TE-ETP O-_X— 2 F A 716 EOI e £ TOZE k&

TF-ETP OX—Z 7 A > 755 EOI i @i & TOWY AL &I, andexanet BN 7 7 REEL Y
LB KRE N o7, FOREMZE (andexanet B - 77 BAREE) X, 48— b 1 Tl 826.90
(95%C1:505.40, 1362.11) nMemin, = A" — b 2 TiZ 1125.70 (95%CI : 873.87. 1552.77) nMemin,
ZR— b 3 Tl 538.84 (95%CI : 291.20, 1077.46) nMemin, =7 — b 4 TIX 687.57 (95%CI :
500.92, 902.73) nMemin, =7x— k5 TiX 1012.45 (95%CI : 859.08. 1352.05) nMemin T

27,
TF-ETP OEYEOHERE TlX, X TChadk— bk (zdh— b 1~5) @ andexanet # T, ™ —F
AP G TR B5 U7 TF-ETP @ LV 73 | S FHEO M, Fifoe Lo, MR T#I1%.
R 2~4 I £ TRIFMICIE T L, Z20%., 77 BAREE LR L~LZ7 572, Andexanet #£ T
F B AVTZ TF-ETP O 8 LT 7 B AR TIIA Lo T2,
Andexanet £ TE-ETP DX— R 7 A 5 EOI Fx il £ TOYH BB, 2h—h1 (7
B YN HARN) 28 1074.66 nMemin, 27—k 5 (7 EXH30 0 A A) 2% 1190.15 nMemin
ThHY RRETH T, £ FHEERES  aR— 1T EFRH N BARN) D 234.17%.
aR—h5 (TEXH AU, AAN) 2826217%TH Y, [EFRE TH->7-, Andexanet R — T A
BE#TH Y, TF-ETP OVEEMEOHEB T ar— 1 (TEXFY AR HAAN) Lak—1F5
(TEXH A AAN) TRIERLCTH ST,

TF-ETP @ EOB #x & & OY EOI #x e il 73 R YERH T IRME LA L o giRE o E| &

® T _Twamk—Fhk (am/—bk 1~5) ® andexanet # . TF-ETP ¢ EOB #x & E M AL YEHPH T
FRAELL_EDO#ERE OEIG X 100%TH Y . TF-ETP @ EOl fi & fETH 100% Th - 7=,

® T AREEZIE TF-ETP @ EOB fix /3 AL VEFPH T IRMELL L OWBRE 1T 22> 1228,
TF-ETP @ EOI fHE TlX 24—k 3 T25.0%, 24— k 5 T 33.3%DO#5#E 03 S YERPE TR
B ETH-T2,

®  Andexanet # C, TF-ETP ¢ EOB & @l 23 S EHH FERMELL_EOBERE OFIG1E, 28— 1
~4 (AARN) KOram—hr5 (HAN) &1 100%TH Y, TF-ETP ® EOI H&EE TH 100% T
Hoto,

IKERE

Andexanet @ PK

Andexanet % 5% 0 andexanet MAETIRE CFAE+SD) OHER % = 73— R Figure 2.7.6.11-3

T, _TCoOars—k (2dh—F 1~5) T, andexanet MUEHFRE IR —T A &K G THE(F
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T C Crnax ([CEE Lo, AIRFREM T# . andexanet MLHE R BE OB BRIEANITIR T L7z,

Figure 2.7.6.11-3: Andexanet M #EHRE (FIYE+SD) DR (PK BT tREM)
Cohort 1 (7 EFH /3 5mgBID, 7 B X W\ Db 3 KEfi]% (2 andexanet & 5., HA
N,
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Figure 2.7.6.11-3: Andexanet M#FHRE (FYE+SD) DR (PKEFTXREH) (FE)
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Figure 2.7.6.11-3: Andexanet M#FHRE (FYE+SD) DR (PKEFTXREH) (FE)
Cohort 5 (7 B34 /3 5 mg BID, 7 B ¥ /3 O g et 55 3 Wi %12 andexanet % 8¢ 5-, )
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BID = Twice daily; CSR = Clinical study report; PK = Pharmacokinetic(s); QD = Once daily; SD = Standard deviation
Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Note: Data shown are the mean and SD (positive direction only) for each timepoint (N = 6 or 8).

Source: 16-508 study (Part 1) CSR Figure 11.6.1.1-1

Andexanet ® PK /37 2 —4 (AUCp, AUCot. Cimaxs tmaxs tine CL KTV V) & =R— RIS
Table 2.7.6.11-6 (2779,

BEHE=aA—F (A=K XTS5 O AUCos. AUCot, Crax X tmax [ E[FIFRE T o 72,

EAEaR— b (28— bk 2~4) ® AUCpw. AUCot. Coax X tmax (ZIEH O RO BT b
DDORERZEZT R oT,

FTRTOar—k (TFE—F 1~5) TO t1, DB FEEIL 3.16~4.43 h, CL D[ FHAfE 1%
3.26~3.98 L/h, Vi OB F-E)fEITL 3.19~4.52L Th o7,
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Table 2.7.6.11-6: Andexanet M PK /N5 A —4% (PK @it R &EH)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Andexanet Andexanet Andexanet Andexanet
Parameter Statistic (N=6) (N=6) (N=8) (N=8) (N=6)
AUCo-» (h'ng/mL) n 6 6 8 8 6
Geometric Mean 262633.68 442158.49 515276.56 476135.36 269624.23
Geometric CV% 14.12 28.61 15.07 12.11 23.06
AUCo- (h'ng/mL) n 6 6 8 8 6
Geometric Mean 262135.70 441559.61 514668.26 475399.76 269273.68
Geometric CV% 14.11 28.64 15.09 12.13 23.08
Cmax (ng/mL) n 6 6 8 8 6
Geometric Mean 96213.60 159547.53 176917.51 166386.63 104260.69
Geometric CV% 18.27 18.13 13.77 13.93 25.25
tmax (h) n 6 6 8 8 6
Median 0.28 0.88 0.53 0.53 0.28
Minimum 0.25 0.48 0.48 0.48 0.25
Maximum 0.32 2.58 2.30 2.43 0.98
ti2 (h) n 6 6 8 8 6
Geometric Mean 3.56 3.16 3.60 4.43 3.18
Geometric CV% 8.54 16.33 9.85 13.48 13.94
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Table 2.7.6.11-6: Andexanet @ PK /35 A —4% (PK @it REH)
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Andexanet Andexanet Andexanet Andexanet
Parameter Statistic (N=6) (N=6) (N=8) (N=8) (N=6)
CL (L/h) n 6 6 8 8 6
Geometric Mean 3.35 3.98 3.42 3.70 3.26
Geometric CV% 14.12 28.61 15.07 12.11 23.06
Vss (L) n 6 6 8 8 6
Geometric Mean 3.65 4.52 3.42 3.65 3.19
Geometric CV% 14.07 37.16 11.05 19.49 31.98

AUC =Area under the curve; BID=Twice daily; CL= Clearance; Cmax =Maximum observed concentration;

CSR = Clinical

PK = Pharmacokinetic(s); QD = Once daily; ti2 = Half-life; tmax = Time to maximum observed concentration; Vss = Volume of distribution at steady-state
Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.
Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

N = Number of subjects in specific group; n = Number of subjects with observation at specific time point.

Source: 16-508 study (Part 1) CSR Table 11.6.1.1-1
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Andexanet ® PK /3T A —# (AUCpo. AUCot T Cinax) &, 27— K1 (HAAN) & z3dm—F

5 (HAN) ORITHE L7/ E % Table 2.7.6.11-7 (277,

AUC 0. DL SEIE D E 1T 0.97 (90%CT: 0.80., 1.19) . AUC. DA SEH4fE D EE 0.97 (90%C
0.80, 1.19) . Cmax D% FEHMEDELIE 0.92 (90%CI : 0.73, 1.16) TH Y . WFTHD PK /3T A —

2 H 90%CIIZ 1 NEFENT,

Table 2.7.6.11-7: Andexanet PK /S5 A —2 DHEHAAN B AHBREDOLER (PK xR ER)

Cohort 1 Cohort 5
Apixaban Apixaban Cohort 1 vs. Cohort 5

Parameter Statistic Japanese Caucasian Japanese/Caucasian
AUCo (h'ng/mL) n 6 6

Geometric Mean® 262633.7 269624.2

90% CI (228337.0, 302081.9) (234414.6,310122.4)

Geometric ~ Mean 0.97

Ratio®

90% CI of GMR (0.80, 1.19)
AUCo-t (h-ng/mL) n 6 6

Geometric Mean® 262135.7 269273.7

90% CI (227885.2,301533.9) (234090.6, 309744.7)

Geometric ~ Mean 0.97

Ratio®

90% CI of GMR (0.80, 1.19)
Ciax (ng/mL) n 6 6

Geometric Mean® 96213.6 104260.7

90% CI (81911.5, 113012.9) (88762.4, 122465.0)

Geometric ~ Mean 0.92

Ratio®

90% CI of GMR (0.73, 1.16)

ANOVA = Analysis of variance; AUC =Area under the -curve;
concentration;

Cmax = Maximum  observed
PK = Pharmacokinetic(s)

CSR = Clinical

BID = Twice daily; CI= Confidence interval;

report; GMR = Geometric mean ratio;

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

2 GMR and the corresponding confidence intervals are presented as the ratio of geometric means of Cohort 1/Cohort 5. The
GMR is calculated from a one-way ANOVA model with race as a categorical variable for log-transformed data from
Cohorts 1 and 5. The GMR (and the corresponding CI) is calculated by exponentiating the model-based mean differences
between races.

Source: 16-508 study (Part 1) CSR Table 11.6.1.3-1
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ak—hr1 (HRAN) kOad—K5 (HA) © andexanet 5% @ andexanet IMAEHFIRE (F
YIfE) OHERE % Figure 2.7.6.11-4 |28,

Andexanet MAEHFIREDOEEMEOHERZ T aAR— M1 (HAAN) Ears—F5 (HAN) THEELT
W2,

Figure 2.7.6.11-4: BAAR U H A#EREZ andexanet Z#%5 L 1= & &M andexanet M hiEE
(E#{E) O (PKETIRER)
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BID = Twice daily; CSR = Clinical study report; PK = Pharmacokinetic(s)

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.
Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.
Note: Data shown are the mean for each timepoint (N=6).

