TryTEY Ry b TILT 7CEETFHEIER)
F T FYEREA 200mg

AREEHIFLH S N AE AT D DHER e OV EIZ DN T
DEETT VI A7 7 =< BRIREICH D 97
5% B 5 o0 3 (AR R OF ] B B9 LS O E R B B AE B
FRRAT 22 LidHkRERA,

TLoYF YT 7 —<vEREM
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1.5 ERXIFHEROEBRERUAFKORERE

1 EREXIIREROEE

DY EMMENCPE S fE M AMEMZE <o, HRIMAR ZERRE  (RES SRR MARIE P M AR ZERRIE) 12, il
IZE Y ZOEBREN EFT L2 ERMONTEY, HEPELEZVORNICRLRY, ZOE
BEMED DAL TOR X RBETH 5, £ ORIEMFCTHIMBENTIT 2 F TR 0 HLEEEHI
THAHAILTZ 7 U URNANLN TR, ITFE, FEE X I v KPR OFEEE% (NOAC) &I
BRAH hr L ErEOLES R TR, b N MEERS Xa Kl LT, FXa) FLERIOT B
YR UR—a XN = REYPARUPKR I, TOMABIEA S TND, L LRB S,
PUBEEIREICRE 5 A —EOBIA THRIET D Z ENME SN TEY, LEMBIREZ5E L
DR 3 MABT, FXa BUEH 2 %5 ST 5 BE TORHIMLOFET LT ARISTOTLE =
B (7 E YN E) T 2.13%/4E D, ROCKET AF i8R (U N—no 404 5) T3.6/100 A -
2 ENGAGE AF-TIMI 48 3B (= R¥H N85 ool BRET 2.75%/4F . I B RET 1.61%/
EIThoTm, £, ENTEERFESHAE L L THEM ST XAPASS #Br (U R— %430
Beh) TARHIMOFEBRIL 1.8/100 A - 49, STANDARD #Bg (7 &% #5) TRHMLO
FEHLERIT 2.36%/4F ¥, ETNA-AF-Japan it (= R4 30 85) CRIMOFEIFEZ 1.02%/4F ©
Th-oT,

Andexanet alfa (LR, andexanet) (%, K[E @ Portola Pharmaceuticals Inc. (UL T, Portola £f) 7%
BI%E L7-t b FXa OEME X WET 24 2 2878 (518 §41,0000 THY, Fx A=
— AN AL —PREHER BLR CREAE &5, Andexanet [ZEFAEAR L ONT > F rr ey (LA
T, ATHD) AKAFAY 72 I HAE Y FXa FREANCmWBIFIEZ A3 25, L LRB S (GO ®
VouaT7I=VICEBEL WD m ha v B 2 EME L S G MEN 70 <L ARE R
FXa N ROBEEIEEEH RN TN D, o, B ISR y- DI ARF T2 IR
(Gla) FAA 372, 7u b EF—=BEAERA~ORY IALDBIEZ 5RWTIZ0, GG
23720y (Figure 1), BE[E K FiARRIED PCC, EMOHUARIETH LA XNV A~vT LB |
andexanet (X FXa D7 = & L CHRE L, E4EENE FXa PHEAZ FXa N OIREESE 5 2 & Tl
BERIERE IR E 2 O ICB S, e hr v BRI ER T e e B — AR
O FXa {EMARIE S5, F72. andexanet (X / /N 72 EOES -~ XY DX H 7
ME/EMA FXa FREH &6 L7 ATHLIZ BfEE L FXa N ORREES © 25 2 & T, M/ FXa
FREAIDOIEH %2 2k S5, LA EX Y| andexanet | 3878 O 1E S CEE/E AL L ONEIBEEH
D FXa LEH OHEEEEN 2 Wb 2 Al e LTHH LB RO, TORBEED D Z L
Lotz
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Figure 1: E &R EESE X BF R U andexanet DEE
| Light Chain | Heavy Chain |

| | |

~—Gla EGF1.2 RKrR AP S419

Signal Peptide Catalytic Domain

o T

\v“\ EGF1,2| RKRRKR | S419A = EGI=1.2L
s—S

PRT064445 Precursor PRT064445

EGF = epidermal growth factor; FX = factor X; Gla = gamma-carboxyglutamic acid; RKRRKR = hexapeptide used to link
the modified light and heavy chains of human factor X to generate the recombinant andexanet peptide; S419 = serine at
amino acid position 419; S419A = substitution of alanine for serine at amino acid position 419

