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BEE—ER

372 JERE H AGE

3F-PCC Three-Factor ~ Prothrombin ~ Complex | 3 KT &H 7' v k1 B U EA KRR
Concentrate il

4F-PCC Four-Factor Prothrombin Complex | 4 R7EH 7 v hvar B A KRR
Concentrate il

aPTT Activated Partial Thromboplastin Time IEMEALER Sy b r AR 7T 2 F IR

ATIII Anti-Thrombin 11 TrFhkrrEY

AUC Area Under the Curve 1 35 v EE AR T T A

CAT Calibrated Automated Thrombogram HEWIE b AR 7T A

CHMP Committee for Medicinal Products for | FRMN[EIMTOE N HIEEKLEZES
Human Use

CL Clearance JIVT T A

Crnax Maximum  Observed  Plasma  Drug | & A4S RE
Concentration

CNS Central Nervous System O PR R

ELISA Enzyme-Linked Immunosorbent Assay P 8 50 % W 5 T E

ETP Endogenous Thrombin Potential IR b= o B PEAERE

FDA (US) Food and Drug Administration KEEGERLR

FXa Factor Xa MR EE RS 25 Xa K+

Gla gamma-carboxyglutamic acid Y-HNRF T TNE I PR

GLP Good Laboratory Practice [ HE 0 O 22 VEIZ BE 3 % FERR IR SR

S oD H e
GMP Good Manufacturing Practice = 48 i Mo OV SE R A i oD o 4 R e O
B B OD FEYE

HE Hematoxylin and Eosin AT hFV) e AT

H Heparin A~ v

HUVEC Human Umbilical Vein Endothelial Cells B b RRIRN BRI

ICH International Conference on Harmonisation | 2= 35 il 5 A0 [E BE ik

INR International Normalised Ratio [ B E i

v Intravenous AR

Kq Dissociation Constant i Bt T

Ki Inhibition Constant B FHE A G IR OfRBEE

MFD Maximum Feasible Dose hATRE R e K &

NOAEL No Observed Adverse Effect Level HEME

PCC Prothrombin Complex Concentrates = =V RN 3 el

PD Pharmacodynamics T

PK Pharmacokinetics T E) B

PT Prothrombin Time =30 N = I g 2.1 1

RFU Relative Fluorescence Unit TR G A
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s = JERH H AGE

rfVIla Recombinant factor VIla T s R 2 R R EEE 5 VIIa K+
RVVT Russell's Viper Venom Time VA A% AT

t Half-life SRy

TAT Thrombin-Antithrombin froE-TUoF hrrv HER
TF Tissue Factor HERR K] 7

TFPI Tissue Factor Pathway Inhibitor FLARIR 7R A v e B X —

TGA Thrombin Generation Assay ra B UEAT vEA

Vs Volume of Distribution at Steady State TE H R HE S A AR
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2.4 JEEG PR 5 BR OD 481 45 5T
1 JEERARELBRETEIHIAE

Andexanetalfa (LLT andexanet) OIERFIREABRGTINIL, 128 S NI AEHIMET ORER. BRIRBHI &
HHF 29 e R AA A~ — T —DER., TR S5 EHMEAERHOFEEZ Bl _7“5‘4' rvani,
AETIE, 1) b MSEROMEKR T (TF) &M ho v (a) FEAIC K VRN L7Z in vitro
T andexanet |2 X 25— REXH U KO ) 98 ofugEEHOESL, 2) =/ 33U
Y OPUEEEERIC X A i &I2xF9 5 andexanet (2 XK 28/ & FFET B T © Y X AFIEAIE £
Tv, KOV 3) 1ML MR EEE S X K (FXa) PHETEMEOE AR KIZ K 2 i & % 52
AET DTl O, TEFRY AN ERE LCEEIRE T O T X ZRBMENGE T L TORM &
andexanet (HT FXa {EMED B EME L ~L) BEIZETHEREE DT,

Andexanet X, EEHEMASRSOIMEEAS FXa [REA O HIZ X 2 KSR AT ROkt
FEVEH OB b a B9 & L CTBR% STV 5%, Andexanet (43784 41 kDa) 138 /=1#
BAWZEME b FXa THY | EEEMRELOREERR [7F e e 11 (ATIHD A&7FE]
PLEANC K L TEWRSEBIFMEZ RFF T2 L 9 7 A » STV 523, andexanet [ E[E A D EEE L
HESOFEEE L F RN 2R 72720 K912 2 SOEBEREMMH M STV S, Andexanet D 72 1FH
B IE FXa FHEAI ORI & OFLEEEEH Ot CTdh 573, andexanet & fHARAF#E# A > b B
4% — (TFP) & OFEAEMIZE Y, TFPHEMEOEIZ L2 Na lEAET v 2 A fED LA NRED b

LHAREMEN B B,

7 B FH 85& TR T & 5 Generation 2 THYE U 72 JR3EIX, Generation 1 CTHLE L 72 3L & H
SRETH D Z DRIz, mAIOSHTHIZRIESENE RIEME R AL T T A 25t Rl
FEMEMAT (52 2 —/1 3.2.8.2.6) IZ#iX . Generation 2 andexanet D IE[FIRZE 2 % il 35 720
Generation 1 andexanet & DIEFEE B DK% & ¢e, Generation 2 andexanet %z H V7= K18 % 5-7 1 uiﬁ
BR A& S LT, ARBROERITEY 2 —/1 2.6.6 ICEKNTD mCMO%ﬂw%D BERERE %
gl L7e3mEie (PK) LO¥E )Y (PD) HlGABR (16-512 3ABR) . HrkkE AIFEOFH T Ok
WeBRE & %8 & L7z andexanet D7 1 A A — 3—PK Bk (19-514 ﬁi@%ﬁ) o MFONT H I B A kS
& L7c ANNEXA-4 3% (14-505 38%) 123V T, Generation 1 & Generation 2 @ andexanet O L
BEIRT — # 235 531 TH Y . Generation 2 andexanet D AEMTETE, A %0 M OV 2PE)Y Generation 1
andexanet & [AIFEECThH D Z L DNHER I LT,

Andexanet (% FXa [HEA] (E4EHR LK ONMEERR) ([T@mWBIFPEZ REF L TV 2208, TEM
AL DR Y o E2T T =B L TV D TR 72 < e e v s A O R ONEEAL
THZLIXTET, WIEM: FXa DEFOREERETEES BRI TN D, F 72, Andexanet [XiE15 1
FMZIZE D y- IV ARX T TN IV (Gla) RAAL VB RELTWDHZ Enb, IrhroE
T —BHEEERA~DOMAIAL D72 BrEEEEH 2 720 (Figure 1),
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Figure 1: E b FX R U andexanet D&

I Light Chain | Heavy Chain |
| I |

~~ Gla EGF1.2 RkR AP  S419

Signal Peptide Catalytic Domain
Human Factor FX
S41
Sa19A = EGF1.2
|—s—s
PRT 064445 Precursor PRT 064445

FX = Factor X; GLA = Gamma-carboxyglutamic acid; EGF = Epidermal growth factor; RKR = Arginine-Lysine-Arginine;
AP = Activation peptide

In vitro ZEERFRER Tl FXa BLEANC %9 % andexanet OB FIE K O LAEH 3R STV %
23, invivo @B Tld andexanet 23T FXa {E1ME 4 SR I (b U, HreEER 2 K3 5t PD <
— A=K O EE D EED 2 ERREINTWD, §i FXa IEHIT e EER O — Bt dH 5 %Y
RETECH D Z ENREINTEY, $i FXa {EMHEOINEIL in vivo ET /L THRD B AL HfL
BORDELSHBEALTWS, 2D ERKT —F 725 andexanet 1% FXa PHEAIOHTEEE E
Mz L, BE7 A CHEZ D S8, Ha EAROEF(LICE Y EAEEIEL 2 &
DRI TND, VR ORI S 23515 & UT= invivo iBRClE, MkkEE A 4~ — D —T
&5 F1+2, Ta-ATII (TAT) KO'D ¥ A ~—O EFREO LN, b ittt <> %
3. FXa BAFEAIO PG L 05 LT,

Andexanet ® PK &, 7 v MOV (T ATZHFNVKROD =7 AP )V) % iz Ha O E
BB CRElE L7z, 205 O BRD BAYIX, andexanet ® PK /37 A —X 2B 52 L, HEEEH
M FXa BLEAI O PK 12 & I1F T andexanet D ZFHET 52 L TH o7z,

Andexanet 1%, FXa PLFANC X 2 HtEeEEH 2 b9 2 BRI GIasE & L CRB S Twn
%o DIz, andexanet DIFERFIRZ BN Z TN 572 DIZFEM L2 T v b RO LD EH DL
BMEICBIT 2 FERRR B O Ehm o FKHE (GLP) #HFRBR OB G IR S Tnes (2 B
W), W< DD S FXa BAFEA] (TEXFH AL UN—mgXh Ay = 330 R
betrixaban) % FW 7o 5Bk & 90 L, EIX L7218 IZ 351 % andexanet D22 ME 2 [ E (AR L 72,
MR T, MIREEANAA A~ — I —ThDHD XA ~v—KUNTAT DE=4 Y 7 Wtz
WCRET D Rk et & S5 e L. IER 7 IARYEA X MICRRICIEE 2o 72, MIREERE N A A~ —
B — (F142, TAT O'D #A ~—) 1358 I~3MBEKHBR T =4V 7 LT,

Wl =11 B B cirbh Rl ERS T NAEERSRERS (CHMP) L OXtEBSI2H
T, [ ORGARR R K OV E A 78 KGR F S O 72 0 O FERG IR 22 MRk BR 0 F2 it (2 B9~ 2 R 3K 5L
HIFRFIEES S (ICH) H 4 KT A M3 (R2) IZHEV, FXa BLEANIITEF O 515 TH 5
T OETHEMNABRZ I LW 2 CIIAR TE A 2 &, 70, P& I/ E)IGE Tld andexanet D
BeHHM NN & RO ORFN O (N4 4727 7 v U—ERESREL, ICHS6 (R2)] #B &
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SRRVl y (e A SR ety e cvall || 20 [EENEN EH |
AR ) commicESx, KEEREERD (FDA) 13, & S0 #ISIE TO andexanet O
1 % B 2 7= 0 OB F6 AR B PR J OV UERY 72 2 4R 1 BAEAS AU JEMERR R 00 S 13 R 2
Thd 2 LI Lz, B BB IS MBI L v . FUBERERIC X 0 HIEARREA i
AT 5 BE UTRAFH 2 ET 2 BHICHB\O T, FXa EFOPEEEER 2 881 5 7= DI
andexanet Z i 32 Z & OZ MR OHEIENEAS T iz,
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2 EEIBHER

EEEAERE O FXa fRES] (D —a X0 TESFY R o REP 3 betrixaban (R
HKERHE) 72 8) 1k, AT 7 VR EDEH I v K EERHI R S ST X 7 EHFNC AR
b EANRHEIZHEM L T AHHY 7 AOFEEEAITH D, T OB EERERRE O HuEERHE
BN, BEENHEML L OCHIMMAERESO ) 27 2007 7 U v & il UTR 50%IE T S8, 2 D1
TIHEEREEIZBWTHHER STV D 1D, EREMERTLRE O HUEE A T OFEERIETIX, UL
77 ) UG BRETHLELE SNHEROBERREE =4 VIIOHERHENAZE L 25, 51T,
T XY R U ED ETHES R i EOIER O MEEER (AT K /71%) FXa FLEH
I, FFRIMAR ZERRAE D TRECTRIR 7 £, B2 2l IIE I3 L CTRAELSHEH SN T D, LnL,
BRI AMEICER T W OO EHEEAR R ONWBEA FXa BLEANT WV b i1 <
N DM Z LN, A E BN THECBOEN GG b D, LR T, AR HfilnR el
VETH 5, Andexanet X FXa DT aA 3 ThH V., EEERE L OMBIERR FXa LEA| O H
fFlE LTS TN D,