Source: 16-508 study (Part 1) CSR Figure 11.6.1.3-2

FXa [HEFA| O PK

FTRTOar— bk (TFh— bk 1~5) O andexanet £ T, 4 FXa BLEH O MRS RO
7= AUC:, AUCo+. Cmax X TU* Cbolus DM IMEIT, 7T AL D &K 2 53T ERE
Molz, FrlZak— k3 L4 (= REH30) @ andexanet £ TlL, ZiL5H D PK/XT A —H D
B PEIEIT T 78 RBEL D bR SHELULERE -T2,

et

TRTCOAEFRREZ a3 — MR OEGEANS Appendix 1 I3, 1RERIE L B#EDO & 5 HEF
G % R — MR OB GBI Appendix 2 127”77,

AIBBRD/X— k1 Tk, 34 BFINEBAERD FXa [LER Z &G SN -%, BAEUIEHAED
andexanet % 5- S, &KL LT, IKHELOEHED andexanet 13T 406 AAMEICREIX
72, FFRLT RELZEHOBREL A LN T,
® R— T LOFEEFRROFIEIAIX, andexanet BT 12.5% (1/8 ) ~66.7% (4/6 f5l) . =
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7B ARHET 0% (0/3 B) ~66.7% (2/3 ) THY | HEHEM TRE RETRO b h o7,

0 EHCKLIEEOD AIAEFELN 2R — b 3 D andexanet FED 1 I 1 {4 (FEIR) RO 5N,
ARFEGOEEE ITRE & HE S, BRITEETh T,

® HENAEFRLN AR — K 5 O andexanet BEO A AMEERE 1 Bl 1 1 (BAEAIE) 8D 61
Too AREROESELEITEE, FXa FHEH M OVRERIE & OREMEIL TRIE 2V G LUy /BEE72R
L] &EHIESINTZ,

® L., WRERLEOTILICESTEAEFR, ZOMOBEELAFERES (WMehFELs5T)
TR bR T,

o [HRMAE (MKFHIMRAE., MIRAEFHRE., RRE., MIREERA) ORI —E O/ &
O IR LD EMEOREEITFRD b7z,

o HuMikkeE S X R+ (LLF, FX) Uik, U FXa HUiAIIH FX/FXa TRIHUENRD &7z
BERE 1T o T,

& T ILBARED 1M (ak—hk2) T, 77 vARELHIIZ andexanet (ZxFT D HURNTED H L7
25 [HURAE 1:10 (/A RAEER) ], 77 B REGZITERD b h > 72, Andexanet F£D 2
Bl (2AhR— b2 KkOasr— bk 304 14) T Day36 28t andexanet JLIADZED Bz W
B PUAMIE 1:10 GR/hARAE3) 1 23, HT andexanet FFAIHUAN TR O O TR E 12 720y
27,

® Andexanet FED 2 [ = — b 2 D 1 Bl (T andexanet FLIR N ZRO D IVT- B & 7] —H5BR ) |
aA—h 501 4]] T, Day 20 ([ZHifig EMEHRER (BLUF, HCP) HUAD TR0 S22y [V
TV HURMIE 1:50 R/ DARESRE) ], W ogEiR#E & Day 1 &L Day 36 TlixHt HCP i
RO bR oTz,

ik

FXa BRER (7 EF P U A—m TP S0 Fx REH/30) OFUEEEER O kit
7% andexanet % 5-OFNMEN H AR AR E TR 7z, HARABLERFE |Z andexanet 2% 5- L7172 &
XOREMITIRGTH Y | BEMICHBEIL R oo, 70, BARABERE & B AEBRE CTHZME,
LEMEROPK 707 7 A TERD b 51ENTRRO b o7,
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Appendix 1: LHEER (REUHBITHRER)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5

Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban

5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID

Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Number (%) of subjectswith TEAE 1(16.7%) 2 (66.7%) 3 (50.0%) 1(33.3%) 1(12.5%) 1 (25.0%) 3 (37.5%) 1 (25.0%) 4 (66.7%) 0
H W5k 1 (16.7%) 0 0 0 0 0 0 0 0 0
M - 1 (16.7%) 0 0 0 0 0 0 0 0 0
—f - BB EE S K ORGEALOREE 0 1(33.3%) 0 0 0 0 0 0 1 (16.7%) 0
AT —T VR EENE TR 0 1 (33.3%) 0 0 0 0 0 0 0 0
TEAFBALIZ S 0 0 0 0 0 0 0 0 1 (16.7%) 0
JYSIE 3 K OV AR Ui 0 0 1 (16.7%) 0 0 0 2 (25.0%) 1 (25.0%) 1 (16.7%) 0
k- WAE 2 0 0 0 0 0 0 1(12.5%) 0 0 0
AEA~L 22 0 0 0 0 0 0 0 1 (25.0%) 0 0
WAEH 2% 0 0 0 0 0 0 1(12.5%) 0 0 0
FE 1t B2 5 0 0 1(16.7%) 0 0 0 0 0 0 0
Bl e 0 0 0 0 0 0 0 0 1 (16.7%) 0
BE, hEB X OREAOHE 0 0 1. (16.7%) 0 0 0 1. (12.5%) 0 0 0
BT 0 0 0 0 0 0 1(12.5%) 0 0 0
HEEH 0 0 1(16.7%) 0 0 0 0 0 0 0
B #E R L OV AL Rk 0 1 (33.3%) 2 (33.3%) 0 0 0 0 0 1 (16.7%) 0
R EivR 0 0 0 0 0 0 0 0 1 (16.7%) 0
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Appendix 1: LHEER (REUHBITHRER)
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
kR 2% 0 0 1(16.7%) 0 0 0 0 0 0 0
iRER 0 0 1 (16.7%) 0 0 0 0 0 0 0
TN E B AE 0 0 1(16.7%) 0 0 0 0 0 0 0
Y53 0 1 (33.3%) 0 0 0 0 0 0 0 0
R R 0 1(33.3%) 0 0 1 (12.5%) 0 0 0 2(33.3%) 0
BE 0 0 0 0 1 (12.5%) 0 0 0 2(33.3%) 0
JrEEE 0 1(33.3%) 0 0 0 0 0 0 0 0
B ¥ L OUR B PR 0 0 0 0 0 0 0 0 1(16.7%) 0
T 0 0 0 0 0 0 0 0 1 (16.7%) 0
MERER . BOERIS X ONERR R 0 0 1 (16.7%) 0 0 0 0 0 0 0
H JEE0H SRR 0 0 1(16.7%) 0 0 0 0 0 0 0
FEI $ KOV T LAk 0 0 0 1 (33.3%) 0 1(25.0%) 0 0 0 0
P K2 6 ¢ 0 0 0 1 (33.3%) 0 0 0 0 0 0
P2 LS 0 0 0 0 0 1 (25.0%) 0 0 0 0
2 0 0 1 (16.7%) 0 0 0 0 0 0 0
I3 0 0 1 (16.7%) 0 0 0 0 0 0 0
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BID = Twice daily; QD = Once daily; TEAE = Treatment-emergent adverse event.

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

TEAE = Any adverse event that occurred or worsened after Andexanet/Placebo dosing.

Note: Multiple occurrences of the same body system or preferred term for a subject were counted only once for each body system or preferred term.
AEHEFRA I MedDRA N—2 2 211 ZHWVTREAE A, MedDRA/ /A= 2 > 211 Z VTR L 72,

Source: 16-508 study (Part 1) CSR Table 12.2.2-1

Appendix 2: RRELHEDHIAETER (REMBRITHRER)

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5
Apixaban Rivaroxaban Edoxaban Edoxaban Apixaban
5 mg BID 15 mg BID 60 mg QD 60 mg QD 5 mg BID
Low Dose High Dose High Dose High Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=3) (N=6) (N=3) (N=8) (N=4) (N=8) (N=4) (N=6) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) of subjects with TEAE 0 0 0 0 1 (12.5%) 0 0 0 0 0
TR R B 5 0 0 0 0 1(12.5%) 0 0 0 0 0
IEpR) 0 0 0 0 1 (12.5%) 0 0 0 0 0

BID = Twice daily; QD = Once daily; TEAE = Treatment-emergent adverse event.

Cohort 1 (Japanese) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

Cohort 2 (Japanese) = rivaroxaban (15 mg BID) + high dose andexanet at 4 hours post rivaroxaban.

Cohort 3 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 3 hours post edoxaban.

Cohort 4 (Japanese) = edoxaban (60 mg QD) + high dose andexanet at 90 minutes post edoxaban.

Cohort 5 (Caucasian) = apixaban (5 mg BID) + low dose andexanet at 3 hours post apixaban.

TEAE = Any adverse event that occurred or worsened after Andexanet/Placebo dosing.

Note: Only TEAEs deemed probably or possibly related to Andexanet/placebo by the investigator are displayed in this table.
Note: Multiple occurrences of the same body system or preferred term for a subject were counted only once for each body system or preferred term.
AEHEFERA I MedDRA N—2 2 211 ZHWTREAE A, MedDRA/J A= 2 > 211 Z VTR L 72,
Source: 16-508 study (Part 1) CSR Table 14.4.1.4
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12 16-508 AB&R/N\— F 2 (ARANHEBRENR., FHEEH. EP21—)L 5.3.5.1-5)
RO © B AR NGRS L OV A NSRS 2 %15 & L C andexanet # 8 5- L72 & X Df
e, 2ttt AR, BEYERELROENFZ2MET 27 o2 ok, ZEHER, 7
7B ARG 2 FEER (X— | 2)
TRBR I f gk e OVHsE - 1 fak CK[E)
BRI - Aeppsn e (Emowsar ossa) 2011 B e
R TH (REZOEBRFOETAH) 201948 H 13 H
AEROFH 2 fH

E):D]

AJEEROD /X— | 2 O B AL, EFERERTE & PG E A E AR ORR 1 Ik EEE 25 Xa K+ (LLF,
FXa) [HEA] (T XA UR—a R TIm REY V) ZEFIREICET S o
HL., UTEsHMid5Z & Thol,

AHhEo EEHK
® i FXaifMZftE L LT, andexanet Z 5 L7z & & D% FXa [HEH OHuEEE 1EH O 2L
TR e T S,

MO IR B H
® JEHEAT FXa PHEANEE RO b o B U pEAREDRIE 251 L LT, andexanet &5 L 7=
L & D% FXa FLER OHEEEEH OESbE2 77 2R & i 5,

Y EhRE D H Y
® [ AR AWERAE % 5 41Z andexanet DEYEIRE (LIF. PK) %L 5,

LA Y
o O ARA#ERE & 55212 andexanet DM % A4 5,

RBRT A

ARVEERIT, B AR NREREGERE K OV NS & Xt G 6% & O B HEE A FXa FREA 2
5 L7z & & andexanet DA ZME, Z24tE, PK LUK 122 (LN, PD) Z 34 2 Bk, 7
YA MY, CEHER, 77 BERAERBRTH o2,

AIEBRIT 2 78— 10 2R — P TR S L7z, 23— b 1 (3dh— b 1~5) TiL, BARAEERE I
%9 % andexanet O FHZM: (FXa EA|OHLEEFEEH O #ERL) . PK R OVEZEMEEZFHIT 5 & &
HIT, BARANBERE & A AEERE & OFRIMEEFHME L7z, S— 2 (=2Ah— b 6~10) Ti&, /3—
M1 &R HETFFXafRERME G LI2G6 X3 3— b 1 & B 2R D DR 2 B 5B 4k
L= A D, BARAERE ST 28800, PK KOV %30l L 7= (Table 2.7.6.12-1), AIH
TlE, 23— b 2 OfERERT,

WBRE NI A 7 U —= 0 F1%IZEIfFE 2:1 T andexanet XX 77 B RIZT v Z AL NT-, #EBRE
X, TRBRIFEMIMRR IZH 10 BHREIABE L, 7EXH 30 10mg % 1 H 2\, U N—aFH3 [5mg
Z1H2ME I REH 0 30mg A LI 60mg 2 1 A 1 [ROWTANE Day 1~6 £ TRH
b STz, Day6 OO FXa [HEAIOEGHZ, 53R —FTHLNLOHED LILTZRFHIC,
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andexanet X377 AR DR — T AL HATHO CTRTEFFENEME S 72, #8RE 1L Day 10 (2165
FEhafae > HakBE L, Day 36 (+3) £ CTREMENBLE I,

Table 2.7.6.12-1: /A—F 2 DEIAR— FTREMNHESN-EHR, BEE. REFERUVHERE

#
Cohort FXa Inhibitor Andexanet N (Active/Placebo)

6 apixaban 800 mg bolus + 8 mg/min 120 minute infusion/ Japanese 9 (6/3)
10 mg BID placebo (andexanet dosing at 3 hours post-apixaban)

7 edoxaban 400 mg bolus + 4 mg/min 120 minute infusion/ Japanese 12 (8/4)
30 mg QD placebo (andexanet dosing at 90 minutes

post-edoxaban)

8 apixaban 400 mg bolus + 4 mg/min 120 minute infusion/ Japanese 9 (6/3)
10 mg BID placebo (andexanet dosing at 8 hours post-apixaban)

9 rivaroxaban 400 mg bolus + 4 mg/min 120 minute infusion/ Japanese 15 (10/5)
15 mg BID placebo (andexanet dosing at 8 hours post-rivaroxaban)

10 edoxaban 400 mg bolus + 4 mg/min 120 minute infusion/ Japanese 12 (8/4)
60 mg QD placebo (andexanet dosing at 8 hours post-edoxaban)

BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily
Source: 16-508 study (Part 2) CSR Table 9.1-1

BB R BHEIRE K OFRATIRE)
FHEEE : 57 151
MENTEE « A ZOVERRNT RF AR 56 B, 22 PEMRAT RH SR 56 B, PK fi#HT k54 38 1)