PRT064445 I% andexanet D% 21— K Th 5,

Human Factor FX

2 FROERE

Andexanet DRIFIFHF OARIEL (£ 2 —23.P2), FFERICET 2B ORME [€Y2—
240 1 HE] R, BRICETSBORMET [E2—1 25, 1 H] KO FITRT, %
7o, BAFE O#EREX % Figure 2 12~ L7e,

7283, KIE K ORI Tl Portola #E23EEIRBRFE 2 0 2 — 07, AARIZH L TiX, 7V A ML=
AY—ART A TSP L OREERTEZITO 2 & & Lz, £D%, Alexion £L7% Portola
FAEIN LI LI, TV vd e 77—~ ARISHEN AR TORBHFBELITI L Lo
77

21 SETOERKRAFEORZRE
211 KE

Portola (% 20. LR A G L, BERAZ S & LZBARRER (55 1 48 @ 11-501
AR, 14-506 FRBR & OY 16-512 3Bk, 25 2 #H - 12-502 3B, 5 3 #H 1 14-503 3R K OF 14-504 35R)
KOV FXa fEA] (T EXH AN U= XN = RxH =98 0) 12X bR
PRI APER I 2 R B U 7 B x5 & U 72 [EER IR 5 3b/4 AHRRER (14-505 35 ANNEXA-4)
92 LT, i D DR SREBR O piE . & OEE R R D 14-505 58RO Tl plofs (185 f41)
\ZHD X | 2018 A 5 H I EEHAGRHIE T [For patients treated with rivaroxaban and apixaban, when
reversal of anticoagulation is needed due to life-threatening or uncontrolled bleeding | DZNEE X ITZNF T
TR TRANSAGBZIRIG L, 2018 4F 8 AICHR TRDO A — N7 v 7 E 2 BRI E LI LR
HHLE THE (Generation 2, LT GEN2) 2% % Prior Approval Supplement (PAS) %47V), 2018 4
12 KRB E G L7,

72%. FDA 7513 Post marketing requirement & L C“A Phase 4 randimised trial of ANDEXXA in
acute intracranial hemorrhage in patients receiving oral factor Xa inhibitors” (18-513 ik ~ ANNEXA-I)
DEBNERENTND, YHERBRITY N—a X530 7T EX P AU T R P30 TIHE
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1.5 IR U358 R oo ke I ONBR %S D%
TUTFEY Ry N TALT 7 GEETHEZ)

HHZEAZE NI 2 F0E L 72 BB 2RI T o F MU IR A — 7 0 T LT A 2 v
THETS L LTky, ozioz Tk 0] E 1. RsmsEorti 0] =5 o
TETH D,

Flo, =/ F BN U ROE RPN UTKT D andexanet ORI, 55 2 FHRUER (12-502 7K
BR) CTHRETEZb OO, FDA ORI TOT — X B3R+ & Ofafi &%), ARIZIZED
mhole, ZORGONTET —ZIZESE | BUE FXa FLEH & L Clifl 480 L 72 2hRg e i o #
P TH D,

7235, andexanet (%, WHIFI2HFHL CTH D Z L )25 2013 4F 11 H IZ breakthrough therapy [ZF5 € &
L. E72 201542 ﬂ I% orphan drug IZfEE STV 5,