FXa 3V 7usr7—8ThHY, 7ua bar e rind lla ~EHd HEE D A7 — ROk
BRI BN THOEER 25 Ha lXMRERIZCB N T T 0 7Y ) =7 k7 4 7 ) K
BT DEE D A r— RORBEOE ) 7 aTF 7 —8 Th 5 (Figure 2) , EAEVERA FXa PLEAL.
L OBA KA ET 5 2 & 72 < FXa lZfEA L, IEMEERET 2, —J7. MEIEHS FXa BLEA
FIAE B ER T CTH D AT & O EAERIC XV BukEEEH 2 %3 5, AT L, FXa 2 &t
%< OREEEFICHES L, RAELT 5, ATHIHIZ X AFEX, ~XU v KGF~oR Y o 4
PO B TAR (T HNRYXTRRE) IREORY v Ryt OESEBRIZL Y K
TJuEE N D,

Figure 2: EEFRAERUVEEERE FXa BERIDEEH X 7— FIZH 1T 51E/
(Extrinsic Pathway) (Intrinsic Pathway)

TissueDamage

apixaban
edoxaban
rivaroxaban

T N {ﬁ/ng

ATIII = Antithrombin III; TFPI = Tissue factor pathway inhibitor; TF = Tissue factor; PL = Phospholipids

9/38



2.4 FERGAR AR O R
TUFEH Ry b TAT7 7 GEE TR L)

Andexanet |38 /s X KA e R FXa TH Y, & b FXa OFEEIEEEZ A L72V, Andexanet
IXEHEERT FXa FREANCEWBAIME TG L, FXa BREAIONTENE FXa ~OfE A #HEHET 2
ZEick Y, BiBEEA OB LN ER S D, F 72, andexanet |F, FHEE/EAM FXa FHEA| & &
AREE LTz ATHT 23 FI2H5 6 L CHIE L, ATHI-FLERIEAS IR ONIEME FXa & OS2 FLE
T 5, HHRBR T 0 77 A, LT OROMRE S T2 andexanet DIEHBEF ] 520279 5 H
BTTVA ENnT,

® FXa fHEANI T 2 @ s & BlFntE

®  GEEEAE K OWIEEREVERH o K an

® EBAEMM KON AT R AF M A E A FXa JLEROFT FXa 1M, EHEMEAR FXa FLE
F O FERE A TR FE W QN B € 7 /L C O H ifn Bl 2 FEHE & 5 2 Bk /EH o 2k

® Ila FEADRIEIZ X » TR S D EERETE O EH AL

o HBEEAM L OMBEIERE FXa BLEAIOMENLICEET 2 PD ~— 7 —& L TOH FXa
15 MK O a PEAEBE

2.1 In Vitro Z=EHER
2.1.1 E R

EHAEAR FXa BLEANT FXa IZFEE L, EDOIEMEEZFLET 5, Andexanet [FS 25 FXa & LT
BEEERA FXa BEFICES VBRI CREET 203, WNTENE FXa 286 DEEENEEIT 20 (1 THS
B), Andexanet |Z FXa 7 224 & LCEMA L, FXa BAERZET D2 L2k, ZOIE/HET
MAE R 2 T S, e e BB KER e e e — B EA KT O
FXa {EMEZRIE S5, FERESRSUIHERFES O andexanet X, [EfFAR7m oy e —EH
REZFHE L72vy (Figure 3),

Figure 3: EEEAER FXa BERIOEMLEF
Prothrombin
|
Ki
—
+ llase Inhibited llase Thrombin
|
FXa Inhibitor
+

o #

Andexanet FXa Inhibitor-Andexanet
Complex

IIase = Prothrombinase complex; FXa = Factor Xa; Kd = Dissociation constant; Ki = Inhibition constant

F7-. andexanet |X. RGE~/ Y AR T~ XL T XN XU AT EORIBEER
RIBHEA] L AR E B LT ATIHL (2 b F5E L CHitE L. ATHI K7EME FXa BHEEA 2 %) S|
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b3 % (Figure 4), [AEROBEFIZ L V| andexanet (Z~/NV LK OR= / T30 Dbt a {5
bENET D,

Figure 4: AT &7 1% FXa FRERID E3h LR

; / FXa-AT-H complex Inhibited FXa
§ p
AT-H complex
(?1]0[

Andexanet-AT-H complex

Free H

AT = Antithrombin III; FXa = Factor Xa; H = Heparin, or low molecular weight heparin (e.g., enoxaparin), or pentasaccharide
(e.g., fondaparinux)

FXa BHEANTEEERESE FXa 2420 &3 5729, bl FXa iEME7e &0 PD AIEEIL, PrgEEER ©
I F;'ﬁ@a‘é WG R HRIT 2 A AN PRI CE D afREME O @V E Y 22 PD ~— b — &7 D,
PU FXa {EPEIE, EREMERR L ORI E R FXa LEANC X % FXa IEPERLE O E 1R L E T
&5, FXa Bﬂ%ﬁﬂ@mwﬁ#ﬁé\@%fg & B EEEAT FXa [REA Ot FXa BET v A I X
D IE L7=P FXa T2 & MB35,

X5, Ma d7 e b —BEAKRT FXa lck b7 e bu v e Uiz L v Ak S h
DUEE I A — Rigte D707 7 —E T, 747V () BlEHEET 57290 (Figure 2) .
la FEAT v A 1T FXa [REO TIICI T 2 HtEeEER & (ki [=11E Ol 5125t 5 AP E R
DOHDHREETH D, FXa EFNC XD Ta EAMEIL, Ta FEABMA TF BB SUITEELE /Y
fa R T T AF EEE (@PTT) R (BEftCSUINRMERE) Th o ichrnb b1, HiFXa ik
PEROE OB AR 2 Z LRSI TWV 5,

2.1.2  Andexanet D& & FXa [AEHI & DEEH
EiEERE FXa EEA

WAHGEI R 31T D FXa {EMEHIE TlX, andexanet IFEHE/EFA FXa FHEA] & @V BLFIME T
AL, UnN—aXH N TEFH N betrixaban K M= R XY 3 DOhL FXa {EME % H &G
IO RITHERN T2 (Figure 5), 4 FROEE(E RS FXa BHLEAIZXIT % andexanet Oiff & #i N
PE S S (Ko) ] 1% 0.5~1.5 nmol/L & FIfEETH D (Table 1), = FF ¥ 3% andexanet (T
LT, RS / EVRETORKEHFIMEEZ A L (Ke=0.95 nmol/L) . U _—a X+ U KD B
PN ERERETH ST,
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Figure 5: EEERE FXa BEEFIOBEEEMEICXT % andexanet 12 & 5 FASKFHLE
ik
Rivaroxaban Apixaban
— 100~ — 100+
£ €
£ £ =
a o []=0nM 3 O [[=0nM
o & frr2snM Q 4 [1=2.5nM
£ o [1=500M £ & [=5.0nM
2 = o [1=7.5nM
= O [[=7.5nM = ’
3] k3]
© ©
O O
x i
T T T T T T 1 r T T T T T 1
0 50 100 150 200 250 300 0 50 100 150 200 250 300
Andexanet (nM) Andexnaet (nM)
Betrixaban Edoxaban
.,5\100* 7:\100_
g O []=0nM g O [1=0nM
% A [[=2.5nM o A [[=2.5nM
: 3 < [=5.0nM §, <& [1=5.0nM
£ ) o [I=7.5nM Z o [=7.5nM
3 5| & g
] a ©
X
NN x
T T T T T T 1 r T T T T T 1
0 50 100 150 200 250 300 0 50 100 150 200 250 300
Andexanet (nM) Andexanet [nM]

FXa = Factor Xa; Ki = Inhibition constant; K4 = Dissociation constant; mOD = Milli-optical density

Notes: The assay mixture contained human FXa (3 nM), different concentrations of inhibitor (0, 2.5, 5.0, and 7.5 nM) and
increasing concentrations of andexanet. Following pre-incubation, the remaining FXa activity was measured by adding
Spectrozyme-FXa (100 uM). The initial rate of substrate cleavage was measured immediately and expressed as mOD/min.
The data were analysed by non-linear curve fitting using the Dynafit software using the reported K; values for rivaroxaban,
apixaban, and betrixaban. Edoxaban Ki value was determined in a separate experiment (Ki= 0.122 nM). The analysis yielded
the affinity (Kad) of andexanet to each direct FXa inhibitor.

Table 1: Andexanet D EEERAE FXa HEFIIC I S HMNME (Ko fB)
Inhibitor K4, AnXa (nM) K;, FXa (nM) Ka/Ki
Rivaroxaban 1.53 0.400 (reported'?) 3.83
Apixaban 0.58 0.100 (reported') 5.80
Betrixaban 0.53 0.117 (reported'?) 4.53
Edoxaban 0.95 0.122 (measured)* 7.79

AnXa = Andexanet; FXa = Factor Xa

Ka: dissociation constant of andexanet for each inhibitor was determined by kinetic measurements.

Ki: dissociation constant of FXa for each inhibitor was either based on literature results or determined by kinetic measurement.

*The reported apparent K; of 0.561 nM for edoxaban was measured in the presence of 0.7 nM human FXa?. After accounting
for consumption of the inhibitor by FXa due to tight binding, edoxaban would have an estimated intrinsic Ki < 0.211 nM,
comparable to what was measured.

[FAFIZ. andexanet It bIAES CEB/ERAT FXa FHEANZH S L. ¥ FXa IH5M4 %2 A &K 17
(I35 (NC-12-0435-R0001, NC-12-0435-R0002 }2 8 NC-13-0565-R0001) (Figure 6a), ¥ 7=,
T REHANCORBROBELIE F o R 7T L (CAT) /3T A—4 (TF-CAT 7 vt A Zffi[]) 12
KD EEMATFE RN GRS N7 L 912, andexanet |3 & b MAEF TOEREIEHM FXa FHLEAIZ X
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% la PEAEPRSE 2 RPN D BRI T 5 (NC-13-0565-R0001-1)  (Figure 7)

AT & TEE FXa FHE#|

Andexanet |, ATII & M#/EAT FXa BREFA] CROTEIA~ANY 0 =) FHRY CROT 4 05
RY XY AR ) EOEABIZHEEA L, B MSEHR CREEERR FXa BREA] (= %30 V)
DOFL FXa 1EPE (NC-12-0434-R0002) (Figure 6b) W NTAKSy F-~/X Y 2 K OSRFEA~/SY  DHL
Ia &M & O FXa i&M: (NC-16-0738-R0001) % &K FHNZ LT 5,

FIkEEIC, & MMSEZ W 4EN Tla BEAET A 128 T, andexanet (3 AT (& 774 R B2 1E H
B FXa BHERTH DT /7 X930 N2 XD Ha EARE S A EEFHNOZERICELT 5 (NC-
12-0458-R0001) (Figure 8),

Andexanet (X, TFPI Zfr&, o> FE /2 mAEFEEERIE X X7 L OB AEERZ R~ E 7
V., Andexanet-TFPI [FH A /EMIX. TF &M Ha pEAET v B A 12B1T 5 FXa [LERGEENE a P&
A LE DR ZEtES 25 A REMEAN & 5 78, aPTT RE A HW/=JE TF 8N a FEAT v A