KGR GERIREYE R OBRA EEDOBEE)
PAF OBIRFEAE A § Tl 72 L BRAMEED W & Rl U 22 W HBRE 2 ARTRBRIBR 8 L T2,
BRPRFLUE
1) BEEEE, FRpT R (EROWRAEE &) . 12 8 0EX K OEAMRAEICESE | AR
Y EAH AR L L=, ek, @Ullicay he—L & e, ZE LR ERE (2
b= VST EMERE, A A CIMEEERERIE . ZTEIERIEIE, ORISR T
JEZR L) AT HFEIEL. IR Y EAT O BRRATHIWT IS IS SRR ATRE & L7z,
2) aR—hF5ERSTRTOaR—FTiE, AARN (RIFOMEER OB DA RO NS
b RBEIZAARN), 28h:— k5 TIEAA,
3) [RIEIARROFEED 18~75 KD,
4)  fEH L T2 BB A S TR B A 2 TR B Y R AT SRS L L TR Y R A O FE R
Moo TYE  IRBRUIRRICEN G OFHEZ R IET 5 2 LICFE LI2E, SRR~ LT
X I R RO R T A AN RTRE & LTz,
5)  FTE DB K OVEFEEI R 2 5795 Z L ICRE L7oH, LtEix A7 ) —= 7 &
O Day -1 DILIRMRAE CRIUENHER TE 52 L,
6) A7 U—= 7&K K&K Day-1 [ZIHEHMEA 160 mmHg A 2> 2 41588 H 1 3
90 mmHg A DF
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7) Day -1 OR[ 45 HLLN O TLLT ORI AE 7S B YERPHN O F
a) 7ubr VR, EMRES e AR T T AT R, T P R R
b) ~ESrbEY A~ b7 Uy b MRE

8) Day -1 ORI 45 HLANORRA TLLT ORISR AAE 2 B ERPH FRRO 2 (5L F D&,
a) TANTGHXUBTI ) b IoARAT72T7 =8, TI7=20T /) F7U0AT7=2T7—8 §

Elrer

9) Day-1 DR145 HUHNDA Y J—= ZETHE Y L7 F =00 1.5 mg/dL Kl DFE

10) A7 U —=2 7K Body mass index (LLF, BMI) 7% 30 kg/m? L F 2> >{KE )Y 50~
80 kg DF,

1) ABHAHIC T v a— LA B LW & & GBI P ICELASED 2R LenwZ &
FE L&,

12) [FEHICELZ A CREBET 28NS 0 IGEAZT B S IMN ML BSKE L
FRIBEEICEL LA,

[55>3

BRI

1) WWEDOIRRXITIAIEER T andexanet DG4 T2 L1 HHE, RIERIKEEIZ L 210
EOWBRBXIIARIBROS— K LIZBM LR, 77 Refh sni-FiL, KB/ —
N2 IZRERAIRE L LTz,

2) B HIMOBEERE, TEEMEH M oM L < ER, Ui o fERIK T E AT 5,

3) RZVU—=V7Hi 6 » AUNXIZAZ UV —=2 FHFHIZERE L 7 AR AR 230 i 5514 %
RLTZAE,

4)  MARSEDOREEREE L IZBURIEDR H 2% . 2F O MAfER L < IZietEsEgo ) 2 71

Mz meed 58ded U <EREZ AT 58 UIMARFED U A 7 ZHIN S 5 "[REED &
%G % T E OISR L7,
B BEE TUHE ST Z DBV, FRIRIMAR Z8 A2 0E . B FRIRIMARAE , Bd2c | O EEZE, 8 (72
72 UEME R IELIAN O K G o5k RE . L) . ODEMEY, DAL, ODEE. #kE X
WX FREEIEOREEE, Day -1 ORI 2 % A LUINO KT IIME . Day -1 O 4 HLANO 1
7 T4 MHI2 ) OTEERREMD 6 Fp UL EORITHIE R, 2 MEAENREE, 72720, 6
REfI DL EFRATRRICHE R L2 D 5 B, LT O T X CICEY Lo F I3 ek AaE L L7z 1 (1) 50
AT (i) ATRBRA~DBEE (Day 1) © 72 BELLERTNC T 74 S &z iz, (i) 774
N BTGB EFAR MARIE O T85O 7 O O b 7e f5 8 % 2 1) 7=,

5) BUEEEAILT X r . UnN—a AR UE LT RSP 0% 53282/ R
HLThHDIH,

6) HHEKREEZMDT, TAYY v (BAET AV v &25t), VU FAEBE, kYU FL
i, Tofhoful/MEEl (Fl . Fr7reyr, 7a R7 L), ERAT A REHRE
iE A BRE RIS AT L < IXPUBEEF O 5% Day -1 ORi17 BLAWIZ 1 BITH T 724,
SRR P IR RN L 720 b T E N TREINDE,

7)) HRVE CVBHEIEOERE (B GREE A RDT)  PARE O R E CiFRERE (TIRIEE 5 i)
HLLIET A MAT v O % Day -1 ORl 4 WLNIZZ T 7238, ATIRERIFE Iz
BENRYELIe D Z ERTRENDHE,

8)  LATF DWW ANTEE Y T 5 KR U T MARIE D FIRES L < I3ERE 42 H T 54,
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9)

10)

11)

12)

13)

14)

15)

16)

17)
18)

19)
20)

a) MEEEEE VIR 74T F v U7 — IREHESER

b) TuTALC, TuTA L SIT F b ey THEMEDS L UERPH T BRA T
B S U < 108 PAZEME it B O BEEIE 2 3 2 . SUIW AR &% 3 L < 3@
LTWbHE,

THEMWED B RIF R T A VARG CRIFR U A NV AJEGLE |, T MEARAR Y A LR
1A U< i 2 B,

F 71— P450 3A4 (T EXH R KU N—a P Dar— D) KNP KE
EH (TXToar— 1) OmNRERSUIFHLEA O 5 % Day -1 OFi1 7 HUWIZ
F7E . UTIEBRIM IR ENBE L R Z RTINS E,

Day -1 DR 45 B UPNIZHOIEBRICEIN L TW A, U OBRBREDOF 514 Y 5% KA
DN D 5 fFLINIC Day -1 BNE £ D5 H,

Day -1 DFLAIEY DO A7 UV —=> 7 THtEZ /R L, MO H L T D530 B35
ARVAQIAE

Y (PUEEMEAI T andexanet) DG E 15T D AlHEME S & 2 R LTS EHTRIRRE 12 &
LEN

WD DERERSy (R AL TAFX =0 vafl, g, ~ = P2 ROKRY VX
—h80) I LTTLAX—2HT5H,

KEXIIRGHLICT LAY —2 AT 54,

BT OE, IR V—=2 7 W L < L Day -1 OULIRMRAE CHitE 2R L=,
WeBRE DARBE LT DIRIRDNRER O Fhi TS R ORI B E KT T ARt N & 25 0>,
BeBRE OAIRFEDTEBRICSINT 5 2 DY 27 BN S 25 ATREVEN D L IR B Y [Efifi
DI L7, TV —UE, WK SOIELA . BEE, CAA, RIRARHO 7
v 7T ENESETHEN, TNHIZELRN,

TR O FFRES 3+ 03 IS HE PR T & 70 L TRBRSEM G % O Rk B 23|I L 7238,

TRBR O FEhi FIE A T3 5 HED RN,

1RBREE - PPRARKR O E ik
PRI, MERUCHE, ®E55M

And

exanet VR4 FHELFA] (200 mg// 31 77 /L) TSRS & L T Portola Pharmaceuticals, Inc. JX

O e ShuTo, EURS Rz A Al AT S R K &2 D TR AR LT,

mHEaR—F (adf—hk6) Tk, FXa HFA ORI G 3 KFH#7>5 andexanet 800 mg %
#7 30 mg/min ORHE THR—TF 25 L, ZD#%, 960 mg %) 8 mg/min DMHE T 120 4377 TH
TFE LT,

TRAE=aR— b (28— F 7~10) TiE, FXa (LERIORKEES 90 53% (28— h7) L8
FEf% (45— b 8~10) 7> 5 andexanet 400 mg % #J 30 mg/min DL THR—TF A5 L Z Dk,
480 mg % 4 mg/min O E T 120 43 23T CTrRIMEERE L7,

SR, HERCHE, BEHM

FEHE L AMEL I OVELEE D3[R — T andexanet % i < X TORSY Z 5 de 7" 7 & AN O WS g A A
SEFREE L U CHWE,

77 &R % andexanet & [FIERIZ A — T AFHAZIT M HHE LT,
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OrRAE, AERUHE. B55H

TROT EXH AN UNR—aF I N KR RES N2 HEHL, LTFORGEAr Y a—1
W TA—F T T6 HMEEE LTz, WTiLd FXa BLEA] S Day 6 O i #& & 5% 3
L7z,

® T UXH N (ak—h6KUS) : 10mg % 12 BRf & |2 Z2 iRk 05 LT,

@ U NR—uFxH Ny (ak—19) :15mg % 2BMI L ICRBICROZES L,

® T R¥HANL (aFR—h7KO10) :30mg (2A—hF7) XiZ60mg (=R —hK10) % 1H

1 [\l FOZEERHIRE NG LT,

PHmZE B

A

F I H

® Ji FXa {EHEDOR—R T A LD Sl TREORIE (LT, EOI Hefffl) [aiif i By
A% 1105 (R TRI1043) . K TRI2 O XITKRTH S 2OV Thh TRBEWE] ETOE
fb3#

Bl R EEA T H
® FiFXaifMhEDOR—RAT A4 B R—T ARG TREORKEAIE (LLF. EOB H&IKE) (A—7
A EHLT 1% 2 55 UL 5 5 DEDO NT AR T) F TOE[LHR

® JEfEAT FXa [LEANEE (ng/mL) OX—RAF A )25 EOB il (R—F AZK G T# 2
XA 5 I DEO TR T) T TOE bR

o JEREAM FXa [HEANEE (ng/mL) OX—RF A 6 BOl HARE [ A LR 46 110 43
(F&THI1043) . #ETHI2 3 XIIKETH S 3 OWT TR BIERWE] £ ToOE{bE

® |l UEVEARDOR—ATAUNLR—T ABEK TROKEM (LLF, EOB fi&fl) (R
— T ARG T 2 5L 5 3 DEOWTFRENTT) ETORLE

® |l E VAR EOB @l (R — 7 A G/ T % 2 50 XL 5 i DEOWT @ J5)
N FLHERDE T IRMELL E o 0BG

® | EUEUVHEARDN—RAT A U AR TREOR &M (LLF. BOI Smifi) A i

TEPHAATR 110 23 (R TRT1040) . R TRT2 I TR S ponTinTirbmME] £ T
DAL B
® | B UEEARED EOI femfl DM E R 110 43 (R THT 10 43) . #& TR 2 75 X
THSOWT I TiebmME] S EAEFPH FIRMELL okl oEl&
R—2 7 A %, Day6 ® andexanet X (X7 7 AR HEFIOMEE LT,

Fraeoyi

LZAVEFHMETE B 1T, AEELR, A ZAY A . FEFTR. SRR ZERE ORI, B2
FEOFNEE . 12 SRR, ML, MRFAOMAS., MR A LA, R, MRS E A i O
T E e & LT,
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MAEH andexanet Ji2 £ % Day 6 OEEFE A, Day 7~9 O 1 FEATHIEL, /v /X— R A
¥ MEHTICEZ D LT D PK /XT A —2 &R Lz,
® WORFOIHIEEI (LI, tn). Hem MAEF IR EBNER] (LLT. tmad « B M5 PR
(LA, Cmax) v 5 0 RFEIDN D B 48 B vT AR & C oo i e BE T b A T A (BAF,
AUCo) . 0 IRef]7 & BERRIFH £ Co Mt BRIt T imfg (LR, AUCow). 7 U7 7
YA (AT, CL). EHFIREOOMEFE (LT, Vi), BEREOHEIIEEES (LLF. Lz)
MAEH FXa BLEAEE Z Day 1 @ FXa FLEHI# 5-8i1, Day 5 & O Day 6 D#£¢ 5, Day 7~10
DE TR THEL, UTFTOPK AT A—ZZHE LT,
® 15, tmaxs Cmaxa D— T AEEHET 2 5% OMBETYRE, AUCo. 1 $5-[EIRRE O i iR B
Al T fE, 8 H CL, Lz