21.2 R

BRI I, AR 2256t G2 & L 72 BRPRAERBR (55 1 40 : 11-501 38R, 14-506 ABR K OF 16-512 3R
552 M8 ¢ 12-502 BER. 5 3 HH : 14-503 FBRKL N 14-504 BER) O AAE, KO 14-505 FRER DB O
RS (352 B (ZHS & 2019 F 4 FICHONEZESET (EMA) TO 4T [For adult
patients treated with a direct factor Xa (FXa) inhibitor (apixaban or rivaroxaban) when reversal of
anticoagulation is needed due to life-threatening or uncontrolled bleeding | % ZhAE X 1T & L THEGR
IAG L7z,

¥ HKFRSE & LT 14-505 3B O ik O TR B R IR & (CSR) O, Comparative PK study

(GEN1 #44 & GEN2 #44| d Bioequivalence study, 19-514 &5#R) D3, 18-513 3R CSR DO H

Updated PK/PD model #R& HF DO MNER SN, £/o, =/ FHF Y O RO= I\“ﬂﬂj‘/*‘ NZHFL
TIE, KE L AR, andexanet DEFIKFABR COT — & B3AR+43 & D& T, AGRICITE S e
olc, TOBRB/OLNT —ZITHSE | BUE FXa [LEHEA & L THH 28009 2 2hhe JEjJH@EF'
BEthTdH 5,

22 BAXRTORKEAFROERE

HATI, 20.$|H&U 0] = ) cEE R Eg R AR (UUF, PMDA) & IR
#xr-r-. [ | R
oo [ .
I - -~ 5f LT, PMDA M HAEEEE (Y a—
V2.5, 1.5H]), 16-508 #BRIX, Portola tEA3KET 2017 49 AnGEM L, 23— K 10 =R —
N CHERR S 1072, 14-505 3ABR I, dEk. BN R OYE AR THEME S, BEEGIERITR 500 4 (44
HARSEGIEE 250 Bl T o 7228, 1RBRFEMFHRELGTE 5 T 500 BlIcAER sinz) & L7z, db
K OBRINTIE, Portola #Ei2 L0 2015 4 4 A Gt EINTZ, BARTIITZT Y ARV - w4 Y —
227 A TR ER S & 72 - o) D1 i SaBR BRI EE AR LT,

HARDY 14-505 ABRIZSINT D ICBE L, FXa FREAIOHE - HEO —EHAEN &AMETITER D
72, EWND FXa BLEA| O AR « FE%2 %8 L7 andexanet D HE - fHEZHRELT ([£Y

2—/V2.72, 372 5], £/, 14505 R THESNTWHT ) FH ) v oFGEIZFEANTR
KR THDHZ s, ENOFEERER CIE= , 290 U EGBEFITHAAN LD > T,

Z DR, 16-508 FRER D AR & O 14-505 SRR ORE (77— B~ A7 1202046 H30 H, H
AN B EETe 477 F) BELI, FXafLER 3 H (T EFH 0 V=g FH AN K= R
XA NN IR B HFNAl & LT O andexanet D EAF 72 A IME K OV EBMENHERR SN2 &b,
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PUFIZRd2h6e - 2R LK OME - & T, WERFTGAEHFEZITO 2 & & L, 14-505 RABRITHL
FEREFOBREEPKE T LTEBY, 5—% vy b4 7 (202046 A 30 H) BEETT—4213 56T
WIRWHERE X B ARNIEBID 2 BIlOH T D,

ek, ARANE TEEEARE Xa KHTER (TSR U ARA—a 0 Tz R4
R) BHEHROBEICBIT D, Adn 2 )9 H i Sk i R 8 2 HH 1 oD 8 BRI O R [E 1R oo o
1 T20194F 11 A 19 BAF CHADIEIRHERGLITHE STV 5,

[ZhAE 1350 5]