(TGA) 1ZBWT, invitro TH LN L KIT S 720,

iR TE-TGA (FHMFEOEHAL [RFUD) 7 v A1k b MisEE W in vitro 388k & —#
LC. TF-CAT 7 vt A Z AW BRIZBW T, andexanet [T/ FH %) U RONT 4 F R
X7 A7 8D ATHI KAV FXa FLEAZ B2b3 2 2 & 3R S 4172 (RPD-000594), L2~L,
invitro TOENMFEEF & LR U T invivo TIXPL a IE ISR 251 FXa I5MELE 23 5 < 72 2 Al REMEN
BV | in vivo XATEERRER TR L 7= /7 5% V3B O 4TI TF-CAT 7 > B A ZH\W 55
ATiE, = 2 RY BT o F R X7 AN EIZ%T 3 andexanet DVEAS 72 - T
WHRICHEEBETAOIVEND D, £7-. in vitro RS OVFEFEHERE TO ex vivo IRERIZIBWT, in
vivo RER TIE™ J 980 % 5C TFPI i OB 5503, in vitro BB TIXZ D X H 7¢
TFPI i HEEINTER D B V) R TH R > T s,
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Figure 6: EFORFTOEZRFRAERUVRBEERE FXa HEFI O FXa FHED
andexanet [Z & &1t
a. Direct FXa inhibitors (Anti-fXa) b. Enoxaparin (Anti-fXa)
Direct fXa Inhibitors Enoxaparin
1257 O Ri 1.25+
R|Yaroxaban o 1.01U/mL = 05 IU/mL
—~1004 6 A Apixaban 1004
T‘EI <& Betrixaban =
\g 75 O Edoxaban S 0.754
= =
& 50- ?E 0.50-
-E =
< o5 € 0.25
0 > & . ® 0.00- . ; : ; .
1.0 15 20 25 0 1 2 3 4 5
Andexanet (uM) Andexanet (uM)
c. Enoxaparin (Anti-I1a)
Enoxaparin
0.204
© 2.0 IU/mL (anti-fXa activity)
7 0.15+
E
2
P 0.104
< 0.05-
0.00- T T T T 1

0 1 2 3 4 5
Andexanet (uM)

FXa = Factor Xa; IU = International unit; LMWH = Low molecular weight heparin

Legend: The plasma samples contained a fixed concentration of a FXa inhibitor and increasing concentrations of andexanet.

Following pre-incubation, residual anti-fXa activity was measured and expressed as ng/mL for direct FXa inhibitors and

IU/mL for LMWH, enoxaparin.

(a)Reversal of direct FXa inhibitors rivaroxaban, apixaban, betrixaban, or edoxaban in human plasma. The concentration of
each FXa inhibitor used in the assay was 100 ng/mL.

(b)Reversal of indirect FXa inhibitor enoxaparin in human plasma. Two concentrations of enoxaparin (1.0 IU/mL, 0.5 IU/mL)
were used in the assay.

(c)Reversal of enoxaparin anti-Ila activity in human plasma. Enoxaparin concentration was based on anti-fXa activity
(2.0 IU/mL). Higher enoxaparin concentration was required in the assay as it has less anti-Ila activity relative to the anti-
fXa activity.
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Figure 7:
andexanet |2 & 5 A& FHEIL

a. Inhibition of thrombin generation by edoxaban
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b. Reversal of edoxaban-induced anticoagulation by andexanet
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40 Edoxaban (ug/mL) Edoxaban (ug/mL)
- 10 -0
+ 05
025 =05

<=0

ttPeak (min)

00 05 10 15 20 25 30
Andexanet (uM)
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CAT = Calibrated automated thrombogram; ETP = Endogenous thrombin potential; Peak = Peak thrombin; TF = Tissue factor;
ttPeak = time-to-peak; Vellndex = Velocity index
Legend: The TF-CAT experiments were performed using the PPP-reagent (5 pM TF/4.0 uM phospholipid) and the pooled
plasma spiked with edoxaban (0 — 1.0 uM) in the absence or presence of andexanet (0 — 3.0 uM).

a. Inhibition of TF-initiated thrombin generation by edoxaban shown by the CAT profiles correction of each CAT parameter.
b. Dose-dependent reversal of edoxaban-induced anticoagulation by andexanet shown by the correction of each CAT parameter.
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Figure 8: E rmEERICH T HEEERE FXa BERIT/ FH/8) 00 lla EEEED
andexanet [Z & 5 AE&EFHEML

400000-
=) .
L 300000 0O O O 5 g 5 & O Formulation Buffer
= o o Enoxaparin (1.0 1U/mL)
2 200000 =
@©
g (@]
£ 100000 ¢~
= o
O_
T T T T T T T
0 1000 2000 3000

Andexanet (nM)

fXa = Factor Xa; IU = International unit; RFU = Relative fluorescence unit

Legend: Reversal of indirect fXa inhibitor enoxaparin-induced inhibition of thrombin generation
was performed in human plasma using an in-house assay. A single concentration of enoxaparin (1.0 [U/mL) was incubated
with increasing concentrations of andexanet. Equivalent volume of formulation buffer at each andexanet concentration was
added to the plasma as control in the absence of enoxaparin.

2.1.3  Andexanet @ in vitro T 0 tE {2 K& U sk E1E A

Invitro 312 1V | andexanet (ZIXEEFEEE K OFLEEEEH 3 720 2 & D3RR S 4172, FXa OF
ML CTHDHE®Y VBT T = C%Tﬁ& LCWB 7=, IR O andexanet 2 (0~5.0 umol/L) |
BT FXa DFEILE Th % Spectrozyme-FXa 4 G4 2 il fiyEME23 720y (NC-12-0435-R0001 K&
TN NC-12-0435-R0002) (Figure 9), Gla FAA U AKELTWD Z EbPlEERN <, Y
RTFUNAEAIO Glu-Gly-Arg-7 m v XA F /7 b TIEMEHALZAE L7z Gla R A A 2 0RE
T HIEMEEIFLE B N FXa (FXa-EGR) & Mk U (Figure 10) . andexanet (X TF #5384 1la FEAELC
WA RIT S 72y (NC-12-0451-R0001)

Figure 9: Andexanet O it g% ;F 14 ZT 4

= 125 O fXa (3 nM) + AnXa (0 - 5 uM)
g 100+ O AnXa alone (0 - 5 uM)
@ 75 ®OO o o o
=
= 50
3]
@© 254
©
X

O mmo o o o o

o 1 2 3 4 5 6

Andexanet (uM)

AnXa = Andexanet; fXa = Factor Xa; mOD = Milli-optical density
Legend: The reaction mixture contained andexanet (AnXa) with or without human FXa (3 nM) and 100 uM Spectrozyme-fXa
in an assay buffer. The initial velocity of substrate cleavage was measured and expressed as mOD/min.
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Figure 10: E rMEERTO lla EET v 4 I2E1F % andexanet & FXa-EGR DEMELLER
500000
. & PPP+Formulation Buffer
E 4000004 _ -8 PPP+Andexanet
T S -~ PPP+fXa-EGR
< 300000+
.2
£ 200000-
S
‘s 100000+
0_

0 1000 2000 3000
fXa-EGR or Andexanet (nM)

fXa-EGR = Factor Xa - Glu-Gly-Arg; PPP = Platelet poor plasma; RFU = Relative fluorescence unit

Legend: TF-initiated thrombin generation was performed using an in-house assay. The reaction mixture consisted of pooled
human Platelet Poor Plasma (PPP), andexanet (0-3.3 uM), equivalent volume of formulation buffer (as control) at each
andexanet concentration, or FXa-EGR (0-0.5 uM). Thrombin generation was expressed as Relative Fluorescence
Units (RFU). Lack of anticoagulant activity with andexanet was evident by comparing to FXa-EGR.

F 7. andexanet [XZ DOABENLE CTHDH 7 1 b v vy R OMMEREERE Z VI K1 (FVID (2
KT D MBEIE LA S, MIRT v A ICBW T e oI/, AImER TN A A TS L
720y (NC-12-0438-R0001),

Biacore i & #BRIZ I T, andexanet (% TFPI Z R & | F 27 M4 hEeE B & o /X7 LB &)
HEEREZRERNZ EARIN TS (NC-12-0459-R0001, NC-12-0460-R0001, NC-12-0461-
R0001), Z#UiE, andexanet IR E k FXa 43 CToh Y, FXa 2 TFPLIZEWEMMEZ AT 5 Z
EMBLTRERINSZETHD,

Andexanet-TFPI [ AAEFIC DWW IR R & > %7 % O 72 iR RS (NC-12-0450-R0001) |
b MESERIRN B (HUVEC) ZHW=fila 7 v &4 (NC-15-0662-R0001 } T NC-15-0662-
R0002), b MIM#EIZIT 5 TF §5E M & OFE TF 35840 Ma FEA (NC-15-0659-R0001, NC-15-0659-
R0003), WNZ b hafHOEEE~—5— (F1+2, TAT) HIEIC L 0 FEEMICHE Lz,

Andexanet |X HUVEC % W 7 AHREM R IV T II S 4072 TFPL K OV B2 Al il 55 1 | 2 28 L
L 7= NIRPE TEPT O W 5 IS @ W EAME TR 32, 2 OMAAEMIX, HUVEC O 2355 L7
VW, F7-. FXa BLEAI KL O TFPI (% andexanet D[] CHALIZAE ST 5 72, FXa BLEANLREER
Xixe b iEH T HUVEC @ andexanet-TFPI il AH ALAFE M 2 Fl @K AFAICIHIE 5 2 &8 T&E D,
Andexanet | % TFPI } OF FXa P O Wl 7 12 @ WBLFIE TR 2 23 i $ 30X HUVEC 2 o
PNIRPE TFPI J2 R 1RO 2 & 225 andexanet-TFPI AR EAVEMIZ% 95 FXa [HEA D &%
X, FIT andexanet & FXa fHEHIE OFNVEELICL > TIRESNLD,

FREOFT R E —2 LT, andexanet-TFPI fAH AA/ER 1L, TF (2 X 2 OSBHAE T, A i 4
TO Ma Ak 2 JUiE S8 5, 26 TiE, andexanet-TFPI BAH A/EAIZ L 0 F1+2 KO8 TAT #2)E
NEIN$ 5, & bisEE A7z TF %0 lla PEA T »~ & A TlL. andexanet-TFPI A AA/ERIZ X
V. lla B —27{l7e &D TFPUEME DR E L ZIT0T WV Ha FEA/NT A—2 ) AT 5,

Andexanet 73 TFPIIZHES T A &, TFFHBEM Ma EEET v A TliE, VX=X Nk H7
FXa [HEA|OIFE T T la FEADEREEIMEE S D, aPTT i3 A2 HWIE TF FEET v &4
TIIMRH ATREZR 528X 72\, Andexanet 1E. 45 FXa PLEHIOIE TF 3584 a pEAET v A (TFPI
DRI IRNGENE) KON TE #5850 a PEAET v A (TFPL D0 & 5 5:0F) 128\ T, 5247
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bz~ LT,

2.2 In Vivo ZEIBKER

Andexanet £ 5-1% O B HAE A ORI EAE AT FXa BLEAIC X 2 tEEEH o bz~ v A
Zy PO EZHNTEM L7z, 245 OBRIZ I Y, andexanet (2K 5 FXa PHEAIFEEM
PrEEEEH O 20l 70 b ki, i &2 S, JriEEEH 2 K3 5o PD ~— 5 — %
HIFL T ENRINT, B FXa{EMEIE, FXa BREANC X 2 PuEEEEH O —& L EFEEO s
BECTHY, HLFXa &R TN b 0T L TR b EORED BT 5, b
DIEERIR T — # 1%, andexanet 23 EEEEE K OFLEEEER 2~ 2 & 72 < bz [B1E &8, iz
gL ERT ETHETHD,