EFIE
BEREBORE

AR—F 6 (TEFRH N 10mg 1 H 2B 7 EFH N OFRfkdeh 3 Rl iRk z & 5)

T, 16-512 A B =2 A — b 8 OFFRICESE | FLFXa IEEDR—R T A Vb DAL DY) E
(SD) % andexanet #£T-95% (10%)., 77 BEARHET-40% (10%) LE LT, ZO%HE, AEK
5% (W) o F., =L 2 EAOIEM 7 Wilcoxon ONENFIRE T 90%LL EOMESR T4
BT OWREENT 9B (IR 6B, 7T EREEIB) ThHhol,

aR—h7 (ZRFFH/N30mg 1 H 1[EL = FEFAUCOREMEES 90 0% IIRBREL & 5)
TiE, 16-508 AR — 4 OFERICHESE, HELFIEEZZR L, HLFXaGEEDOX—2A T 1
236 DOBALROYIE (SD) % andexanet £ T-70% (15%) . 77 B ARREET-35% (15%) EREL
T2 ZOWE. AEAKUES% (W) T, BEHZEL 2 FARDIEM7: Wilcoxon O NAN IR E THI
90%DHEF TR T D7D OPERE BT 12 ] (EIEEES B, 77 BARH44]) Tholz,

ak— b 8 (TEXFH AU 10mgl H 20, 7EFH AU ORKEE 8 % ICIRRE L & 5)
TIX.PK-PD &7 /WZHSE PLFXa IEEDR—R2 T A D OE{LFE DO FH)E (SD) % andexanet
FET-90% (10%) E{RE L=, £/, 16-512 R BRD a7k — b 8 OFFRICES X HLFXa IGPEDN
— AT A NS DELEROFEME (SD) 27T B REET-50% (10%) S{E L, Z0%e. B
EKYE 5% (W) O F, BERIZEZ 2 AR D IEMEZR Wilcoxon DN FIREE T 90%LL E DR T
I 272D OWERFELEIL B (EFRE 6B, 77 BRI F) Thol,

ar—hr9 (U N—mFH " 15mg 1 H 2[R, U AA—aFh 0O s 8 REM%ZICIER
A H) TiX, PK-PD T /VIZHSE  PLFXa TEEDOR—R T A1 b O AL RO i (SD)
% andexanet £ T-85% (15%) LARE L7z, F7z, 16-508 AR 2R — bk 2 OFERIZE S Z | 1 FXa
IEEDR—=2F A b DEAEOREE (SD) %77 B REET-55% (15%) E{RELZ, ZD
Yitr. AEKRAES% (W) o T, FEHZEZ 2 AR DO IERME e Wilcoxon DNERLFIGE THI 87% D fife
FTHRET 2720 OBERERIT 15 B (FEIEFE 1061, 7T BREESH) Tholo,

A=k 10(= FEP 0 60mg 1 H 1EL T RS0 OFkdh 8 iz iniik 2 x 5)
TiE, 16-512 iR AR — b 11 OFFRICEDSE | JLFXa {EED =R T A b DEALRD N
fE (SD) % andexanet #T-65% (10%). 77 BAREET-40% (10%) LIE L, ZOHE, A
KUE 5% (W) o, BEfZEZ 2 RO IEME: Wilcoxon ONANLFIRE T 90%LA_E D ffe 3 T
T LD OPIRELRT 12 61 (RSB, 77 BARBE4H]) Thol,
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FRMTR SR

® LAMEMENT X S4EM] : andexanet XX 7 T B R A E I NT-T R TCoOWERE L Uls, LM
Mr & ERRICI G S AN ED W THERM L7,

®  HINMEMEMT RIS 4EN] : andexanet XIZ 7 TR A B E SN HBRE D S B HOMEEGE R A3
N—=2 T A VERHZHE S DDA T A AR 1 B ERE S UV ERE & LT, 7R3,
Boni=T — 2 IS E . AONERMETEE & &\ INEMAT R REEM A5 E LT, A AR
M 2 BB N B0 A1 D= B G REIC IR DD CE i L 7=,

® PK fi#HT xRN : andexanet OG- 252 T L, MBEHIRE O KM 3 FES LT OGRS & L
7oo FHERPK NRTA=Z T D AUCLDHEHITIZ, tmax 1T 3 FFALL_ETREAM AT RE 72 L4
FRENRHE SN TSI E2MEE LT,

B

FHEAHMIE R %, 2 BEAROIEMEZR Wilcoxon DONAMFIRE Z VY, 2Ah— h T & IR G T
L7, T XTOMGRBREZ mRRE (FEKE 5%) & LTEmLEZ, ZhEnDar—x
ML UTEEHI E 222 L, ZEEOFEL AREL L,

BRI IE B CIEIE AR E % F20i U720 o 72205, 1B RO O 72 D12 S HE EE K O
W 95%E/IXHE (LT, CD) ZHH L,

gL
EFQAERERHTE N~V 2 2 211 BB CTHAR L, BERE BRSO
HATECEA Lz, Bd5, BB RVERD | A EFRITIARIE (andexanet T 7 A)
BB RB L E R AR
MR MRS, TRARE B XL RE R 2 e B PR B S8 2 4 R e OO
SR B LTz,

RS
BBREDONR, X—R T A KA DR 2R

PeBRE DONFR & R IR & 2k — I & O 58511 Table 2.7.6.12-2 12787,

57 B (adk—b 6~10) DHAEAILGN, ZdH— K2 &2 andexanet FEX T 7 T B ARBEICT >
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Table 2.7.6.12-2: #EREFEDARR WA PILER (FXTOHERSE)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet  Placebo Andexanet  Placebo  Andexanet  Placebo  Andexanet  Placebo  Andexanet  Placebo
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Subjects Received FXa Inhibitor 6 3 8 4 6 3 10 5 8 4
Subjects Randomized 6 3 8 4 6 3 10 5 8 4
Discontinued Prior to Receiving 0 0 0 0 0 0 0 0 0 1
Andexanet/Placebo
Reason for Discontinuation prior to Receiving
Andexanet/Placebo
Protocol Violation® 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(25.0)
Subjects Received Andexanet or Placebo® 6 (100.0) 3(100.0) 8 (100.0) 4 (100.0) 6 (100.0) 3(100.0) 10 (100.0)  5(100.0) 8 (100.0) 3(75.0)
Final Study Disposition®
Completed Andexanet/Placebo Treatment 6 (100.0) 3 (100.0) 8 (100.0) 4 (100.0) 6 (100.0) 3(100.0) 10 (100.0)  5(100.0) 8 (100.0) 3(100.0)
Completed the Study 5(83.3) 3 (100.0) 8 (100.0) 4 (100.0) 6 (100.0) 3(100.0) 10 (100.0)  5(100.0) 8 (100.0) 3 (100.0)
Discontinued from the Study 1 (16.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Reason for Discontinuation®
Adverse Event 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Lost to Follow-Up 1 (16.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Informed Consent Withdrawn 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Non-Compliance With Study Drug 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Physician Decision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
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Table 2.7.6.12-2: #EREFEDARR WA PILER (FXTOHERSE)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet  Placebo Andexanet  Placebo  Andexanet  Placebo  Andexanet  Placebo  Andexanet  Placebo
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Pregnancy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Protocol Violation 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Subject Decision to Discontinue 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Lack of efficacy 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Study Terminated by Sponsor 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Death 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Progressive Disease 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily

Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.
Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.
Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.
Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.
Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.

2 Percentages are based on the number of subjects within treatment who received the specific FXa inhibitor for the cohort.

b Percentages are based on the number of subjects within treatment in the Safety Analysis Population.
Source: 16-508 study (Part 2) CSR Table 10.1-1

321/350



2.7.6 fHlx OREBROE &
TUTFXY Ry b TAT 7 (EBETHEERZ)

Table 2.7.6.12-3: R—RX 54 UEO AO#HEHEMEE (K2 EETRER)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
Statistic (N=6) (N=3) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Sex n 6 3 8 4 6 3 10 5 8 3
Female, [n (%)] 2(33.3) 1(33.3) 4 (50.0) 2 (50.0) 3 (50.0) 1(33.3) 4 (40.0) 1(20.0) 2 (25.0) 1(33.3)
Male, [n (%)] 4 (66.7) 2 (66.7) 4(50.0) 2 (50.0) 3 (50.0) 2 (66.7) 6 (60.0) 4 (80.0) 6 (75.0) 2 (66.7)
Age [years] n 6 3 8 4 6 3 10 5 8 3
Mean 44.17 42.33 38.13 47.75 42.17 46.33 49.70 33.60 30.13 39.00
Standard Deviation 11.02 12.74 11.04 8.96 7.70 12.42 12.88 5.13 9.91 6.24
Median 46.50 36.00 34.50 47.00 41.00 53.00 51.00 35.00 28.50 41.00
Minimum 26.0 34.0 23.0 38.0 33.0 32.0 28.0 26.0 20.0 32.0
Maximum 55.0 57.0 59.0 59.0 53.0 54.0 69.0 40.0 48.0 44.0
Weight [kg] n 6 3 8 4 6 3 10 5 8 3
Mean 67.17 59.17 62.54 64.65 61.98 59.27 65.06 66.42 68.14 67.73
Standard Deviation 8.78 8.78 6.53 5.84 7.18 10.66 7.44 3.60 7.65 3.21
Median 69.75 56.40 61.85 63.30 60.35 55.00 65.20 66.20 69.40 66.40
Minimum 53.0 52.1 55.0 59.7 52.6 51.4 52.1 62.9 55.9 65.4
Maximum 77.1 69.0 72.5 72.3 70.4 71.4 77.4 70.6 79.4 71.4
Height [cm] n 6 3 8 4 6 3 10 5 8 3
Mean 167.83 162.17 163.79 166.23 167.00 161.10 164.44 170.18 170.03 173.17
Standard Deviation 3.50 7.26 6.74 5.96 5.96 6.94 6.75 10.60 7.12 3.29
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Table 2.7.6.12-3: R—RX 54 VO AO#HETEMEE (R EETRER)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
Statistic (N=6) (N=3) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Median 167.10 159.40 162.85 165.50 167.80 158.80 161.65 168.10 170.35 174.60
Minimum 164.3 156.7 155.2 159.9 158.5 155.6 155.6 156.6 159.0 169.4
Maximum 172.1 170.4 176.0 174.0 172.5 168.9 174.8 181.4 179.9 175.5
BMI [kg/m?] n 6 3 8 4 6 3 10 5 8 3
Mean 23.78 22.40 23.26 23.42 22.23 22.70 24.02 23.10 23.50 22.60
Standard Deviation 2.45 1.31 1.09 1.90 2.14 2.30 1.98 2.61 1.34 0.92
Median 24.45 22.20 23.35 23.05 22.75 22.70 23.85 22.30 23.95 22.80
Minimum 19.5 21.2 21.2 21.7 19.6 20.4 20.3 20.4 20.9 21.6
Maximum 26.0 23.8 244 25.9 24.7 25.0 27.5 26.1 24.6 234
Race n 6 3 8 4 6 3 10 5 8 3
Asian?, [n (%)] 6 (100.0) 3 (100.0) 8(100.0) 4 (100.0) 6 (100.0) 3 (100.0) 10 (100.0) 5(100.0) 8 (100.0) 3 (100.0)

BID = Twice daily; BMI = Body mass index; CSR = Clinical study report; QD = Once daily
Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.

Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.

Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.

Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.

Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.
2 All subjects shown as “Asian” are Japanese.
Source: 16-508 study (Part 2) CSR Table 11.2-1
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Table 2.7.6.12-4: 1 FXa FHEDR—X 54 UM 5 EOI RIEMEFEFTOLEILE (HHHEBEIXIRER)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
(N=6) (N=3) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Percent change from baseline to EOI nadir®
n 6 3 8 4 6 3 10 5 8 3
Mean -97.17 -32.00 -51.88 -39.50 -92.33 -25.33 -94.00 -41.20 -65.63 -28.67
SD 0.75 2.65 11.10 21.19 1.97 5.13 2.71 12.99 8.23 4.73
Comparison of percent change from baseline to EOI nadir®
nl/n2 6/3 8/4 6/3 10/5 8/3
Location Shift -66.00 -15.50 -68.00 -56.50 -35.00

95% CI° (-68.00, -61.00)

p-value® 0.0119

(-38.00, 17.00)
0.2667

(-74.00, -59.00)

0.0238

(-65.00, -39.00)
0.0007

(-53.00, -24.00)
0.0121

BID = Twice daily; CI = Confidence interval; CSR = Clinical study report; EOI = End of infusion; FXa = Factor Xa; PD = Pharmacodynamic(s); QD = Once daily; SD = Standard deviation
Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.
Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.
Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.
Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.
Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.

n = Number of subjects with observation for the specific evaluable PD parameter.
nl/n2 = Number of observations in Andexanet arm/Number of observations in the placebo arm.
Note: Baseline is defined as the value observed for Day 6 pre-Andexanet treatment. Only subjects with both a baseline and a post-baseline assessment are presented in the table.

2 Nadir is the smallest value for Anti-FXa activity between the period starting 110 minutes after the start of the Andexanet infusion and ending 5 minutes after the end of the Andexanet

infusion for each subject.

b Location Shift and corresponding Confidence Intervals are calculated based on the Hodges Lehmann procedure.
¢ p-value from a two-sided exact Wilcoxon Rank Sum test.
Source: 16-508 study (Part 2) CSR Table 11.5.1.1-1, Table 11.5.1.1-2
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Figure 2.7.6.12-1: Andexanet XIE TS5 R EHE L& EDH FXa EEDR—X 54 VIxT
SEHELEDHER (AR RER)
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Figure 2.7.6.12-1: Andexanet XIE TS5 R EHE L& EDH FXa EEDR—X 54 VIxT
ZEHELROER (BHHEMBTRER) (&E)
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Figure 2.7.6.12-1: Andexanet XIE TS5 R EHE L& EDH FXa EEDR—X 54 VIxT
ZEHELROER (BHHEMBTRER) (&E)
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BID = Twice daily; CSR = Clinical study report; FXa = Factor Xa; QD = Once daily

Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.

Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.

Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.

Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.

Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at § hours post edoxaban.

Note: Anti-fXa activity was measured prior to and after andexanet or placebo administration on study Day 6. Data were
shown as percent of anti-fXa activity compared to pre-andexanet/placebo baseline.

Source: 16-508 study (Part 2) CSR Figure 11.5.1.1-1
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— h 9 T -8149% (95%CI : -91.05% . -6596%) . =24 — K 10 T IE -58.47%
(95%CI : -110.86%, -46.12%) TH Y, X CH a7k — kT, andexanet (IR —F A EHHKT

R IERE A FXa FUEAIREZ 7T R L0 LBV L UL TR T S8 7,
® JEEATH FXa MERIMEOFEOHB TIE, TCoak—k (2FR—b 6~10) ®
andexanet FEC. R—F R THFIZHEC MK F 23 5377, Andexanet FE T 5 7= 3

fi AT FXa FHEANRE OB RETIE T 7 B R FETIEADN R o T,

FERE AT FXa FLERIEE DOR—2 F A )25 EOI i fif £ TOELR

o JEEGM FXa FHEANRE ORX—R T A )b EOI ARl £ TOFEH (L3R 1L, andexanet A
N7 T BRI Y BEMEICKREX o7, TOREMZ (andexanet £ - 77 AR 13, =
A — bk 6 TIL-67.63% (95%CI : -77.40% . -61.99%) . = A& — K 7 TIi%-40.33%

(95%CI : -59.77%. -11.17%). =A— bk 8 TIX-59.18% (95%CI : -101.02%, -48.14%). =7~

— b 9 TIiX-54.63% (95%CI : -59.14% . -41.19%) ., =274 — bk 10 T -38.14%
(95%CI : -65.78%. -15.37%) TH Y, TXTHak— kT, andexanet | L 5L EfiEK THEZ
IAEAM FXa HEREELZ 7 7R L0 LAV LV TR F S E7,

o JEEAM FXa PHEANREOFEHEOHBE TIX, ¥ XToakr—F (ah—hk 6~10) ®
andexanet . C., " —F A EKL TIRFIIK T L72FEE AT FXa [HEANRE O L~ULH, S
FrEoM, Rkt Uiz, slEE& 7%, FERE AT FXa BLEAINR B 1SRRI B U, A i
R THRI 2~4 BT T v ARBELE R LU o 7o, T D%, FEREAT FXa [HERIEE
X7 AL RIRREOHE T T L7z, Andexanet Hf THA L 7= FEFE AT FXa [HEAEE
DECHRIETIX T T B RETIIA Lo T2,

TF-ETP ®X— A Z A /5 EOB i EE COE L&

® TF-ETP OX—Z 7 A /5 EOB &l £ TOEHZE L EIL, andexanet BEN 7 7 B ARREL D
HEAEMINC K E o To, T ORERZ (andexanet #f - 77 B AREE) X, 24— b 6 TIE 1198.83

(95%CI : 988.82, 1670.30) nMemin, = 7— k 7 Tl 721.21 (95%CI: 585.92, 1108.92) nMemin,

2R — b 8 TI 1204.62 (95%CI: 1001.72, 1471.45) nMemin, =4 — b 9 TiZ 1180.50 (95%CI :
857.21, 1296.02) nMemin, =X7x— b 10 TiX 976.59 (95%CI : 585.99. 1498.37) nMemin T&
-7,

® TF-ETP OYEEOHERE T, X Char—k (ar— b 6~10) @ andexanet #£C. FXa
FHEANC L > TR T L7z TF-ETP 234 — 7 AFE G54 TIRFICITEH 00T B L7c, TF-ETP |34
— 7 AT RS FXa [REAE ST (Day 1) OX—R T4 U &BEteda kbl T,
Andexanet #f T 5172 TF-ETP OE0H 72 EFIE T 7 B AR TIEA DN o T,

TF-ETP ®X— A Z A 715 EOl F i £ TOE L&
® TE-ETP D _X—RZ T A /5 EOl il £ TONE 2 &, andexanet BE 7 7 B REEL D
HHEMEHINC K E Do T, T ORERZE (andexanet £ - 77 BAREE) X, 24—k 6 TIL 1057.27
(95%C1: 818.96, 1634.30) nMemin, =175 — bk 7 Ti% 630.81 (95%CI:421.78, 1124.28) nMemin,
aR— b 8 TIE 925.84 (95%CI : 663.74, 1216.28) nMemin, =t7~x— k 9 Ti% 871.11 (95%CI :
631.67. 1051.06) nMemin, =t7x— k 10 Tl 874.44 (95%CI : 637.25, 1412.21) nMemin T&

ST,
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® TF-ETP OEMEOHR TIX, X Toar—F (am— bk 6~10) @ andexanet #£ T, H—
T AEERETRHC EH L7z TR-ETP O LUV sRFREDR, PRt Lo, SUEERERK TH#
X, K 2~4 K E TREBOLARFIIICIK T L, 0%, 77 8ARBELR LR oT,
Andexanet #f TH 54172 TF-ETP O/ EHIZ T 7 B AREETIIA L2 ho Tz,

TF-ETP @ EOB f i=ififi J O EOI fi i A 23 F G T IR LA E o #kiras oI &

® Andexanet f£ TiX, TF-ETP ® EOB ki fifi 23 L MERIPH T IRMELL EOWEBRE OEIA 11X, ak—
k6. 8 9 KN10 T 100%, =7— b 7 T 87.5% Cdh -7z, TF-ETP @ EOI fx i) K E#
P TR LL_E DR E DOEI ST, T Thar—k (ar—k 6~10) T100%TdHh -7,

® T EAREETIX, TF-ETP @ EOB fix Bl A3 FUERLPH FIRMELL EowisrE oElI& I, 28— b
6. 7. 8 X9 T 0%, 22—k 10 T 66.7% CTd > 7=, TF-ETP ? EOI fix 5 il A3 H YEFLPH TR
ELL EowisE oEI&IE, ak—h 6, 8 X9 T 0%, am—F 7 T250%, 25—k 10
T333% ThoTz,

Kyghie
Andexanet @ PK

Andexanet % 5% ¢ andexanet MAETIRE (CFHfE+SD) OHERE % =1 48— FHIIC Figure 2.7.6.12-2
2R d, T_XTOak—k (am— b 6~10) T. andexanet MAEFIRE IR — T AEK G T RS
T T Coax \ZBIEE LT, sUMERER T, andexanet If#E HH R B I3OWFEERBAE A IZAR T L7,

Figure 2.7.6.12-2: Andexanet M HIRE (FH{E+SD) D#RE (PK BTREH)
Cohort 6 (7 E'FH /3 10 mg BID, 7 B U DS 3 B2 ICIRBREEZ2 & 5.)
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Figure 2.7.6.12-2: Andexanet M#ZHRE (FYE+SD) DR (PKEFTXREH) (FE)
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Figure 2.7.6.12-2: Andexanet M#ZHRE (FYE+SD) DR (PKEFTXREH) (FE)
Cohort 9 (U N\—rmFH# /3 15mgBID, VU \— XV O h 8 R ICIRRIE 4 1 5)
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BID = Twice daily; CSR = Clinical study report; PK = Pharmacokinetic(s); QD = Once daily; SD = Standard deviation
Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.

Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.

Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.

Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.

Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.

Note: Data shown are the mean and SD (positive direction only) for each timepoint (N = 6, 8 or 10).

Source: 16-508 study (Part 2) CSR Figure 11.6.1-1

Andexanet @ PK /X7 A —%# (AUCq.s. AUCot. Cmaxs tmaxs tize CL XN Vi) & 23— RllIC
Table 2.7.6.12-5 |27,

333 /350



2.7.6 filx ORBEOFE L

TUFXY Ry b TATy GEEETHEZ)

Table 2.7.6.12-5: Andexanet @ PK /35 A —4% (PK @it REH)
Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Andexanet Andexanet Andexanet Andexanet
Parameter Statistic (N=6) (N=8) (N=6) (N=10) (N=8)
AUCo-» (h'ng/mL) n 6 8 6 10 8
Geometric Mean 364279.24 239051.68 257836.02 220972.86 239939.86
Geometric CV% 2.35 12.33 18.55 11.41 21.12
AUCo- (h'ng/mL) n 6 8 6 10 8
Geometric Mean 362331.68 237617.60 257211.02 217495.96 239728.63
Geometric CV% 2.37 12.18 18.55 9.13 21.13
Cmax (ng/mL) n 6 8 6 10 8
Geometric Mean 138507.48 100177.55 102307.94 88463.94 100476.98
Geometric CV% 10.04 11.09 16.35 15.67 22.78
tmax (h) n 6 8 6 10 8
Median 0.48 0.30 0.30 0.28 0.25
Minimum 0.48 0.25 0.25 0.25 0.25
Maximum 0.67 0.32 0.30 0.98 0.30
ti2 (h) N 6 8 6 10 8
Geometric Mean 5.26 9.40 3.89 7.56 2.06
Geometric CV% 163.48 211.35 96.66 248.62 25.67
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Table 2.7.6.12-5: Andexanet @ PK /N5 A —4% (PK @it R &EH)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Andexanet Andexanet Andexanet Andexanet
Parameter Statistic (N=6) (N=8) (N=6) (N=10) (N=8)
CL (L/h) n 6 8 6 10 8
Geometric Mean 4.83 3.68 341 3.98 3.67
Geometric CV% 235 12.33 18.55 11.41 21.12
Vs (L) n 6 8 6 10 8
Geometric Mean 6.56 5.14 3.59 6.65 3.02
Geometric CV% 75.53 85.21 25.35 143.99 28.63

AUC =Area under the curve; BID=Twice daily; CL= Clearance; Cmax =Maximum observed concentration; CSR = Clinical study report; CV =

PK = Pharmacokinetic(s); QD = Once daily; ti2 = Half-life; tmax = Time to maximum observed concentration; Vss = Volume of distribution at steady-state
Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.

Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.

Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.

Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.

Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.

N = Number of subjects in specific group; n = Number of subjects with observation for the specific evaluable PK parameter.

Source: 16-508 study (Part 2) CSR Table 11.6.1-1
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FXa [ FAID PK
FTARToOak—k (am— b 6~10) T, andexanet #% 5-1% (T FXa LA O AL IR LS L 5H-
L7z,

Zet
TRTOFEEFERE 2K — MR OEGERNC Appendix 1 (2R3, IRBRIEEBA#EDO H 5 HEH
G a7k — MR OBGEERC Appendix 2 (2777,
AKIBBRDS— R 2 T, 38 BINTEEAED FXa [ERZHE SN -%., BREUIEHED
andexanet &5 Iz, &L LT, BAEEOEHAE®D andexanet XV T 1S AR MEICHEZ
R BT REREEOBRE L AL N o T,
® IK— FITLOAEFRLOBEIEIAIL, andexanet BET 12.5% (1/8 #i)) ~50.0% (3/6 #i), 7
TEAREET 0%~333% (13 ffil) THY ., HEHETHEFROREBEIG ., MEL OVEIEE
IZERIRIIICEBR O 8 2 213580 b o 7z,

0 JEHCHKLEAHEO DI HEEFRLN IR — b 7D andexanet BED 1 BIZ 1 (FE2) 3O BT,
AFG O FHE L TR E &HE S AL, BRIRITIEA Th o 72,

o W, EEAAESRS. BREEREORILICET-HEES, TOMOEELAFESRES (0L
R EED) RO Lol

o [FRMA (MEFrMA, KA FmE, REA, MKEERA) OfRIC—EDMER &
OERINCEIR D & 2 Z 2O EITRD o7,

® I REERE S X [K -, FXa XIZ andexanet (2%} 3~ 2 FFIHUA D GRS O T #BRF 1L\ 2o 72,
Andexanet F£ D 2 5] T Day 36 |Z9ifE EAIARMRER (BLF, HCP) HUARRO L), £
D HH 1 BT Day 112 H 5L HCP HLiR 23788 HAL T e, 2 BlZRE H AL 7L HCP Hiiki,
W BRI CTH -7z,

i

FXa BEH] (7 EXFH N2 UoN—a P80 Ex REH30) OFEEEEH O Bz st
9% andexanet % 5-OF NN H ARANPERE TREINTz, B ARAWERE (2 andexanet %5 L 7= &
XOREMFIRHTHY . ARMICREIX 2o T,
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Appendix 1: LHEER (REUHBITHRER)

Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=3) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) of subjects with TEAE 2(333%)  1(33.3%)  2(25.0%) 0 3 (50.0%) 0 2 (20.0%) 0 1 (12.5%) 0
B Wi 1. (16.7%) 0 0 0 2 (33.3%) 0 0 0 0 0
IR 1(16.7%) 0 0 0 0 0 0 0 0 0
T 7 B MR 0 0 0 0 1 (16.7%) 0 0 0 0 0
N 0 0 0 0 2(33.3%) 0 0 0 0 0
— i - B REER I OEGEAL R 0 0 1(12.5%) 0 1 (16.7%) 0 0 0 0 0
i
AT — T VR E AR 0 0 1 (12.5%) 0 0 0 0 0 0 0
1787 28 R AT 1. 0 0 0 0 1 (16.7%) 0 0 0 0 0
JRYMIE JS L OV A BUE 1 (16.7%) 0 0 0 0 0 0 0 0 0
RGBT 1 (16.7%) 0 0 0 0 0 0 0 0 0
B S RIS L O ALk 0 0 0 0 0 0 1 (10.0%) 0 0 0
i P9 0 0 0 0 0 0 1 (10.0%) 0 0 0
PR R R 1 (16.7%) 1 (33.3%) 0 0 0 0 1 (10.0%) 0 0 0
REWMED 0 1 (16.7%) 0 0 0 0 0 0 0 0 0
GEVG] 0 0 0 0 0 0 1 (10.0%) 0 0 0
K= 2 —m F— 0 1 (33.3%) 0 0 0 0 0 0 0 0
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Appendix 1: LHEER (REUHBITHRER)
Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=3) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FERE$ X Oz T ki Ak b 0 0 1 (12.5%) 0 1(16.7%) 0 0 0 1 (12.5%) 0
iz 0 0 0 0 1 (16.7%) 0 0 0 0 0
SR 0 0 0 0 0 0 0 0 1 (12.5%) 0
Sl 0 0 1 (12.5%) 0 0 0 0 0 0 0

BID = Twice daily; CSR = Clinical study report; QD = Once daily; TEAE = Treatment-emergent adverse event

Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.
Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.
Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.
Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.

Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.
TEAE = Any adverse event that occurred or worsened after Andexanet/Placebo dosing.
Note: Multiple occurrences of the same body system or preferred term for a subject were counted only once for each body system or preferred term.
AEFELRAIT MedDRA /N—2 3 2 211 Z W THAE A, MedDRA/J /S— = 2 211 2V TRIER L7,

Source: 16-508 study (Part 2) CSR Table 12.2.2-1
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Appendix 2: RRELBHEDHIAEER (REUBRTHRER)
Cohort 6 Cohort 7 Cohort 8 Cohort 9 Cohort 10
Apixaban Edoxaban Apixaban Rivaroxaban Edoxaban
10 mg BID 30 mg QD 10 mg BID 15 mg BID 60 mg QD
High Dose Low Dose Low Dose Low Dose Low Dose
Andexanet Andexanet Placebo Andexanet Placebo Andexanet Placebo Andexanet Placebo
System Organ Class (N=6) (N=8) (N=4) (N=6) (N=3) (N=10) (N=5) (N=8) (N=3)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) of subjects with TEAE 0 1(12.5%) 0 0 0 0 0 0 0
BERG ¥ & OV T R b o 0 1(12.5%) 0 0 0 0 0 0 0
Bl 0 1 (12.5%) 0 0 0 0 0 0 0

BID = Twice daily; CSR = Clinical study report; QD = Once daily; TEAE = Treatment-emergent adverse event
Cohort 6 (Japanese) = apixaban (10 mg BID) + high dose andexanet at 3 hours post apixaban.
Cohort 7 (Japanese) = edoxaban (30 mg QD) + low dose andexanet at 90 minutes post edoxaban.
Cohort 8 (Japanese) = apixaban (10 mg BID) + low dose andexanet at 8 hours post apixaban.
Cohort 9 (Japanese) = rivaroxaban (15 mg BID) + low dose andexanet at 8 hours post rivaroxaban.
Cohort 10 (Japanese) = edoxaban (60 mg QD) + low dose andexanet at 8 hours post edoxaban.
TEAE = Any adverse event that occurred or worsened after Andexanet/Placebo dosing.

Note: Only TEAEs deemed probably or possibly related to Andexanet/placebo by the investigator are displayed in this table.
Note: Multiple occurrences of the same body system or preferred term for a subject were counted only once for each body system or preferred term.
AEFELAIT MedDRA N —2 5 > 211 Z IV TREAE X, MedDRA/) /X— 2 > 211 Z W TRIFR L7z,

Source: 16-508 study (Part 2) CSR Table 14.4.1.4
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13 19-514 i8R (BZEEM. TV 21—/ 53.1.2-2)

FRBR DR - A FREHYER S 128 LW RS TR CHIYE U 72 andexanet 2§65 L 72 & & O 3KYydEhRE
ZRERDBLE TR CHLE L7z andexanet &R T 257 o # MMb, A—7 2 F~Ub
71 A —N—5 1 FHERER

TRBR I f ak e OVHE - 1 fak  CK[E)

BRI RKppirap GrmossEossn) 0= e

wuie TR (ErosmEo=TR) 0] B P
AEROFE - 14

B HY

HEhREO EEHRY

® T LWRIEELE THE (Generation 2, AR, GEN2) THLE L 72 andexanet DA (LLTF, GEN2
A oFEpEEE (LI, PK) ZiEROIFHENE T (Generation 1, LAF. GENI) Tl
L 7= andexanet ® 7' 12& & 3 fl&| (DL, GEN1 #A]) L4 5,

ZEPED By

® Andexanet DM (HMMEHES, MARMFER K ORERMELZ GTe) 27l 2,

REBRT A v
AR E 2 5 & Lz Bisk, 7o X b, A—70 T7~9L 7 v 24— —AE
Thol-,
ARIBBRCIXLA T 27 L 7= -
®  Andexanet ® GEN1 #%] & GEN2 #%| D> PK OFALIE
® [(EEEWERE T d andexanet DEE M

KIGRIZZ v 2 —"=FTY A o Thy, K& (27— hF 1:400mg) &EMHE (aA—F
2:800 mg) D 2 FEF D M & 2 A — ~ENZE UK L JE% Sequence D A[F 1 H]1Z andexanet (GEN1
HUHI) . 55 2 WIIZ andexanet (GEN2 #F) A 5] XTI B [5 1 H1IZ andexanet (GEN2 $5) |
2 WIIZ andexanet (GEN1 #4Al) Z#5.] OWT NI HRE % 7 X 2L L7 (Table 2.7.6.13-1),
Andexanet [TV T E AR —F 24 b X4, 1 W& 5 2 HIORIZIE, Washout Ml & LT, K
& (ah—h1D) TE7H, SAE (ah—F2) T4 FZRELE

PRI, B 1 NI ERTA (Day -1) 22 BIRBRFEMiMERRIZ 5 HHABE L, Day 5 IZIBBE L7,
F2WLDay7 205 Day 12 (24— K 1) XiX Day 14 7°5 Day 19 (22— bk 2) £FTHARLL,
ZO®IBPFE LT, WTR D adk— T Day42 (+3) £ THRTEBHAE Lz, 5 2 HOBRLARE
W ZMbOTRE 7 B £ TIEMAIEE & L7z, Andexanet O I BEH LY EHAE 1T 5 48 WffEj 14 %
T, ZRMEITIRBRIIM A & LRl L 7=,
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Table 2.7.6.13-1: & 37Rk— b RUAHE Sequence TORE5EE

Cohort Sequence F11 %2 1 N
1 1A 400 mg bolus Generation 1 400 mg bolus Generation 2 25
(400 mg) 1B 400 mg bolus Generation 2 400 mg bolus Generation 1 25
2 2A 800 mg bolus Generation 1 800 mg bolus Generation 2 25
(800 mg) 2B 800 mg bolus Generation 2 800 mg bolus Generation 1 25

N = Number of subjects
Source: 19-514 study CSR Table 1

PERE R G K OMRATEF)

AR

#1100 B[ = A — b 1(400 mg) > GENI1 #4454l 50 44, GEN2 #44) 50 4, =74 — |k 2(800 mg)

7 GEN1 #4150 4, GEN2 $d#l 50 4 ]
FRATHE -
PK : =7Rk— |k 1 (400 mg) ® GEN1 % 49 4, GEN2 #5149 4, =75— K 2 (800 mg) > GENI

AN 49 4. GEN2 B 50 4

2P ak— k1 (400 mg) @ GEN1 #U%( 49 4 GEN2 %) 49 4, =24— k2 (800 mg) O

GENI1 ] 49 4 . GEN2 $#l| 50 4

XHRER (GRINEER ORI EEDHEE)
LUF OFEPIEAE L F- Tl 72 U BRIMEIED W 40T S Tl U 72 W R 2 ATRBRICR R LT,
BEPULYE

1))

2)

3)

4)

5)

6)

BEAEIRE, HRpT R (IE R ORI E & Te) . 12 FEO0EM K OMKREICESE | 1B
Y ERR MR &I L=, 2B, MUllicay br—L &z, ZELENEEA (=
Yhu— v SNTeEMERE, A R CIEANEREIRE . ZTEMERIEE, ORI R T
FEZR &) AT HE L. IRBHY EAT O BRI EIENIC RS X B ERATRE L LT,