EEEARE Xa NFHER (TS0, U ARA—aF A0 T R 30 h I LViglh
KW BHGHORBREICBIT D, Am a3 il 3k i K #E 7 Hifn o R ELRE O HrigE /EH o
FRFn

[HiER O &]

WE . AR, EEERAE Xa KT HERORME, REERGHO 1 RERGE, k&5
SOFBIFMICIS U T, T7orFxYxy b 777 (Eafr#iz) LT, UTFDAEBEXT
B 5D HE R O B CEIRN&E 5T 5,

A 1K 1400 mg % 30 mg/5y DIEE TEIRINE G- L, KV T 480 mg % 4 mg/4r D#KE T 2 iR
NEEH-T 5,

B 7% : 800 mg % 30 mg/4) D TEARNE G- L, Hil T 960 mg % 8 mg/4y O C 2 Ipfi EFfk
NEEHT 5,
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Figure 2: FFEDEER
) RN
HH
S JGEa
B35 | SE
Wi Bl
P i W AT B
S
AR 22 IR EE R
Sy
R0
T sE (mn
e R

Z DD KW B B R

B[] % 5w AR
=AY
PREA A R
7> b, 2
=AY, 2EH
= (= %% 0 X3V
. SE PR—a YRS
AR H=7 A, 2 @M
(7 B %4 X X ik
betrixaban {Jf F#¢5-)
=7 AV 2
(FUER D W 22 [R) S5k
7 EX UGBS

SNE | 2 8 16-508 #f5R
{EYES

s | HAS
S

%5 3b/4 FH |14-505 FRBR

Y TS0y MAT
16-508 75 : Portola £H23 K [E T E i,
14-505 38R : BEATORBIKEEIZ TV A ML« =AY — A2 7 A TS, BALUSOE T Portola 4L,
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Granger CB, Alexander JH, McMurray JJ, et al. Apixaban versus warfarin in patients with atrial
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1.6.1 SHENZIS 1T 2 BRI (2 B9 % Bk}
TUFEY Ry N TAT7r GBI TR Z)
1.6 SNEICSTLHERKREFICEHTLIEN
1 SEIZH T HERKR
Andexanetalfa (LA, ZA<%]) 1Z. Portola Pharmaceuticals, Inc. 73 K [E ., BRI CHAGRHFEZ FEhi L
2018 4= 5 H 3 HIZK[ET [for patients treated with rivaroxaban or apixaban, when reversal of

anticoagulation is needed due to life-threatening or uncontrolled bleeding.] % ZhAE & L AANIAGE S 4
7o BRINIZISUVNTIE, 2019 - 4 H 26 HIZ [For adult patients treated with a direct factor Xa (FXa)
inhibitor (apixaban or rivaroxaban) when reversal of anticoagulation is needed due to life-threatening or
uncontrolled bleeding.] ZZhGE & LK I 4L, BIFE 30 H[ELL ETHEBE SN TN D

$ﬁ®%lﬁﬁiiaﬂm)&U&M@ mg(wmn®%£(ﬁﬁ)%%n%n1%mui
O Table2 (27”7, MXFEDOFRIL, WHRCEEPET —F— | (CCDS) #ifI&ERE LTEN
FNEY 22—/ 162, EVa—/b 163, EVa2—/L 164~ LT,

Table 1: KERMAXE (USPI) OBE
HH USPI (2020 4E 9 AKR)
R4 ANDEXXA® (BEERT Xa (¥ X)), RIEMAL zhzo) EF3:FHEELERER

g7 MmieERMEY 27| BltEY 27, OMEIE, ROZERKRSE

ANDEXXA O EIIUTOEE L >EMEBENLTHESR 2> TV,
® Bk - FRIRMASZERRE S N2 b

® LTIEER O MMM & & e A < b

o QMEI
® ZERFE

Mg A N F2BE L, EFNCHERBRIEEREZGT 5 2 &, WE LR
NTHIEROCEELZBE L, LBEIIGCTHAREZITO Z

e R | ANDEXXA (%, U AR—a %P I T USRI AR HE LBEENEMES T T2 b
2 — /L ARRE M oD 7 OBk EH A2 b S & 5 MEER H 55BN A BT 5,

Z OB, BEFITBIT HP FXa IEEON—R T A4 25 b OERICE S W TGREER S T
W5, LM OSEIIHESL S VTR, Z OGS IS B W THER R 22 KGR 15 5 12iE, B