~UAKDRT v b NI ORI T, andexanet |LEZEAT FXa FHEHITH D U
N FH N RORT EX AN R ERICEED LD EBEERE(RE (INR) ERZ2HED S, it
EE[E EH &2 #2203 5 alREME S /R S 47z (Table 2), = D% OFRER T, Sl > FRe ) CH &K T
#)72 INR OEHE X, FT FXa {EPEORA . EEEMR FXa FHLEA O IERE G E OB & O FXa
PLER O o X—= R A L R b IENT L N—F A hAOBSMICL DD EEZHND
PUUEE [ A O K A7 i FE o BIR) CRGEZR N E AR5 Z E R & LT,

i Bl %9 % andexanet DYEM %, T3 ICRetEfifMT Sz o O RO E T L, WED
T ERAISGET VR OT ¥ ZHMIMEET L E W TRHRE Lz, 2o oRBR T, B& (K
B FINSUISMEIZ K D K OEFARRI 2 )X 3 5 728 | andexanet Z fHARANIES ORI (T-Fi)E
TIV) NiFt% (BT T V) (285 L7z, Andexanet £ 5-%2 O H i B/ 1d, FEE O BRLEA| K O
BYHEICHWZ PD v~ =0 =200 67 TN TOHEIIE N TH FXa G, INR, 7’0 b
Y EVEEHE (PT) KO aPTT 72 EOHLEEEIEM 2 K3 %5 PD ~—A— DL O —H LI
HMEZ R LT, BETDHE. ZNHDOETIEBUWT andexanet [XEBE/EMAT FXa BHEA O HLEE
[EEH 2 SO 5E I B\ LT 525, EEAEMA FXa FEANIRT T 28R 72T/ IRERE (K
1.2:1 L EDO ) @ andexanet Z 3 5% (Table2), VHFXFLOT X HIMLET /LOWNTIUIE
Wb, andexanet O HEIZR— T ZAFHIT LV | HT FXa 6K O FXa BREH O FERSE AR L2032
WD =W U, &2 BE IO S 872 (EEEE S E) 2 ERRInT,

Table 2: BMETIVICE T HEEREMAE FXa BHEFIIC L 2HUEEERA® andexanet (2
L HEME
Blood Free Total Molar
Study Number Species FXai Loss | PT/INR | Anti-fXa| [FXai] | [FXai] Ratio
Prophylactic Model
NC-12-0457-R0001 Mouse Riva 1! 1! 1 ND T 1.9:1
NC-12-0449-R0001 Rat Apixaban ND 1 ND 1 T 1.2:1
Betrixaban ND 1 ND 1 T 2:1
NC-12-0453-R0001 Rat Riva ND 1 ND l T 2.2:1
NC-13-0567-R0001 Rabbit | Edoxaban 1 1 1 1 T 1.6:1
NC-14-0573-R0001 Rabbit Riva i 1 i 1 T 1.5:1
Treatment Model
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Blood Free Total Molar

Study Number Species FXai Loss | PT/INR |Anti-fXa| [FXai] | [FXai] Ratio
NC-14-0575-R0001 Rabbit Riva i 1 i 1 T 1.3:1
NC-17-0798-R0001 Pig Apixaban 1 1 i il T 3.5:1

ELISA = Enzyme-linked immunosorbent assay; IV = Intravenous; NC = No change; ND = Not determined; FXai = Factor Xa
inhibitor; PT = Prothrombin time; INR = International normalised ratio; Riva = Rivaroxaban; ! or T = Statistically
significant decrease or increase in the outcome, relative to animals treated with anticoagulant alone

Notes: Molar ratio of plasma andexanet to total anticoagulant was determined using a molecular weight of 41 kDa for
andexanet, 435.88 Da for rivaroxaban, and 548.06 Da for edoxaban. Plasma andexanet was measured by ELISA and the
concentration was determined in ng/mL from a standard curve. Total anticoagulant levels were determined by liquid
chromatography - mass spectrometry. Plasma samples were obtained immediately following the administration of
andexanet (administered as an IV bolus over 5 minutes).

Table 3: v FEUBRU DY XHBEEE T I L CTORBERE FXa EEAIICL S
EEE 1E D andexanet [Z & % &1L
Species | Blood Anti-fXa
Study Number Method of Administration Loss aPTT Activity
NC-12-0432-R0001 Enoxaparin, I'V bolus Rat 1] ND 1]
AnXa, IV bolus infusion,
followed by continuous IV infusion
NC-12-0437-R0001 Enoxaparin, I'V bolus Rat 1 ND 1]
AnXa, IV bolus
NC-12-0454-R0001 Enoxaparin, IV bolus Rat 1 1 1
AnXa, IV bolus infusion for 5 minutes,
followed by continuous infusion
NC-12-0456-R0001 Fondaparinux I'V bolus Rat 1 NS 1
AnXa, IV bolus infusion 5 minutes,
followed by continuous infusion
NC-15-0611-R0001 Enoxaparin, IV bolus Rabbit il 1 il
AnXa, IV bolus infusion for 5 minutes,

AnXa = Andexanet; aPTT = Activated partial thromboplastin time; FXa = Factor Xa; IV = Intravenous; ND = Not determined;
NS = Not significant; ! or T = Statistically significant decrease or increase in the outcome, relative to animals treated
with anticoagulant alone

7 Y X T IIRANE T 31T A H L8 D andexanet (2 X A[EI1E 1%, Luet allZ X > THIDH
THESN Y, U AR—a PN ET 2 28 L7 il &%, andexanet (75 mg/f3]) DHR—
T AEGIZ X0 ETE Lz (Figure 11), HifL&EOJRED & & H12, B FXa &P (Figure 12) 13— 2
TAVETIKTFLEY,
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Figure 11: JN—AXH N EZBRELE-RRERETOODYXICEITA2HMNED
andexanet I 52 &k 5iE 4
50- | p>005 :
p = 0.006
40+
C) o
§ 30+ e,
-
8 201 ® ¢ .
m .. [ ]
... [ ]
107 vese T e T
0-
Veh + Veh Riva + Veh Riva + AnXa Veh + AnXa

AA = Andexanet; AnXa = Andexanet; IV = Intravenous; Riva = Rivaroxaban; Veh = Vehicle

Legend: Andexanet reversed the anticoagulative effect of rivaroxaban. At the end of andexanet administration, ten 1-cm
lacerations were made in 2 liver lobes (5 lacerations in each lobe), and blood was collected for 15 minutes onto pre-weighed
gauze. An approximate 2-fold increase in mean blood loss was observed in rabbits treated with rivaroxaban-plus-vehicle vs.
those treated with vehicle-plus-vehicle. Andexanet (75 mg/rabbit) administration to anticoagulated rabbits significantly
reduced mean blood loss (p = 0.006 rivaroxaban + vehicle vs. rivaroxaban + andexanet).

Figure 12: DN—BOFHN {5 LEERRETOOYFICE TS FXa EHED
andexanet ¥ 5 (2 &k 5 &%t

Administration of rivaroxaban

1 Andexanet administration
Liver laceration injury
800 1 1

aJ

£ 600+

=)

£

c 400+

&

T 200+

<

L)
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Time (min)

® = Rivaroxaban, (1 mg/kg); € = Andexanet, 75 mg

Anti-fXa activity increased significantly 30 minutes following rivaroxaban administration and was rapidly reduced at the end
of andexanet administration (at the time the liver injury was induced). After the 5 minute IV bolus administration
of andexanet (75 mg/rabbit, 35 minute time point), mean anti-fXa  levels decreased  significantly in  the
group treated with andexanet (p < 0.0001 vs. rivaroxaban alone).

T RV N E &G LZHURERE T O U280 CH RO H MRS 7z (Figure 13)
N T RFFACOFEEEMTHLEZK 2 FICENSEe, WERGRICR T 5 il
93+3.0g THV, = FF P NN HMPERNL 222489g Tho7o, PdEERE T O U FIC
andexanet (75 mg/fl) % TRHROICHER G- Lic & 2 A, HIMED 11.9483.7g £ 720 = R 3 Bl
BEGRE L bl L CAHEISHED Lz (p=0.003),
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Figure 13: I RFHNZES LERERRETOYYFIZEH TS HIMED andexanet %
512k DED

p =0.003
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AnXa = Andexanet; Edox = Edoxaban; IV = Intravenous; Veh = Vehicle

Legend: Animals were administered edoxaban by IV bolus, and after 20 minutes to allow for distribution of edoxaban into the
tissues, andexanet was delivered IV over a period of 5 minutes. At the end of andexanet administration, ten 1-cm
lacerations were made in 2 liver lobes (5 lacerations in each lobe), and blood was collected for 15 minutes onto pre-
weighed gauze. Blood loss was significantly reduced by andexanet in edoxaban-anticoagulated rabbits (p = 0.003
edoxaban vs. edoxaban + andexanet)

AT (R AFPERIBEE Y FXa [REAICH L ) FHRY U RO T 5 o Z R X7 A FANTE
S invivo iR &2 {T > 7= & Z A, andexanet |7 v b CHML&EZ D S8, briEEIEH 2 K45
BED PD ~—H—E W bT 5 ENRENT, TNHDOT —XE, i FXa IHHEOK TR
andexanet D/EH DO —E L7 PDIEIETH D W) E 2 ZEAFHF TV D (Table 3),

T /)XY NY v (45mgkg) AL LTCHEEREMKEE T O >~ MZ andexanet Z TPHYIZ AR —F
AEE5-DH (4mg) XIIR— 7 AREZITRHHIRNE S (4 mg AN —F 25412 4 mg/hr TH
fesrRNEE L) 372 & HESIEPUEEFEIRETO T v hO L LETRAD L, WThoR b5k
THHLFXaiGENPUEEERAE T 0 » b P BHE & bl LTI 75%0820 L 72 (NC-12-0432-R0001) ,

T ) XYY (4.5 mglkg) G LTohukEEMRAE T 0T > FIZ andexanet (6 mg AN — 7 A5G-
%12 6 mg/hr TRAGEEARNEES) Z &5 L7oiBRCiX, 15 Mo i &2 Kgic 42 2 & 23
IR S AT, Rt s RN % G0& T IR BLEEEDIRRE T D 7~ b O$T FXa I M 1 I 58 T 6.5 IU/mL
25 4.2 1U/mL (MK F L7223, andexanet $¢5-Cld 6.9 IU/mL 705 2.0 IU/mL (2K F L7z (589 71%
DIETF) (NC-12-0454-R0001) ,

FARIZ . 7 X0 FRTIEENE T T LIZBUV T, andexanet DR — 7 A2 LY = ) P
U v OPEEEIEAIC & 5 Hifn &3 U (Figure 14) . $T FXa {&M: )& OY aPTT 5K 138D X E1E
L7z (NC-15-0611-R0001),
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Figure 14: IT/FHNYOERELEAEBRKETOVYFICHEITHHMED andexanet
‘BEICLBED
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AA = Andexanet; Enox = Enoxaparin; mk = mg/kg, Veh = Vehicle

Legend: Andexanet reversed the anticoagulative effect of enoxaparin. A greater than 2-fold increase in blood loss was observed
in rabbits treated with enoxaparin-plus-andexanet vehicle, vs those treated with vehicle-plus-vehicle. Andexanet
administration to anticoagulated rabbits significantly reduced mean blood loss (p = 0.03, 0.002, 0.003, 0.0007, and 0.07 for
the 5, 15, 35, 75, or 125 mg dose groups, respectively vs. enoxaparin (4 mg/kg) + vehicle). Asterisk (¥) indicates a significant
reduction in blood loss vs rabbits anticoagulated with enoxaparin and administered andexanet vehicle.