A BUSRE O FHR 23 18~50 1k D,

LT 2 SR A BD & 0 SUT SR ARG A 2 TR BR Y R AT 23 sl U L TR BR LY R Al O Faow
W o la . BRI EN O OFRAE R ILT 2 Z LICFE LcH, RN~ LT
B I VBRI R T ARRBANTER AR S L (B4 2 v K A RANIARF),

FITRE O WELT 5 R OV FHBIBR 2 B5F 45 2 L ICRIE L2, IR Y U —=2 T RERE KL
O Day -1 ORI CRMENPER TEDH T &,

27 ) —= 7R LT Day -1 (ZIHE I MLEAY 160 mmHg A i 22> 415582 ] 1. [ 73
90 mmHg A3 DF

Day -1 DR 42 H LA O A C Ik iR AL B K OVLREE AR A B 23 LA R 3 7= 374

a) ~NEZubtr A~ b7 Yy bR SEERPH N
b) “mbhur b U (BUF, PT) : 9.2~13.0 B, IEMEALES F e R T 7 25 ke

7)

a) TANRTXUEET I ) FN IV AT 2T7—8, T7I7=2VT7I /) 70 A7 2T7—F8, K

(LAF. aPTT) : 23.5~33.0 #, 1&MEEERFH (BLF. ACT) @ 112~160 0, 7 17V
VOREREY) (LU, D ¥ A ~—) : FEGRPFHN GEMERPH FIRA Rl 785 61%, 2 |
HORIMAZITV, BRETE 52 L L L, BIREEIZIIEREOMZ 1)

Day -1 Oij 42 HELN O A TLL T O R PRAR AR A FEYEFIPH FIRD 2 {520 D F#,

(533
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vULE Y
8) Day-1 D142 ALIND A Y J—= ZAETIIE Y V7 F =703 1.5 mg/dL KiisDH
9) Body mass index (LLF, BMI) 7% 19.0~31.0 kg/m?> DK E M 50 kg DL EDH,
10) APEHAHIC T L a— LA B LW & & IR P ICELHED 2 H Lz 2
& L=,
1) FEHREZHGA CTRET 27 H D IEREEZ B S I M E B R0VEKR L
RIEEICESL LTEH,

SRAL L UE

1) BEIZ andexanet DFH-EZ T2 Z ERH D, IIRIBRIZBM L2 ERHHHE,

2)  BE MM OBEERE, TEEIEH M OB L < IER, XTImO ERIE T E2 AT 5,

3) A7 VU—=2 7R 6 5 ALUNXITAZ U —=1 7 BRI ICERE L 7= (R AR 288 f Bk %
RLTFE,

4)  MAREOBEEREE L IIBURIER H 27 . 2O MARER L  ZietEEgo U 2 71

e et L <EREZ AT 5E . UIMARIED U 2 7 Z 8IS 5 ATREMED &
% HG & P E OB NI RRER L 7=,
B« EEE TTHE T Z DB B IRIMARZEARIE , TR ERIRIMARIE . W2srh D2 8 (72
72 UM B IELIAL O R I8k ATRE L L), DEMEL, DR, DFE, §RkZE X
WX FRERIEOREEE, Day -1 ORI 2 # A LLNO KT TSME, Day -1 O 4 LA D 6
KR L ORI TR FE . 2y MR Bk

5) HEREEZEDT, TACY v (BHAET AV v E2ET), U FEE, kYU T
s, TOMOPU/MRA] (B : F7rbEYy Z7ue R7 L), ERAT A REFIK
i A1) B AME SRR MR A L < I3XPLBEE A O 5% Day -1 O 7 HUNIZ 1 BITH 2T 725,
AR P IC R RN L 720D Z E N TREINDH,

6) HHEREAM DT, FEVRHITEORE PARZOFLVE CAifeEE (TREE &)
EHLLEFTA MNATarO# 5% Day -1 O 4 HLUANIZZ T 728, UTIEBREIF Iz 2
NOENBELRDZ ENTHENDHE,

7)) LT OV Y T 5 EEE T T MARE O FHERERS L < 12fGRR T2 A1 5%,
a) MKEEESE VN7 47 % v U 7 — IR EHEE
b) FuTFALC, FuTA LS LT F b a v NGV HEAER P T IRAT

8) AR AMEEL U IXIBPEPHEMER RO 2 A9 58 UM AR Z # A L < I3EAH
LCWBH,

9) IHEMED BAFR D A NV AEGE  CRFR DU A N AEGE, T MUEARAR Y A LR
1A L < i 2 A,

10) Day -1 Mg 28 HLNIZHOIEERIZBI L T\ D HE, UL OIEBRED e 54, 4%
HHN O 2P D 5 5 LANIC Day -1 BNEENDH,

11) Day -1 OELAED I T Vv a— V27 V—=2 7 CTHHEZR L, Mo LT b 0053
DB LA DI,

12) #£4¥) (andexanet) DOfVHZ 15T 5 AIHENED & 2 N SUISVBRIIRBEIC 5 B,

13) WINDOEERS (R R, TAXx=r Tali g, v~ ==L KBKRY VX
— k80) I LT LAX—2HT5HE,
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14) REXIIRGHBCT VL X—2HT 5%,

15) ILFDOH, FIA 7 V—=1 7 HF5 L < 1% Day -1 OHFIRERE CHMEZ R LIZ#E,

16) WEBRE OARFE UL Z OIRFDNIRER O F2hi 1T AE R ORI B % KT ATRENEN B 5 0>,
PR OWRFENTIRBRICBINT D2 DU A7 ZEINSE 5 A REMEN & 5 & 155 Y EE Al
DN LT, TV 3 — I VE, KA SUTELE . KRB, TADA. BERARHO 7 5
7T MREYETDHN, ZNHIZRL R,

17) W D FRMRES A3+ IS HEDR C & 7o & IR BR S Ji A 5% 00 Wik B ST TRBRE Y 2= Al A3 T L 7=
#,

18) 1RBR D FEhi FNAZ ESF T 2 BEED RV,

REBREE - FFREROREHIE
BRI, AERVCHE, &EHH

Andexanet 7E& FBUEL 100 mg//3 1 7 /v (GEN1) Xi% 200 mg//XA 7 /L (GEN2) ik i
K| & L C Portola Pharmaceuticals, Inc. & 0 BE#6 S Av7=,  HURS S B SA 3050 FH Rl 3 4 IR 7K %
FHW TR LT,

78— K 1 Tl&, andexanet ® 400 mg %% 30 mg/min OEE CHR—F7 AHH L, a/AR-— K2 T
%, 800 mg %% 30 mg/min DL THR—F A& 5 L=,

A
Iy ERR
UTFDPKNRTA—=HR%E ) ary =k Ay METIZ L > TR L,
® Brh 0 WpfilH & MEREERM E ComEh R R MR TimfE (LT, AUCow) . 5 0 Refi]H
S fofe T B ATRERERA] £ C oo e IR FE R R FiAE (BL . AUCo.) . e SRR A (B
T\ Cmad) v REREOMHEKERH (LT, tp) . FemMEHRERGERH LT, thw) . 7V
TR, EFREBOSMEM, KRHOWMKEEER (LT, L2),

SR EHAE O EEFEMIE H 13X AUCow. BIREHIE H 1X Conax X OV AUCo TH o 72,

Zetk

LM TIILL T OHEE %55 L 7=,

& HEFZR NAXNYA L HIRFTR., BRI ZEARAEOBRRREMN, B3R, (9 iMm

o MIRFHIMA, HF{bFHRE

® 5T andexanet LA, HUMEEEREF X K+ (LLF. FX) $UR, HUiREEF S Xa K+ (LT,
FXa) ik

® fiffl~v—N— [D-¥A~—, FmbrrbEr 7T 728 142 (LT, F1+2), MK 1
BA e Z— (LLF, TFPI)., herbr-7rF haor vl (BLF, TAT)]

MEFIE
BWBRELORE

FUHIF D AUCoD % 1.0, EARNOZEERE [LLT. CV(%)] % 30%&MBET D &L 90%LL
Lo TRAM DD 90%EMXH (LI, CD 2SR (0.80~1.25) A7 729
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z%&%:f N DOHEERE T 40 Bl ThH -7, BBESKRAER EEZBEL, £24H-— KTS50
| (RIEBRAIAT 100 f5]) L E%E LT,

BELY/En):

TSR D andexanet D PK /XT A — & Z AU, AUCow (EEFHHEH) . AUCo & O Cpax D
B /N T IR S < S ASEE D LD 90%CT &5 L. andexanet SUAIE O PK & Heils L7z,
AUC oD A SEIIE D LD 90%CL 28 0.80~1.25 DHEIPAICE EN-Hha %, fE TR OEVE PK
IR LW SRS 2 L & Lz, 90%CL @ FRRMEAS 0.80 A 3L EIRMEAS 1.25 B TH -
o5 E1E. 90%Cl OIEIW N ERRER N FBRMEDO R E S WO+ o2 & & L,

Z4etE

HERQIIEREFEAGEENA—Y 3 0 220 AV TEAR A, & ad— hORAR, B RIK

IR R OEEARGERNCER LT, 735, FRICH S 20 RY | AEFSIL andexanet &% 5-BHARTE T
HELLT-FL LT,

MR FHIRA, PR R O~ — 7 — D RRAE R N —R T 1 b O bR (8T
— &) XL R A S 2 A — b ORAR K O SBINCR U, &l ~— 7 — O RLibFe i &R
& Sequence BT H/R L7z, KHEEM (#EfET — &) XKW RBRAEOLEFIAIZIL S HE LT,
T AT O MR F IR S OV EAL PR A CHRIERHHICET 2 X=X 7 14 U bkt H £ T v
7 N T =T NEEaR— NOMABNIR Ue, ERARMRAE O REEIXER Lz,

LEES
BREDOHR, N—RF A RN RAREFHI RN
AIRBRTIE, FH 100 BIAEER S, 2 oD ar— bk (1 Xi%2) O X 5T 2 FEHOIEE Sequence
(AXIEB) ®HHD 1 DI 25 BT 2T X AIZEID T Hiviz, 6% Sequence D 1 ﬂ;ﬁ“(
100 B3 X TITTRBRIED B G- S du, 85 2 W T 97 BlIBBRIEDN I G- S vz, RIGBREZTET L712D
5 HITHY., KgEraT IE L7 5 BlomiEEH L, BEARAED 3 4] (Sequence 1A, 2A B&U“ 2B
T 1), [FEREDS 1 6] (Sequence 1B) . R HHIEMRAGIEDS 1 5] (Sequence 2B) Toh o7z,

Andexanet &5 SN2 T R TOWRE 100 §l &2 Z WM RERICE DT, Pl lb 1
DOREWZ5ET L, andexanet DR — 7 AFH- 25T L, PK gHliIZ 2L I T IRBRIEIEFT
7> & OB 22N R TOPERE 100 4% PK T REF IS DT,

179 Sequence D& 1 ], HE2 WOWThb%ET L, SIEORGEETCHR—T AREEET L,
PK S Z 228 %} F IR BRI Il Z 0 S D@ N 72 <. 2>D AUCw 2R/ T 5 729121+45
72 PK HOmE (RENTE/NR) 283 23X CTOWEERE 97 4l 2 BUAI M O RSV 2 3HE 9 2 [R5
PERFAM S REER & LTz,

179 Sequence Bl DX— R T A > D N OHERHFHIRHE % Table 2.7.6.13-2 12777,
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Table 2.7.6.13-2: R—X 54 O AOMHFMEE (REEETTRER)