% 1L i O A R RS RN SRS A2 D TR B D

RSB TS HIREE

ANDEXXA 1%, 7 EXH 0 L) = F9 30 LIS 0 FXa FLEANC BE 5 i o759 12
ANTHD ZLIIRENTELTHEISHA LTV,

Rik-HE | 8BRS,
HE
2BV DEGLIAURHD (R 1SR, BIMAEOZEMER X OFEIMEIIMEL STV,

F1: ANDEXXA #4512 A v
W IV R—5 200 mg /XA T LD
AR * 2 e S TR

5
30 mg/or D EEE | 120 43F T 4 mg/sy )
IR & QAT R—
HE T 400 mg (480 mg)
TA+3 ATV
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1.6.1 ZMENZ I T 26 R 2 B9 2 &k
TUFEH Ry b TAT7 7 GEE TR L)

SRAETEN)
9
- 30mg/rOHRE | 1200 FT8mg/r | 43TV R—
SRR S
B C 800 mg (960 mg) SR +5 XA TIL
SRIETEN)

* RN OB G- Oz EAMETRHE S ThR,

ANDEXXA OHESEFHEI34E D FXa PLEHR], FXa [LEFOHE, RUOEE O FXa [HER DR
BENSDEMICE>TIRESL (F22H1),

*®2: UNR—=—m PN ET B A O RICES < ANDEXXA O (ANDEXXA
D5 BAART O FXa B H O i &5 O BEH)
FXa [EH
FXa FREA| BkEE 8 eI X iXRHA 8 WFfLL L
UoR—nm Ry 10 mg LAF K=
10 mg 33 &
&
T e YA 5mg UL T 66 A
5 mg BB E R & A

422313
® AFRKITEEREIN T Xa (M2 Z) AIGMEAL zhzo % 10 mg/mL OIRE TEHT 5,
® A TILTITAEM L7 ANDEXXA IZ=IR T 8 M E TR ETH S, H DL 2°C~8°C
T24 MM E CRIFTE B,
® IV Ny ZNTITHEME L7 ANDEXXA [XERE T8 M E TLETH D,

IV R—F 2 DFHE

& VHRNATILOMBAERET D (F 1SR,
200 mg /A 7 v : JEE S K 20 mL T ANDEXXA 200 mg /XA 7 L& IEfET 5,
20mL (XiZENLLE) v VY K20 77— (UIZN LD HRW) Otz
T 5, [IAZEHR/NRIZINZ D720, A TILORNBEZI > TSWFL 2@ o< WiEAT S,
PR A BT DR IR R 2 BT D 720l ML SN A TAETE#EE LA
R %,

®  [FEM IIHARPHEIERIND L HIZ, MAPRERICEMRIND ETENL T
EPo VEHERSE D, IRED LARWNWI &, IREDTHERIABELDZ R H D, %
PSA T NV OFERER I BRI 3~5 0 TH D, FERITEM L TWRWEAII AL T
NVEBEIEL, ZTORANIEH L2 &, WL L3 <IT, IR0 RANTRLFIRE
REBNRVN R EGRICARTERTE 2 L,

® 20/ —¥ (RiFENLV bR OBZEMT 60 mL L EDT Y Pa VT, SHEE
HEICET S £ TEA T E ANDEXXA OEEREWRSIT5, vV PIiclsiL
SHEA R L T T L, ANDEXXA WiRZ Y U o UVinb, F&EN 250mL PA F D%