T EXH N (20 mg/day & 4 HRE) &85 L7-HrEEENREE T @ German Landrace i 7 % %

T. andexanet DR —F A H (1,000 mg) XIEAR—F 25 (1,000 mg) #I(2 2 Wik
#5- (10 mg/min) %47V, ZOEMAZ Rl L7= ¥, IFEED 1 2 Hp3AEIE L, A4 KIREF
Pri412, andexanet 5 L=, D PD ~— 77— (Bl FXa i&1E, Ha pE/E. PT. AMAREEREGE
(EXTEM) K O'WNIAREEEFE INTEM) harAR=T A R7 T 7 4 —) @ et~ —5— (D
XA ~—, TAT) KOMATERE T A —Z Z3Hli 75 & & bIT, Hif&E &k OEFZ~D andexanet
DENFZ G L 7=,

Andexanet DR — 7 AEH5 DL (AUGENHD 12 43%) OFEMTIEL, HL FXa M EHIZHEAD L
(98%iA) | 9 2 RFERIZITRREED L~V R o Tz, R— T ARtk & 52800 L
4&E T T, i FXa HIZEHEHIRNE G CoORERIHME HB L, 5K THITH 2 BT
RANTH D L-YVIZ R o 72, JeATHE M U 72 EEE A FXa BLER 2 ¢ 5- Lo v 3 A
ETIILTHRO HILTZ X 91T, andexanet R — 7 A EALIT T BN o MU R FERE SRR A X
95% i L, #RBREEITAY 6 A58 L 7o, HrEENRRE T oBRE I, Al 12 0% o H i &35 2
REEIN U7, S REE I, A4 o i B2V AYIZ 3,402+766 mL £ THIM L. 26732 {15812
Y | FEELAFRERIE 135 57 Th o7, Andexanet 25Tl A5 O M I B (2 L.
N— T 2G5 HMT 63% (1,264£205mL) \ RN — 7 2 54 O FFREEF RN 5 TiE 65%
(1,202£95 mL) b L7z,

Andexanet £ 5-1% OEY) I 0 BREL L 72 ke OFEE 2 AR S IEMETIC L 0 B LR, A
HHO 7 47V CEE KOS (Sham #f & JEED 12 L 2 8EZ2MARBTER S TND Z &N
RSz, — ., TEXFINCEEIZIDHURELEDHOXREETIE, 74 7 U CEHEGOM
PRAEE 2 2 & N7 W/ e AR O 3 BlER ST,

Andexanet ¢ 5- 8 Tl 2003 BRI (5 BERE) EF LT,

P EOFERNS | AR CHWEELRMEIMEET T VICEHBO T, andexanet DR — T A& 5 H
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MMTCHR—T 2% 51% 2 R FRe i IR 1 5 & [FIER O H i & D Jb o OVEAFHERF VR D R ST,
ZIHDORER DD | B e 1k MR A2 A0 U i A BEEE 2D S A IR, RE 2R LB E
HOBRETHSTHLZ EWTRBIND, £o, TNHORENG, Z2FE LIz fed— B S
N5 &, PiFXa {EMED andexanet DR — T A G TRICKHIREE L FIRREIC R > 72 & LTH il
TN L7222 ERIRE T,

T XY ARG LHUEREREE T OR — 07 2 2 REAMEET L2 v, K& (HiFXa
TEPED L ME L L) TORBIZOWTH S BICHERZE L Y, PuERE T O 7 X 124155
i L CHA I 2 F53E L| %L C andexanet 500 mg DA — T A 54212 500 mg D 1 FEREIRFRCAF RN £
H.. 1% andexanet 500 mg DR — T ARG A2 Fhi L=, L FXa {EMHEO LT 75%~80% T H
SR, TNHOEYTRD bV i EIFBEE D LT 0 IEFUERENIRRE N 0@zl T
LU EIRIERIETH T, EHINLESE T £ TEMF LT, 2 b OFTRIZ. & A & andexanet
5. CHL FXa 1GMED 90% @B b Sz & 21RO bR Rk Ch o 7=, METDH L. 2
S D in vivo 7 — # 1% andexanet DFFIRAERICI T HATR E —&H L THB Y, ZhEH 72 kiR
i, B FXa iEEO R EN LTI THHE W) AR EZ S OIRRT LD TH D, HlEHE
WeBRE (16-512 BR72 &) UTHIMAEE (ANNEXA-4 HRBRICBIT 25 FXa [ERNEWEBER E) %
x5 & LT ERIREUBR CHU & 4172 andexanet D & Tl HT FXa &M IR 60%~70% 1L,
i, Ma FEAENRR—RA T A VEE TRAIZEE Lz, (kifloiE )72 B8 IZIE 2 OREOH FXa ik
MHEOEMEL T4 THY . ZOFRIE EERD invivo HILET VBT AR E —FH LT\ 5,

8% VI K7k~ 7 A (NC-13-0512-R0001) X7 > b Wessler #flk 5 o itk e €7 v
(NC-12-0420-R0001) (Z andexanet % MAEHHEE 3 umol/L F COMETHMB G Lz L Z A,
andexanet |F&EEEHE X ONEEE L EIEH 2 /R S 72 o 72, PreE A 2 &5 L Tz o3 i
7 /T andexanet % MAEFHRAELY 10 umol/L BB & 725 X 9 85 Lz & & L EREER IR S
727> 7= (NC-14-0573-R0001 K2 OF NC-14-0575-R0001), F7-. andexanet & HikE[E A TdH 5 FXa-

EGR OO 5T, BEEEME TR BLEVE M X S v,

7Y FAFEE T T L& FH T, andexanet % FXa [HEHR| OO FF0H| & in vivo TLHEE L 72,
IO OFERNTIL, BB TR 2 ISP iR R E 5 VI K845 (FVIla, / At7 %) 3 K+
BHT 0 ha v A RREMERA] BF-PCC, K&GRIK) GF) M4 RTE&H (4F) v bhn
VB UBEAREAERIA] 4F-PCC. 74BN 7% 238G £i7-, Andexanet DA H ML &, $T FXa
I&ME. PT. aPTT K OVEAEMEHIAY FXa PREAIOFER G MAE PR B 2 A B SO EE S,
Z izt LC FXa BLEAI O MAE P EE 2S00 L 72 (Table 4), & 512, U 3—na 530 (NC-
14-0573-R0002) (Figure 15) KOV RKF 4,3 (NC-13-0567-R0002) % Bt b L= HrsgE ke F o ¥
Y X215 andexanet D5 TlE, HIME & FXa IEMRIZEWAEEENGR O bu=25, U N—
0 XY G LHREREE T v Y- Xkt 5 PCC H&45- Tk, il & Hl FXa iEVERIC
FAREIXER O B hr o 7= (NC-14-0573-R0002) ,
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Table 4: ERERE FXa HEXOUEEERIZX 9 4% andexanet R UBFERFFID
=
Blood Unbound Total
Study Number Group Loss aPTT | Anti-fXa| Rivaroxaban | Rivaroxaban
NC-14-0573-R0001 Andexanet, l l 1 l T
125 mg

NC-14-0573-R0001 4F-PCC, NS NC NC NC NC

100 IU/kg
NC-13-0561-R0001 Bebulin®(3F- NC NC NC NC NC

PCC), 60 IU/kg

NC-13-0561-R0001 NovoSeven® NC 1 NC NC NC

(rfVIIa),

150 pg/kg

aPTT = Activated partial thromboplastin time; FXa = Factor Xa; NC = No change; ND = Not determined; NS = Not significant;
PCC = Prothrombinase complex concentrates; rfVIla = Recombinant factor VIIa; | or T = Statistically significant
decrease or increase in the outcome, relative to animals treated with anticoagulant alone

Notes: All changes designated above are relative to values observed in rivaroxaban-anticoagulated rabbits, administered I'V at
a dose of 1mg/kg. Reversal agentswere administered by IV bolus over 5 minutes, beginning 30 minutes after
administration of rivaroxaban. Immediately following the end of administration of the reversal agent, a blood sample
was taken for measurement of PD markers, liver injury was induced, and blood was collected onto pre-weighed gauze
to determine blood loss (15 minutes). Blood samples were taken at 30 minutes, immediately prior to liver injury for
measurement of PD markers, and blood was collected onto pre-weighed gauze to determine blood loss (15 minutes).

Figure 15: Andexanet D V4 XIFERIEETI/IL COHIME & 1 FXa jFE & OB
40-
a ‘
e 30+ . . Spearman Correlation
4 " e * r=0.60319, p<0.0001
324 . o «
Bl . Lt
5 10- L o @
A
c ) ) ; I ) ) 1

)
Q N O O O N N
PR @ S S

Anti-fXa Activity (ng/mL)

A = Rivaroxaban + 125 mg andexanet; ® = Rivaroxaban + 100 mg andexanet; ® = Rivaroxaban + 75 mg andexanet; ¢ =
Rivaroxaban with vehicle (no antidote)

AnXa = Andexanet; FXa = Factor Xa; IV = Intravenous

Legend: Rabbits were anticoagulated with 1 mg/kg rivaroxaban (t=0, IV bolus). At t=30 minutes, AnXa was administered at
75, 100, and 125 mg/rabbit (IV bolus over 5 minutes), and livers were lacerated at the end of AnXa administration.
Blood was collected onto pre-weighed gauze (15 minute bleed time), and the gauze was weighed to
determine blood loss (in grams). Anti-fXa was measured as described by 8). Non-parametric analysis of data from
individual animals (Spearman correlation, confirmed with Kendall’s tau analysis, SAS 9.3) indicates a significant
correlation between blood loss and anti-fXa activity (p < 0.0001).

23 LTEMFEHHER
2.3.1 Sy FEAVWEFRBRRUVFREHBRROREMHFEEAR

KEZ > s % M 72 andexanet 0 GLP jii R 45 % (NC-11-0395) J OVRARARRE R (NC-11-0396)
DO LZEMIEBRERIZ BT, HEEIRNE G CoR 5 ek K& (MFD, 30 mgkg) % T
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PERT IR b ino Tz,

2.3.2 HILEAVZDNERDORE M FEEAER

Andexanet O .LIME RIZKTHEEMIL. V=7 A4V LZ MW= GLP @A 2 AR NE®R S EE
bR (NC-11-0394) O—BE L TRMii L7z, 3 HZ EOfIkN&ES (1 B 2 B 5) T MFD @
60 mg/kg/day F T, ECG /3T A —% K O EIZXK T 2 BII58 D b iven -7,
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3 EYHEAR

Andexanet DIEEFIK PK ZH G0 T 5720, 7 v M RO V& W7z a5 PK 3Bk & 52t
L7z (Table 5), Zi1 b DOIEEGIREMWER TIX, Mt L7 T X COBEMICIV T andexanet D Ifil
FEHR EEHERS L T PR J BB R 12 U7z, PKORRER TIE, AR AH OV - 13 < L R DTE &
PHHNLIE S SENHLLDODOENWT LRI T, Andexanet DEGIZX Y | X TOEMYFE
T HIFEECH BRI ZRIREE TR B AL, OMAE (V) 1ZHEBR/NSWZ LAV RENT,

Table 5: Andexanet & B[EFAIRAREG L& D PK/XT A —4 (Fiy{E+ SD)
Terminal ty, Cmax AUCo-» Vs CL
Species N Dose (hours) (ng/mL) |(pg*hr/mL)| (mL/kg) | (mL/hr/kg)
Sprague Dawley Rat! | 4 1 mg 10.1£1.3 | 65.8+5.8 | 343+£5.6 266 + 90 99 +17.5
Rhesus Monkey 2 2 10 mg 1.93+1.1 | 10.7+2.8 | 849+4.0 147+ 14 |123.6+56.8

Cynomolgus Monkey | 3% | 1 mgkg 3.8+2.1 9.6+0.7 122+0.8 | 1642+20 | 82.9+5.3
33| 5mgkg | 27+1.1 61+9.3 64+21 |123.1+17.6| 84.5+31.3
124 10mg/kg | 12.7+73 | 165+£19.6 | 144+£29.1 | 79.6+11.2 | 723+ 14.1

INC-12-0442-R0001.

2NC-12-0441-R0001.