Parameter Statistic 1A 1B 2A 2B Overall
Age (years) at n 25 25 25 25 100
Informed Consent Mean (SD) 38.2(7.79) 32.3 (9.00) 36.6 (8.34) 35.8 (7.90) 35.7 (8.43)
Median (Min-Max) 39.0 (21-50) 30.0 (19-50) 35.0 (20-50) 35.0 (24-50) 35.0 (19-50)
Sex
Female n (%) 6 (24.0) 14 (56.0) 8(32.0) 5(20.0) 33 (33.0)
Male n (%) 19 (76.0) 11 (44.0) 17 (68.0) 20 (80.0) 67 (67.0)
Ethnicity
Hispanic or Latino n (%) 7 (28.0) 11 (44.0) 10 (40.0) 11 (44.0) 39 (39.0)
Not Hispanic or Latino n (%) 18 (72.0) 14 (56.0) 15 (60.0) 14 (56.0) 61 (61.0)
Race
Black or  African n (%) 13 (52.0) 10 (40.0) 14 (56.0) 12 (48.0) 49 (49.0)
American
White n (%) 12 (48.0) 14 (56.0) 11 (44.0) 13 (52.0) 50 (50.0)
Multiple n (%) 0 1 (4.0) 0 0 1(1.0)
Height (cm) at Screening Mean (SD) 173.03 (10.376) 166.73 (6.774) 170.91 (11.005) 170.28 (8.588) 170.24 (9.468)
Median (Min-Max)  174.70 (150.6-194.2)  167.80 (154.7-179.3)  171.00 (151.4-190.8)  170.70 (149.1-188.0)  169.90 (149.1-194.2)
Weight (kg) at Screening Mean (SD) 79.77 (12.873) 67.77 (8.781) 76.46 (12.646) 80.06 (10.734) 76.01 (12.267)
Median (Min-Max) 78.70 (58.2-111.6) 65.70 (55.3-82.7) 73.10 (58.2-109.9) 80.50 (58.9-98.7) 74.65 (55.3-111.6)
BMI (kg/m?) at Mean (SD) 26.52 (2.364) 24.36 (2.679) 26.13 (2.984) 27.54 (2.527) 26.14 (2.853)
Screening Median (Min-Max) 26.70(21.1-29.6) 24.00 (19.9-29.7) 26.20 (20.5-30.7) 27.80 (22.2-30.9) 26.50 (19.9-30.9)

1A =400 mg bolus Generation 1 (Period 1) and 400 mg bolus Generation 2 (Period 2).
1B =400 mg bolus Generation 2 (Period 1) and 400 mg bolus Generation 1 (Period 2).

2A =800 mg bolus Generation 1 (Period 1) and 800 mg bolus Generation 2 (Period 2).
2B = 800 mg bolus Generation 2 (Period 1) and 800 mg bolus Generation 1 (Period 2).

Source: 19-514 study CSR Table 3

345/350



2.7.6 fHx OREBROE Lo
TUFEH Ry b TAT7 7 GEE TR L)

BRE ORI

Andexanet DX & (400 mg) 7% GEN1 #H T 494, . GEN2 HH| T 49 4 12 5- S 4, & H & (800 mg)
73 GEN1 $41T 49 4. GEN2 #UA|T 50 4285 S 7z, 1B Sequence Bl DIRERIEDURFZIRILIT
Table 2.7.6.13-3 |2/~

Table 2.7.6.13-3: EEREDRT|EDINR (REMBTHRER)

Parameter Statistic 1A 1B 2A 2B
Subjects receiving any study n (%) 25 (100) 25 (100) 25 (100) 25 (100)
drug
Subjects who received full n (%) 25 (100) 25 (100) 25 (100) 25 (100)
dosage of study drug in Period 1
Subjects who received full n (%) 24 (96.0) 24 (96.0) 25 (100) 24 (96.0)

dosage of study drug in Period 2

n = number of subjects

1A =400 mg bolus Generation 1 (Period 1) and 400 mg bolus Generation 2 (Period 2).
1B = 400 mg bolus Generation 2 (Period 1) and 400 mg bolus Generation 1 (Period 2).
2A = 800 mg bolus Generation 1 (Period 1) and 800 mg bolus Generation 2 (Period 2).
2B = 800 mg bolus Generation 2 (Period 1) and 800 mg bolus Generation 1 (Period 2).
Source: 19-514 study CSR Table 6

FyE e
Andexanet #A[H D PK R

Andexanet @ GENI1 ##| XX GEN2 #H 2 HW\WT 400mg A —7 A hH Lz & & omiE
andexanet 12/ (ST E¥IME) OHERS % Figure 2.7.6.13-1 (2, 800 mg R — T A¥hH L7z & & Dt
tF andexanet JRE (ST E¥ME) OHEE % Figure 2.7.6.13-2 ("9, WINOHETYH, MmiE
andexanet Ji& B D SEREIL, R—T AFEGHT 2~5 5% (R—F 2 GH&K THD 1 L2 EHOD
HIERER) (Chemfia s Lo, BHRBBEIEIICIK T Lz, £72, WTIhoFAETYH, 13EAL
DRERF TH G- 48 REfI 14 D MAEH andexanet & £ FERIEARTH & 72 o 72, 72, MHEOW
T OBH & 5-1% 48 K LANIZ Mt andexanet 352 B O SEIME 25 T FRATE ICIE 72 & 7205
7=
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Figure 2.7.6.13-1: Andexanet (Generation 1 & U Generation 2 &%) @ 400 mg #R—5 X %5

Lz & Emm#Edh andexanet ;JREDFHEDHEFRE (aFR—k 1.

&£MH) (£ : #8#BX5—IL, T: B85 —I)
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—-—8B

04 & T T ? T
0 8 16 24 32 40
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100000
10000

1000
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——A
—-—B

Nominal Time (h)

A =400 mg IV bolus Generationl; B =400 mg IV bolus Generation 2

Source: 19-514 study CSR Figure 1
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Figure 2.7.6.13-2: Andexanet (Generation 1 & U Generation 2 &%) @ 800 mg #R—5 X %5
L7z & EDMmiEd andexanet BEEDFHEDHRE (ahR— b+ 2. PK @BHIxR
£H) (£: BEAT7—IL. T: AR#ERT7—IL)
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A =800 mg IV bolus Generationl; B =800 mg IV bolus Generation 2
Source: 19-514 study CSR Figure 2

KA L 7= andexanet D PK /N7 A —4 (AUCo0. Cmax X TN AUCo) %, HUHI[H Cruig L7z
fE % 23— RBIIZ Table 2.7.6.13-4 {2773, Andexanet @ 400 mg (=7— k1) XO800mg (=
A=k 2) OVWFNZELLIZEETH, AUCho Cmax LY AUCo DI FEIED D 90%CT
IXERNCBUE U7 RSO FFAEIE  (0.80~1.25) WIZ5E4ITTE 41, andexanet @ GEN2 Hil| &
GEN1 A DRIFEMEA VR STz,

Table 2.7.6.13-4: Andexanet PK /35 * —4& D ELFEIE (Generation 1 & &l & U Generation 2 & El)
TOLE (REHETNRER)

Dependent GeoMean GeoMean  Ratio (%) 90% CI 90% CI p Value? ANOVA
Variable Test Ref (Test/Ref?) Lower Upper CV (%)

Cohort 1 (400 mg IV Bolus)

AUCo 62,100 62,500 99.52 96.24 102.91 0.8082 9.02

Crnax 61,500 62,000 99.31 95.52 103.24 0.7651 11.38

AUCq 62,000 62,200 99.72 96.70 102.83 0.8780 8.98

Cohort 2 (800 mg I'V Bolus)

AUCq 127,000 127,000 100.41 96.24 104.75 0.8730 12.14

Cinax 119,000 120,000 98.98 94.62 103.54 0.7037 13.35

AUC 128,000 126,000 101.75 97.56 106.11 0.4929 12.44
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Ref = Generation 1, Test = Generation 2

Note: GeoMean is based on the LSM.

2 GeoMean (Test)/GeoMean (Ref)

b For the difference in the treatment estimates. Significance was defined a priori as p < 0.05.
Source: 19-514 study CSR Table 5

7

=

£
AJEBRC. andexanet ™ GENI HUHI X% GEN2 HHID 400 mg 2G5 L1z & & DLEME24 49

£, MUY GENT #3430 1T GEN2 I D 800 mg 2 &5 L 7o & & DREMEZZNEI 49 4, 504 T
Al LT, REVEORE R A LI TICRT,

Andexanet D 400 mg # #5- L7 & O EFROFIEIA X GENT HHI T 22.4% (11/49 f) |
GEN2 AT 20.4% (10/49 ) TV | JRERZE & ORFEMENGE T E WA EFEFSIL GENL
BIHIT 6.1% (3/49 #) . GEN2 HHIT 10.2% (549 #i]) Tho7=, E7=, 800mg # 5 L7
& EDOREELOREIEA L GEN1 RUKIT 34.7% (17/49 #1) . GEN2 HK| T 30.0% (15/50 i)
Th V| IR L OBIEMNGE TE RWAEFSIL GENT AT 20.4% (10/49 i) . GEN2
FIHKIT 18.0% (9/50 #)) ThH -7z,
Andexanet DT FLORIA] W iLD %T“’b ., EERAERS, EEORFERS,
MARMEFER UIIER T LB AEFRIRDOOLNT, FEAEOFEFEGIIRETH -
77
&b I LN EATENOAEFERZITER CTH Y | £ OHIEIG L 400 mg &5-FFD GENI
BUHIT 4.1% (2/49 1) . GEN2 AT 2.0% (1/49 1) . 800 mg £ 5-1F > GEN1 AT 8.2% (4/49
%) . GEN2 HHIT 4.0% (2/50 5) TH 7=,
MRFEIRE K OV LR CHRAIC BB 2 23R %;Woeznoto BEE ~ — B —IXH
%fﬁ{fﬁ’ﬂfcigi;'i@wfb%ﬂj L 7273, andexanet D H& 512 el ~ — 7 — ORI
WD Lo T, BERM TlX, fU andexanet #{43733 R LN ERE OE S
(Table 2.7.6.13-5) 1T EDORER & LLXTEN -T2, FURBEYEDEI &0 OHLARM O &
IZ andexanet D FEE G TTHFRISND LD TH o7, £7-. FX X FXa lZx 9 2 T RFUENED
LT HERE X W o T,
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Table 2.7.6.13-5: Andexanet [ZX§ 2 IAD RN (MBI RER)

Cohort Sequence Visit/Timepoint Subjects With a Titer Value | Number of Samples
1 1A Period 1 Predose (Day -1) 0 (0.0) 25
1B 0(0.0) 25
2 2A 0(0.0) 25
2B 0(0.0) 25
1 1A Day 7 1(4.2) 24
1B 0(0.0) 24
2 2A Day 14 3 (12.0) 25
2B 0(0.0) 25
1 1A End of Study/Early 5(20.8) 24
1B Termination 5(20.8) 24
2 2A 7(29.2) 24
2B 2(8.3) 24

1A =400 mg bolus Generation 1 (Period 1) and 400 mg bolus Generation 2 (Period 2).
1B =400 mg bolus Generation 2 (Period 1) and 400 mg bolus Generation 1 (Period 2).
2A =800 mg bolus Generation 1 (Period 1) and 800 mg bolus Generation 2 (Period 2).
2B = 800 mg bolus Generation 2 (Period 1) and 800 mg bolus Generation 1 (Period 2).
Source: 19-514 study CSR Table 13

® A ZHA TR AN IR IRAICHE R Lo 7T VTR bV o Tz, Fio,
fili ZEARIE K O EFIRIARE 1358 & D v Ze o 7z,

LIk, andexanet ® GEN1 4|, GEN2 ®ANI VTN b B2/ Z R L, WRAlORZ 2T

177 AVICKRERIBWVITRD DL o T,

E

Andexanet ® GEN1 $7 K T GEN2 #4551 2 fdt Fege B 1245 O H & (400 mg 1% 800 mg) T
HLlZEE, WTFNOHETYH GENI A & GEN2 RANIIFY%ECTH Y . BAIR T andexanet DIz
BERICRERBEWNTIRVWEEZ BN,

F7o. ZAEMFETIL, GEN1 Al GEN2 ATV TN b AEMITIRLFTHY . WAIR TL
BT T T 7 A VICREIREWITRO o T,
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