VAL 7 4 VEIIR Y b= A8 IV Ry 2B,

~
Si6
224

[N
o

DR
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1.6.1 S EIZE

BT B ARSI B3 Bk

TUFEH Ry b TAT7 7 GEE TR L)

o UVTVLHEREET D, REMTLEONATIVEREET D,

b R N rd SR I
o VAT ZADPFEIZHONTO EFROME & R CFNEICHE D Z & BERIZE SNV THE
TRNA T IVORE B IIET D, RIRIKE IV Sy 1B BRIZIE, 40~60mL VU P X
1$100mL >V P& 2ARLLEEHL TS LU,
® IHEAICIFZ02XIF 022370 DA T A HIRY Z—TF )L ALK B D WTRSE
DIRE T ERER T 4V E—DBREZ T D,

o AR L7=6F I, R A RANIR AR ERLE AR RV RGN HR CRET 5 =
L,

® 02302237 DAy TAY s R Z—FT VALK YHDVIERIGEDE S 3y
EHEA T 4 VH —% VT ANDEXXA % § RN 545,

® 30 mg//y D BAEHE TR — T AL 2T 5,

® R—T AL 2 LIS, FREAEFHES 120 0 F TITH

Fuin e O 5 BE

FXa BREM 2 # 5 L2 BF X, MARZEEEA R MR 2 R E 2 AT 5, FXa BLEANIC
Lol Bt s E 5 & BAITH O OEMRBOMRMEY 27128635, MRIED Y A
7 2B S EH720IC, ANDEXXA #5-RIZEFIICHE T HIVTIE DI HUEE SR IE 2 BT
LTk,

BE5RIE KR | ANDEXXA (%, EEEK T Xa (M#z) RIEMEAL zhzo @ 200 mg HEEIEH A 7 LCEBE I D
UCHE H~K B EAOEREREMR L LTI s,
L35 ML
SERCE | 1) OhRERMERCEMMED X7
A EDEE | ANDEXXA &5 L7oHmEE 352 il x40, Mgtk O mtE Y 2 7 OFMiA3T i

Too MARPEA N B3FBL LT 63 BlI%, WIEIHELEEE TOHEOPIMEIZ7 HTHY | 21 H
EEAID 3 HEAPICA R b EFEBL LTz, 63 4 (18%). 88 fFD i ZErt: K OU M1~ b
NRD BTz, ANDEXXA ##:5 L7352 o 5 5, 223 Bilix, #5654 30 HLUANICHUEERISE %
BESNZ, 2055 184 (8%) 1%, FBIRICMIARTERIEA N b, B N> hZ2FH L
77

ANDEXXA % #¢5 L7 BE I, TR - $URIARIERR A <0 b, BMPEA N b ROWME IR
DO L ERIZ OV TBIEEITH, MRTERY 27 2B ST 572012, ANDEXXA #5412
EEMIC LB THIVTE HICHURERE 2 BT 5 2 &,

ANDEXXA O#5.-% 038 &3 B LM &G d iAo < b OFRBAT 2 3 AN e i
A R SOTRRAENE M8 N & F8AE L 72 B3 TlX. ANDEXXA OZZ2MEOFHEiiZiThi T
R, IS X2 R OFEERET 7 BUPIC T 1 b a s B ARG R R 2 VIa KT
RIAN, T EMBA 25 L2 BEICB O TS, ANDEXXA OZEEOFMIZIThIL TV,

2

Q) ¥iFXafHEHEOF LEREXIIFARLEREDL
ANDEXXA 5.4 ORI/ 50 FXa IEMEIL, fEEE 2 S E LERBREHMBE 234 L L
ANNEXA-4 HBROM T L Tz, "= T A v Lb#id % L. ANDEXXA R—F AEFH 5|
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1.6.1 ZMENZ I T 26 R 2 B9 2 &k
TUFEH Ry b TAT7 7 GEE TR L)