3NC-12-0470-R0001.

4NC-12-0469-R0001.

AUC = Area under the curve; CL = Clearance; Cmax = Maximum observed plasma drug concentration; IV= Intravenous; RSD
= Relative standard deviation; t'2 = Half-life; Vss = Volume of distribution at steady state

7 v N RO UIZEIT 5 andexanet DIAEY V7 Z > A (CL) 1% 72.3~123.6 mL/hr/kg TH Y |
Ve (/N E otz (147~266 mL/kg) . 2, WEMIFED Mk AR & Mk (MEK) AREO
RFNTIFIFE LW D, A OTE NI 20~30 43 Th o 7223, KR O R 1x 7
HFPFNTRI 2B, H=7 A PN T2T~127 K, 7> F TR 10 R CTh o 7o, RO
S, REBRE L OB FER] IS DWW B & LTIk, B O E O REIZ L M
DIREZ ERECHE TE RS TZAREMEN S 5, IEH . AR OS2~ s &2 vzt
BB D (NC-12-0443) . B HEMEAY andexanet D EEARHIRE TH L LB 2 bz, B CLIX
25 CL O 50%% 572, Andexanet O V-2 HhiR FEHERS 2 Figure 16 (2R 7,
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Figure 16: BRmAIREL. ERAAME., AFFETXIELES v M 3mgkg O
andexanet #&#AkAIXE L= & DM MFHEEHT

100

-e- Control

-8 Sham QOperation

-«- Unilateral nephrectomy
-+- Bilateral nephrectomy

-
~—
-

Andexanet alfa (microgram/mL)

Time (hr)

P 7z PK iRBR (NC-12-0469-R0001) (233U T, Generation 1 % AW CHLKE L7ZBI% (=
YO=T Y T) gy MR TEELORGEF K NWEEBICET 5% (GMP) | IZ#EG L
21y b (GMP s RAEERE » & [6MP =y b 1 D %0 ovp s s g
ny b [aMP ey b2 D) oroRss mEEsEES .

OV ERWERER TR, Badoy NEOSEHE (T4 07 40 Z—OFME) T
REHER (Figure 17) (XXX TH o 7o, 5 8 REHBZ O MAFEFREIZERALNIZHE DD,
Z DRFRE TIT 99%A D andexanet 23V L7z, MAEFIREHER LT » b &[RRI MEEEZ R L
7= (NC-12-0469-R0001),

Figure 17: AZJAFNIZTOO=F7) 58y FXIEGMP BEDRAD 20y FZE
BHEAEH (J4L2—DFE) TRELEELEZOFHOBHEERT
(Generation 1)

1000000 -8~ Engineering-Filter

,é 100000 - GMP Lot 1 Wth Fl]tC.I'
= -+~ GMP Lot 1 without Filter
% 10000 - GMP Lot 2 with Filter
S
= 1000
N
5]
g 100
[
&
= 10
>

1

0 20 40 60 80
Time (hr)

Andexanet BUHI| D RS A K ONHURE 28K o [RIZEME /TR MR, 85 2 A 12-502 3B (Bv =
—/L3) CTHHERINT,
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4.1 IR T Y A2 H iz GLP i H MR (NC-16-0757) 1238V T, Generation 1 & O
Generation 2 O Hi[a]# 5.Ij: D andexanet D b 2 2% 17 4 7 A % g L7, Andexanet ® PK /X7
A—& LSRR R Fimfg (AUC), CL, VHRY8HI] 1%, Generation 1 & Generation 2 Tl
RS ThH o7,

Andexanet X, FXa &[A UBLAIMEC FXa FREFICHE ST LI FA STk, EEIE
K OVBEE BEE I 22, FRIRIN R 5% @ andexanet |% FXa BEEH O IERE A1 GRS
(ZIRRMNITHRE S Ly FXa BREHI O PK IZBHE 72528 % KX 1E 7", Andexanet ® GLP FFi ] PK 35k 2
AR TIX, 7y RO ALEZRHWNTY N—a X3 0 L OffHRBRE S L, EEEHAE FXa fH
H=H| L andexanet & @O PK AHAAEH a5t L7= (Table6), 7 v hORERTIX, U \—aFH
@D PK 1Zx%f9 5 —H D andexanet FHJRIN& 512 &L 5 B % M5 L7=, Andexanet B G5 REIIF% E
Liginolzfz®, U 3—n 43078 andexanet O PK IZKIETHEEZFT 5 Z LI TE 2o
oo =05 P ZERHWEEREBRTIE, U AA—a X9 IO L OV T C andexanet D 70 % 2 ]
EBEOPK ZHE L, Z060RRIZE Y . andexanet X EE/ERT FXa [HEH| D PK ICFEE /R
BERIZL, VU A—a XA Ol RIEE 2300 EA S8 5 &0 invive EEEER O P H
DEMT b, ZhudBE b, Mt =a 8= b A v b EiEN o> 8— k42 b TIERES
TR EE D EHRRBAMEFF T 0720 EEX B R D, o, YAz HWERER TR, U AA—e X P
2 X % andexanet ® PK ~D#%2EX andexanet O T EAKH &L VKA E TOARED LNTZNE
ORI > T2,

Table 6: Andexanet & FXa fREH| & DHEEERHR
Andexanet Dose Rivaroxaban Dose
Species (mg/kg) (mg/kg) Study Number
Rat 0 1 NC-12-0440
2,1, 1,1 1
Monkey 1 0 NC-12-0470
1 60
5 0
5 60

Y_x—nm FH D PK (2% 5 andexanet DFEEDO—fF & LT, ¥ /LT andexanet % 5% DV
N FHNCOBBEN ER L, U A= %W N0 Chax @ L1, andexanet 1 mg/kg $¢5-
B (K245 XD b andexanet 5 mg/kg &G/ (K1 55f%) TEHETH-7, Zhiz—&HL T, V
N— 1 F N O IERE SRR FE 1T andexanet D i &HE T L D K& <A L7z (1 mg/kg # T 40%.
5 mg/kg BT 93%) . U N—m X P30 O MBEHRRIEE O E5 K OFER AR E O % Figure 18
(N7

28/38



2.4 FERGAR AR O R
TUFEH Ry b TAT7 7 GEE TR L)

Figure 18: W= A4F)IZ)N—aFH/N> (60 mg/kg) #HE5%. andexanet #1%5 L
fEZEDQUN—OFHNUOFEHMFHREERVIERZEEREE

—— Total Riva Andexanct 1 mg/kg
—= Total Riva Andexanet 5 mg/kg

1000 : -4&- Unbound Riva Andexanet 1 mg/kg
g =&- Unbound Riva Andexanct 5 mg'kg
£ 100
P, -
s A
s o ®FEs oo -a
= 4y R A
>

14

Time Hours

Andexanet OV /N—1 FH 30 & Uz PK RBRIC K V| andexanet Z FFIRIN&K G35 & 1Lk
HOEZEEAT FXa HEA OISR QERER) IREEAD T2 & RIRFHCRIRE S EE LAT2
Lo B A F 72 PK-PD 3R (NC-13-0567-R0001 2 TF NC-14-0575-R0001) DFER DG BTz,
INHOEIE, 3= R A METIEREG L F 23l 2 MR 2 72 O OFE R T L B
23EVY, Andexanet 23X VXV B R A L CIIRFR N BEREEI NS & FXa LEROIERE AR
RIS 2 = R A R b &, O T 2 & & 2 biviz, FEERIR PK aBR OfE R
6, FEERRENREIZI51T 5 andexanet @ PK 2343 I B2 L 72 0 | FXa BHEAI & andexanet if
AN X 2 iR B O BEGR b BAfEIZ 22 o 72,
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Andexanet D#E%Z 7 > b K OH LA VTR L7z (Table 7). Andexanet % 5-0 H#Ji, FXa
PHEANC X 2otk EEH O L, MiEEEEANA A~ — T — 2 X—A T 1 VEE TEE S
HZETHDHTD, Yz =ik Tld andexanet % Hl XX FXa BLEA| & FHE S5 LT,

41 RERGSEH
Table 7 (Z/~9 1Y . 60 mg/kg/day D HE:FE TO andexanet ® 2 [ K 1E EFARN$& 572 ERER 4
uiﬁﬁ#mT L CW\%, Sprague Dawley 7 v MZIZ 1 H2EHEARE L, #=7 A FLITIX3 D
W2 4 AR T 1 B 2 BIHE L7z, 60 mg/kg/day 1385 H&EICES< MFD Th 5, b\ﬁ‘ﬂ@ﬁiﬁ
5%01?51/ VT andexanet % 512 KX 2 B EMH IR A EE TRO LT, EEMEE (NOAEL) |
60 mg/kg/day T -7,
Andexanet DBHFE T, AL O RA 2 15 U7z, W OFER TIRERHoA 2 7 EdE L | Hi< o
PRER CIIASEA & R U 3LE A V72 Generation 1 & FR S 40 2 Bl TFR CRLE U 72 RS i i
R L, B EUITITIE O @O b S TR RE 2 U T Generation 2 & FRE D s TR
CTHLE L2 fiiE e 2 Lc, 9 vIcEs i) 5 60 mg/kg/day $%5-#% DI EE 513, Generation 1 X
IZ Generation 2 @b‘Th@@iﬁIﬁ{C‘;@m L 7= andexanet &, FRRRBRIZE 1T 5 TEMKHETO
REEE LY FolEmrols,

Table 7: Andexanet DEMRE IO S L
RBROBEEEWY FXa fLEHI D YETHE
HAr RRE S FigaiE s BERR GLP HR | BfE

H[E G mE R | NC-12-0472 7L RN FeE P Generation 1

H[E 5w R | NC-13-0545 2L F R A P Generation 1

(1 B 2E&E)

RE& 5 EBHERER

2 NC-11-0397 L FEARN 1 VA A Generation 1

2 JE NC-11-0394 T/ FH Y FRIRA i Fv Generation 1
. Un—nm

FHoS

2 NC-12-0417 T EF PN FRA #H W% Generation 1
. betrixaban

2 JAfH NC-16-0757 TR FrARN I P Generation 1

30
Generation 2

GLP=[EH 5 D2z &I BE 3 2 FERRIRARER 0 F2E 0 JE e, FXa=I% (L Mg ke 5 X K+

7 v bTE, TRTOHAETHREE B2 PT O RIERE (AR GHEL i LT 1 RLLTF)
WD BN, HILD Y 27 HENEEDRNEEZ LND 2 EnD, BETIEHRW ST S
7z (NC-11-0397), 7 v MZEIT 2D PT R DJRKRIIAH TH 575, T OZAIE 4 18 M o> [E145 1] ]
BIZIEE LTz, F72. SEEDR SHNIRRD b, FRNEGERIFEC L8 A T4
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TUFEY Ry N TAT7r GBI TR Z)

T A IVE —DEFHROREH DD LERBRBA LT Z ERHER I NI L0 b BRI DIRO 22 5 e
WCEDbDEBZ LN, 2D 5 BIOIEKIT andexanet & B 7 L & T S 472,

B =7 A Pz e 2 B R # G- ERER T 3 BB L 7o, RpORER (NC-11-0394)
T, I=7 APz 0 8. 6. 20 & O 60 mg/kg/day @ andexanet & 3 H Z &2 1 H 2 [A[H
MPEH L7z, S 512, andexanet 60 mg/kg/day |2V /N—a FH N X FIx= ) YY) CEOEHT S
FEaBML, FEMHELFN L2, 2 B HORE (NC-12-0417) TiX, =74 % /L{Z andexanet
60 mg/kg/day XIFVELEIZ T &% H /30 T betrixaban % Jf G LTz, IO TIX, KB T
X0 ORISR B 25l L=, 2 B H OB CTlX, B2 25 FXafLER (TS0 &
U betrixaban) ZffiJf] L7z & & O FE A2 @ MRt RO 2R 2 71l L7, i #)OFER T, andexanet %
HHOWTNORF R THEEERE (PT XU aPTT) IZZBNIFED b LRl -oTz, 2 B H OFRER T
EEEGE (PT, aPTT, 74 7 U/ —7 ) MEFRIRAE SUTMIE (L ERIRA T A — 2|2 ﬁ
TERITREO b otz ME—DORERFTIRE LT, &0 2 BEFRKEHIRNE 535 T, Day
13 G 5-H) 12 60 mg/kg/day @ andexanet % &5 L 72V CRGBERIZT 7 4 7% —

FRD BTz (NC-11-0394), ZOEBIEIHI e AZ I VE LT FLF ) o 5ICE Y EE L,
I E A (v b)) oV ERERGLICEZICROONL 2 ERBLFT RO, BHEIEH

Tl &l L7z, 3 [E H OFRBRTd D NC-16-0757 B T, ik 5 3% T42 (Generation 2)
THRLE SR E HV 2 E TICHRET S v7- i & 60 mg/kg/day @ andexanet B 13 FXa
FHEAITH 27 B0 L OG-8 2 #lE 4 #5T L 72, Generation 1 andexanet |3 Day 1
D FPEH- L, Generation 2 andexanet & N¥ T a X7 4 7 2707 7 A V&R LT, KABRo
Day 1 IZ31F % andexanet O hF T axR7 4 7 AR PP~ 10 7 7 A L1X, Generation 1 &
Generation 2 C[AlEE T & - 72, Generation 2 andexanet ® NOAEL % 60 mg/kg/day T& Y | Generation 1
andexanet % F\ 72 SE OFRER THIZE S 4172 NOAEL & [6] U Tdh o 72, Generation 2 andexanet ® 7514
WX, EFHIIE B & i U 72825 O3B THERR X 1172 Generation 1 andexanet DM & REETH - 77,

AR L ciem HEE THEMMREICEETTARRO bR 2 b, Ty RROI =24
W WNZE 1T D Generation 1 K UV Generation 2 andexanet @ NOAEL (% 60 mg/kg/day T 5,
Generation 1 & Generation 2 O andexanet Mtz & M OVZ 2PN RIFREE T > 72 Z & 55 | Generation 1
andexanet & VN TG L 72222 MEFEANIE. Generation 2 andexanet D 2 Hf 1T 5 LD THDH =
EINTRE T,

By Ry B RERG LB LIX LT O 6D L 92 &0 &2 -l Tl
2 M OG5 HARIHE T REIZ andexanet £ 5-#£0 50 4 36 5112 andexanet (2%} 3~ 2 HUARD R H S 4
720 4 W ORIE A TRHICIE, IR ERE (6 mg/kg/day) O 1§ % FRZ 97T O Y /LT andexanet
T D HUEARI &7z, 2 BIH OB (NC-12-0417) Ti, BEIEREO L 8 FilH 7 61 (87%)
T, I T ERICHUR 23 M S 4u72, Generation 1 andexanet % H W72 5Bk & R AR I
Generation 2 andexanet Z H W\ 72 #lBR (NC-16-0757) Tld, #GHIFKE TR AT 55% D EY)
andexanet |39 D HURZFEA L7-DIZxf L, [BIE B TR C 75% DB S Uik 2 EA LTz,
T NROHI =7 A N2 HNTEHBRONTNICENTS, U AR—a X I 43
> D in vitro XX in vivo FXa FLEIEPEIZXT 35 andexanet O FFIHEIL Day 1 205 Day 14 £ TZH1L
Liginolz, Flo, 7 NEROI =7 A %2 HOTZH BRICEB W THUAEAEIZ KL 5D andexanet @
¥ aXxxT 427 AX Day 1 705 Day 14 £ TEAL L2 o 7=,

WD T =7 A Y v & Tz GLP i ERER (NC-11-0394-R0001) Tid, M/ PIEER SITA
RVE FXa IGMERRLE 2 RIE 95 D ¥ A v — XL 7 v B VIEERHE (RVVT) OZ{LITLHIRD i
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emnotz, UL, KRB THE LN —EHomEREHZ O\ T, ZD%., i & O 2K
PEAS Z 0 @O BRI IE (ELISA) %2 AW T D # A v — KON TAT & f#H#llE L7z (NC-12-
0472), Day 13 OFELO 38T CTldk. andexanet 60 mg/kg/day £ 5-#£D 2T TAT #2 % andexanet
Feb-1% 0.5 BFfE £ TICHG-AIE & Hle LT3N L7z (NC-11-0394-R0004) 73, andexanet ¢ 5-#% 24
R &E CIE_R—RA T A VMEICEIE Lz, BEERRE LT, I=7 A4 IZEIT 5 andexanet &V
N—a FH AN OOFHEGRFO TAT £ 1X. andexanet £ 5-%% 042 FF 5T andexanet H e 5.8 X
D B o T2, BERMEIZ IS 1T D TAT 2 O ZAkIL. Generation 1 & T8 Generation 2 J5i3E C R
Thole (FV 22—/ 266 ERBROMED), WVTHORBRTYH, =74 P LIZBITLD X
A~—DFERME (T 2—/L2.6.6 HMHERBOMEE) 13, FXa [HEHIEAE/E T T andexanet %
HL7-ME—oRBRCTh 5 b M HEEEEE G (11-501 35R) CTHZEINEEIY bEmhoTo,
Z D% FE N L7z andexanet & FXa FLFA] & &2 OFH G U772 BRIREUER ClE, HilaliE i 530k CF
i L72 'L Y EWERAETS D XA ~—RENMED -7z (12-502 BT Y 2 —/1 2),

[Al#EIZ . Generation 1 {3 Generation 2 @ andexanet DT AU DUVNT 4, 60 mg/kg/day % 5-1% D
D ¥ A ~—REOEILFERE CH -7z, Day 13 ® D XA ~—JE L andexanet £ 5-1% 0.5 ¢
5 BEG-RIME & el U TR 2 128N L. andexanet £ 5-%% 24 B2 & — 7 122 L 7=, Andexanet &
YR—a 2R IT XA L OfFH G TlE, andexanet HB HAE L i LT D & A
~—RENMED -T2, Fo RN RMORE (NC-11-0394-R0004)  }2 Y Generation 2
andexanet TO MR (NC-16-0757) OWFHITEB W T, Dayl3 O G EIEIIMD TEL | K
BRERBZBELEUCIZ VT I AR L2l b, KIEBERSG%D TAT X' D ¥ A ~—fEIC
HiEne B2 b, i, EHRRZ 2MERER CO btz TAT KT D A ~— O
X, BARB CREOONTZENE Y LEETHY . ZNHOEWIBREETH =7 4 VL THME
TERIZRE O b pinoTz, TAT JRE TR S 72 X 91T, NC-11-0394 3R (£ 2 —/L 2.6.6 #
PERRR OMEEL D) OB E HWZBE T » A THIE S 7z RVVT JREEIT, BLEIE # b ek

(11-501 5RBR) U5 2 MHAABR (12-502 FRABRE Y = — /L 2) TORmEHE AR (800 mg R—F %
B HITHEE 960 mg & 8 mg/min T 120 4y IFHFEEHIRNIX ) B EGRFL Y b@mdoTz,

A OFEMERERICIU T, andexanet 5 L7- /L CHIZ S - A2 O BISEE X, A% f
BLTe =7 A PN TBIESNIRBBE LR L Tho7, 2 [BIHOMER (NC-12-0417) Tl
RVVT 37 &% 302 L < I betrixaban H X 37 B3 H- /325 L <[4 betrixaban & andexanet
LOFRABEDRELZZ 7T, KRR T andexanet 2 %5 L7V /L Tlx, 7V XX
betrixaban % HREE G- L7- ¥ L & g U C, JRERMER ZAIMA IS W il i O R B S EF7 L
T BRI 72 o T, WO EEMERER (NC-11-0394) THENIS/IESHA S Z & & —HL
C. Generation 2 andexanet ¢ 5-#% & (" Generation 2 andexanet & 7 B\ O HE GREDO Z 1L
2 2/6 BTN T, OM/NRBEIIRIZ /AR (19525 28O b7, @i O HE ATk, 7
v XSO GRE (2/6 1) &U\ andexanet HUM L G- (1/6 f51]) 1Z/NAR 2GR D vz, Ifte
ORFAGIZEND N 7 1 ARFBRYAIZ L HAMRAETIE 2 >0 2Rt L. 2D 55 1 AL HE
Rz W TRELEBDTH- T (NC-11-0394-R0001)0 RO LT MARITBHERI Th o T2 72®
andexanet DFGITERET 2 b DTV &M L7z (NC-16-0757), Z D X 5 Za it i 34 E
%ﬁ%ﬂ)ﬁlﬁ%‘i%ﬁ L@ T Ll NS VOB WFnomEtakicksnwh ., BEHmIC
MARITFRD G To, 72E, FEFEHERE %2 %52 Generation 1 & Generation 2 @ andexanet %
g L?‘_% 1 #8 PK-PD Lb#EER (16-512 5BR) Tl th~ <> MIRH 513, Generation 1
& Generation 2 O BE ] Tl MEA X2 MTARBBINIFED e o7,
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FEYERY 72 CIFE R M EREAM IC 5D & | Generation 2 andexanet ® NOAEL % 60 mg/kg/day &5 % 5
. FERRERBRICHAW -8R L b & OB DL 21T Generation 1 andexanet & Generation 2
andexanet ClRIZTH D Z & NS LT,

42 Eflzsk

ICH S6 ﬁ/( R A VY, andexanet & W2 BAREMERBRITHE Y Tl VW B 2 bille,
Andexanet (X, FEYERIZREIRSITHT HBEORK & 72 2 AHREG 02 F SR WIEHER 2231
ﬁ77/u/%ﬁﬁ&/ﬂﬁ 5Th 5,

4.3 HARERME—1) R T
DQ®W%%V’%5?6@@%.%27*P:OwTﬂWT%@?*ﬁﬁwﬁﬁ%ﬁ%ﬁi
WCRRET L7 A5 5. andexanet DN AU A7 TEWEE X BND, LIz -> T, FERKRERIC
ﬁhﬁﬁ®ﬁﬁi$%&%z%ﬂé[mHﬁ4%74/Sm\&C&US6®ULAM%%&L
MAFERBIT AT CH D L d Z o RfgiE, caMp k oxtis = Coj =11 I 8) 2o Fpa
oI Col =1 B caEsne,
CORMBEEMTDTZODOY AZFHITIE, LFTOSANREEIND,
® HEELCHHATIMMTHD Z L,
O  NAFMEITAVEE X LN D IMTREEE R D FXa & L= & v o7 glFIchH D L,
° ﬁ&ﬁ%@%%ﬁﬁéi%ﬁ%@ DKL D RFENAY A7 Z BN S & 25 50 JH i e <
I IHIER %2 A3 5 ATtk 2 & 97,
° FXmﬂ%@&,ow7ﬂ§ﬁiDNAﬁmﬁt4%fi&< HIREGE N2 — L 2L S/ 5
TV RT 4 v I BREBLRWEEZLOND I LY,
® PK #ABRICH-S %=, andexanet [TIME T /3— kX 2 M DORIZHAA L ESNITHEE S,
T ERIIIR 4~5 I chH D Z &,
BRI KD < ST £V | andexanet D FERRERAERIZ L 2 N AFWERHNIIARE CTH 5
EWVWIBINEMTEND,

44 HBEHRESMN

ICHS5 (R2) ITHD %, andexanet DT A FMHHABRIIANTE L B b D, LU IR TRMLIZ
£V andexanet IXAFEFRAEFEEZ A I RNEEZ X BN D, 1) Andexanet [ TEEE T A7 — FNOW
TEMEX N7 (FXa) ZWELTEA"A AT 7 7P — i HERESTH S, 2) Andexanet D
HMRIEF I (I~2 FFRI OB Z0-E) . 3) Andexanet 1% FXa BHEA| O —kry 72 hifnf & LT
REFSN TR Y, HICAEO LRV EREEERICAT SND, ZORMIZT, ICH WA KT A~
M3 (R2) 29 % camp L oxfwshE Colla=1n R kv THERE Nz, S5, FXa
BLEAIIR IR THH Z L bRETH H, 72, 2O R FDA I mmanmxz)(zm
el ettErr—n),

45 BRI

ML U7 R PTRIERRER T 5 L 72 s o 7oy, Bt ClRpTRIEIE AT L7 & 2 A, &
AR 5- B AT E T LSRR D S o Tz,
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5 #IERUKER

Andexanet X, EEEHARSUIMEEAR FXa IRER OG- %2527 72 B 2610 2 HrEeE1EH
OFFIFlE U TR I TV D, Andexanet (Xt b FXa OEE X THY . & k FXa 2%
FINCATEMALT 5 L O ICHWZE S TE Y | andexanet B ARITEEEEAE L OFLEEBEIEH OWT L
BIBWZEDIRENTWD, FEEERREBR T 0 7 F 5T, invitro $Fi1E X Y in vivo 15 % 3E40LC
A L. PK B OVBHEDRFE A BT 500 Lz, = RPN ROT ) 4080 v O Rl A &0
Te R 7R BRI EL D SR K 0 | EREE A SO I REEE R FXa FREAIOMEHIZ X 5 K
MFHICER BTN, FrEEEEH OEC) 2Rk A BRI & L7 andexanet OfEHNESTIT B
%

HHEABR 7 1w 7T L& U T, P FXa IEEITPUEEER O —B L EEEO sV~ —1 —Th
STz, HLFXa iEMEIR, FXa FLEFNC X 5 FXa BERTEMEILE O BRI EETHY | V A—m %
YR TEFIACROT FERFACOMBETRE L 111 OMBEZRT BlxE, mighr e
FH NI 100 ng/mL=7 B3 OFL FXa EME 100 ng/mL) , HL FXa {EMED BT a PEA
OIET LFERET 5, FLFXa IGMEIZH MBI ET VICB T 2 i &E e HHEET 5,

In vitro ¥sPERATIC L U . LR DR RI N,

®  Andexanet [ZEE/EAA FXa BHEH] (U X—m X P30 T EFH /3 betrixaban L Y
T RFYN) OB BT . ATHHKAFAEMEE N FXa HER CROBEI~NY ) =/
FHNRY L RRT 4 XN X7 Z) AT EmWREE B E L R LT,

® Andexanet |I, FXa OXTFUNEE IZOABFEHEE CHLH 7 har vy kT
FVILZx 2 s rE 2 A S 37, Ml 7 &4 Tk b ol B e SN Bl 2 15
PEAE L7220,

® Andexanet (%, KX X7 Z HWTCEMHRHERICB W TS, b MUEFIZIHBNTEH, H
BIKAFIIC FXa FRER OPUEEEEH 2 B2k L7z, Zhid, $t FXa &ML Y TF 8
Ha PEAEIC K 0 JIE LTz,

®  Andexanet (I TFPI ZfRr& ., TZEZRMAEPEEEREE & > /X7 LB AR BRI R &7
73> 72, Andexanet-TFPI A8 A{EMIL. in vitro TIE TF FHEM: 1la pEAIZ R Z KT X 72
W, L2 L. andexanet ® TFPI ~DfE& 1%, TFPIIEMIZ M % 77 TF #5840 a FEAE
INTA—=4F (la B — 272 L) ITEE L, FXa [EAIOLFE T T Ha FEAEORIE 2R
%

® Andexanet (X, % FXa [HEAHIOIE TF FHEME la EAT v A (TFPI D AN 2V 5ofF)
KON TF 5584 Ha PEAET v & A (TFPL O3 & 5 5:F) OWF TN T b e/ i
MEAER Z = LTz,

i % Tz in vivo FEFREABR TIX, U TOZ LRI TV 5D,
® Andexanet D52 LV | FLFXa {EMHEIFZE2E DS HBEAIIE T T 5,
® [HARTORZA (BB TN UIIMEIC L2 KO REZ K3 57-0, MikalE (7
BHRIET V) 3% QRIEIET V) OWT DS T andexanet Z HLEE[ERTE T D H)
WG Lick 2 A, HEERAICH L ES D L,
o HHoHmEWwET L (T b, X, T7HR2E) [ZBWT, A—T7 ABMEE L U2
VOO MEENREO L b, BRK TR, BINTTORR RN 512
Ko THEMZEG T HMIZK U TREEISE O 5 TR R S v,

34/38



2.4 FERGAR AR O R
TUFEH Ry b TAT7 7 GEE TR L)

®  Andexanet 5% O il B OWANE, FrE OREHR L OBV PD ~— 0 —I2h
PO LT TRTOEEIZEWTH FXa IHPE, INR, PT & O aPTT 72 £ OFiEERE{EH D
PD ~ — 71— DB L AHBI L Tz,

® Andexanet |, i L7=buEEE A LK OEE T LD PK Kl L - TIkE S d il &Eo
[FI{E 2 B 72 andexanet DE/LIRFEIZ LY | £/ 1.3:1 PLE (andexanet : [EEZ/EH Y FXa
PHEAD) CEEEMEME FXa FHEROHUEEER 2 200 SRR T ST 5,

®  Andexanet (X, il &N OEEOPUEEE~ — 7 — 2D S5 2 &1L 0 ATHHKAFPER
BEER FXa BAEAICTH L=/ FH X0 U ROVT 4 280 X7 2O HUEERE A % #55)
b3 22 h b, HFXa GO T2 andexanet DIEH DY) 72 PD fEHETHH L H —
BLIFTANEMT LIS, F72. andexanet (TR EA~NY KR ONT ) FH 30 D
a I&ME S MRS 5,

FVII R#E~T AR NRT v b Wessler 5k 5 - Pk AR JE € 7 /112 andexanet % 4% H i
3umol/L £ TOHE THME G L7z 2 A, andexanet [ THEFEEHE K OPUEEFEH 2R I 72200,
® Y XHIMET /L TIL, andexanet % ILAEHFIR LR K 10 pmol/L &£ TOH &KL N EGR-Xa &
OG- CTHRE L& &, BEREFEHADALNRNZ BRI,
®  Andexanet [FPUEEEFNCHES L CTHITE T 5 Z L2 L 0| FERS S AR KL UL FXa 16 2K
T ChEEERZ B L, Hill&Z2 S8 55, PCC LU rFVIa (X206 OFF
ME BT EEZ RIS RN EDRRINT,

Andexanet @ PK %, Sprague-Dawley 7 v N KO =7 A BV TIXEHEIEAA FXa BEAIOOF
MEOFHLET T, 727 7P iz — & A G5 TGt L7z, PKIZmEi)HE
RILTHY, PHFTRE DS BAF R METREHE 2R Lc, BEEILT v FROP L THRE LT
&P CHEBIN TH o 7o, Ve TN < MERATE & Mk (B SR O
WIRITEE Lo 7o AR OV I TR 20~30 20 Th 0 . SRR O I - X B Rl IZ X
NIELOERHDLHOD, 1.93~12.7 K THolz, Lo, HIMOOAHE TRENED L, 5
AFAZEAN D 99%LL B3 HAET 2 Z VRS D,

Andexanet ® PK OHEBIZERIFTH 55, andexanet IXEEEEAH FXa FLEAID PK IZ K& 725
B KX L7z, Andexanet FJRNFEGIZ XLV | andexanet IXEHEER T FXa HEA] & @O BT
FEA L. METPOIEEARRENED Lz, ZOIEEBATIREORIZE Y, MmiEsha s —k
A2 b BEEEERM FXa BRERD MIEHIZH AT 5, ZOREERE LT, MK+ FXa FLEH O
FERE TR EE D L, WIREN R %, FXa FRERIOFERE GBI B X HUEE E VE A 2 B2 e
9572, andexanet DEF LWVEKE{EHTH 5,

Andexanet @ GLP 1 H IERG R Z2 M FEMIZ 1L, & o /X 7 B 8K CIIAEHER) 72 5 IE B 12 &
RO EEZ R TAIREMED H 2 BEEICFF RICEE T 2 M A~ — D —DREE E DT,
Andexanet &, 7 v b RO LA W AR O E $ 5- 73 MEUR CREAM L 72, Andexanet $¢5-1%
FXa PHEAOGUEEEEH 2 BT 2 2 L 2B E LTWAH s, Yvad Hvic GLP i BRI
andexanet O B 5 &% N FXa BER] (7 E X930 Uox—m FH 3 betrixaban LT/ &
PR ) EOUFHEEIZE Y Ehii L7z, W OIERREMERBRIZ IV TH 22 Mo REITER
oI oToZ Einn AmEE T ULHIERREZ2 ML, &5 WIXRE T LER R &
FXa (T L 2 HrleEEH OME 72 b 2 B & T 2 BE ORI Z B L 3% andexanet OffEH A3
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BTN, UEORBRT, v MRV LIZEIT 5 andexanet O ARFMHEIZWNTNTH BT
&> 7=, MFD (60 mg/kg/day) TOiBR CTld, FXa BLERIOIFE F UIHEGFETOWTR T HIE
A EFTRIIRD otz

FHERERCIX, BEE L OO~ — I —IZRICIER U, MiREEE A A4~ — 71— TAT KO}
D A ~—I\Z—ED EANEO b, BT 2 MR IER IR bhieho 7o, B
B & [AAR. TAT XOND ¥ A ~—OH X, FXa [HEAXIOFIE T CTlk andexanet & HlE 5. L 7=
BIE EHE T2 o 72 (NC-11-0394-R0004 K (X NC-16-0757)

7 v P ROV VORI T DiEHERGERFD Cux X, TERBBAHETO Cox L0 b
3 fEmEmhoTz, PMCBT omEAERGREORFER (AUCi.) (X, B MBI 2 PERS
BECTHROLNIBEREDI2FTH -7 (Table 8),

Table 8: v k. HILRUVE MIBT5RERAEREFHD Cnax XU AUCo--D LLER
Species Dose Cmax (ng/mL) AUCo-» (ng*hr/mL)
Rat* 60 mg/kg/day 407,170 287,762
Monkey ** 60 mg/kg/day 484444 739,611
Human *** 800 mg bolus + 2 hour follow on 161,000 429,000
infusion at 8§ mg/min

* Mean value on Day 1 from NC-11-0397
**  Mean value on Day 1 from NC-11-0394
***  Mean value from 12-502, Module 2.

FHPRZ2EEEICESFHMIIC L0 . EEERM FXa BER (T x40 U=
VRO REHNY) SOIMBEERA FXa BHEAR] (= 3930 ) oF 5 2% -BFIcs T
% PriEeEE R O30 72 Mh k& B ) & L7 andexanet O HMNELHT B 5,
K95 & andexanet D IEFGE R FRER Tl.
o (EFIF R ST
® [HPEAM FXa PLEAIL O AT KA FXa BLERIO WIS T, —E LTS
Fv—H—~DOIERZRIE L Lizht FXa {EE2A RSz

& ZHOHMmET LVTHIMEN RSN

® filx d FXa [HERIOIEMICE T 2{bFEimi 22 5 T PK-PD FRIEDN ER S, BRIARRS
ReE—HL~

® Andexanet H 3 In vitro CHEEEEE T ELEFEH 26 S 202 LR ENT-

o FHMHBRICBWT, BEWREARRAHEICHESWTRE SN7- MFD TORAEMEIZRIFT
Ho7z
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