LV L FXa {EPED BN O KIBRAXN T 3O Hivlz, O TIL ANDEXXA Fifit i ok T E
THkfE L7, BUFXa WGPEIZ, A —7 ARG IR M OB THIB L% 2 BT 7R L~
TR Tz, D%, HtFXa IGEPEIX FXa BERIO 7 U7 J 2 L REOHE TERT L,
TEXFFAUC L DREREEZ T 71 HlOBEE L. X—A T4 L OHt FXa IEMER>150
ng/mL ThoTz, U A_A—mF P U KD FBERIEEL ST 19 FlOBETIE, R—2T7A
DL FXa 152> 300 ng/mL Th o7z, TEFHASUEED 71 HlOBFED S L 48 ] (68%) T.
ANDEXXA D#5#%IZH FXa {EMERR—Z2 T A UED B> 90%K T L7z, U 3—m FH 0%
5019 FOREDHH 10 6] (53%) T, ANDEXXA O 5H4ICH FXa IHHENR—2 T 1 Ul
NH>90%IK T L7z,

(3) ANDEXXA #EH D~V fEH

ANDEXXA (I~ANY COHiEEEN ZMET D5 /R H D, ~ U v offmEHl L LT
ANDEXXA Offi FIFAESE S TU eV, ANDEXXA (T & 0~ Y ARG U 5 ATREM: 2 &
Hl=, ~NU AR EEER FXa BLEK (73RO N—a X9 30) OFLEK L
L T® ANDEXXA OfEFIEET 5 2 &, PUBEFRIESLERG AT, ~ Y Ui D HikEE
WEERT D,

BITEA

ANDEXXA %5 L7 B TRk b EWHEE CHALNTZEWER & 5%) 13RI L O
ThoT,
ANDEXXA ##5 U= B 10k b WBEE THAONZEIER (33%) XEACEEY K TH

ST,

HWAERBRICEB T 5 AR
R AR BRI LR HEPH TR R T CEBEIN D20, & D EANOEERRBRIC I T 5 RIEARH
Fix, BOER ORERRERORBLHE & BT 5 2 LI TE P, ERHKRBY CORBELY
KL T WAlEEME S B 5,
ANDEXXA DR O R WA T, 223 BIORFHEDN FXa [REROR L%, %
D% ANDEXXA (2 X D&% 7=, BITEMAOIIIMEE X ANDEXXA JGHHE (120/223, 54%)
& 7T RREE (54/94, 57%) TR TH - 72, ANDEXXA JEHEEED 18% (39/223) T LNTZiE
MNZHES BIWERDY, 77 B REEL 0 RBUBEE R B\ WME—ORIER CTh o7, EEIIEE ORI
ERIESSE S e o7z,
ANNEXA-4 #RBri%, BERHmEZ 2L, &L FXa [AERORG 22 -BE 2R E L
ANDEXXA fli O TP O EE LRI & A —7 v T~V B TH D, ZThETIT, 352 o
LBEET =2 NELNTND, 352 BIOERFED 63%0 75 MU ETh-o7o, HBFITLEME)
(286/352, 81%) SIXFFNRIARIEARSE (87/352, 25%) Xt ¥ DHikEEMEIEE LT Ex YN
(194/352, 55%) £ L IFV N—m 430 (128/352, 36%) OWTINOEEZ5%1F Tz,
ANDEXXA /&, #BEFORZHTITEHEN M (227, 64%) XITIHLEHM (90, 26%) DWF*
s, 70 035 B0 (10%) TIEZOMOEALO H il OFRE B E R L% T S
LI &z, ANDEXXA FEAT 30 HO 7 4+ a—7 v 7 kKEi TRE O ThiT,

T

#4TH O ANNEXA-4 3RBRTlE, 352 61T Day 30 DL &M 7 0 —7 v F%258 T L, 54 6 (15%)
TDay 30 D7 % m—7 v 7 REEHNCIEC A MERR STz, (DI FEIE 352 Bl 42 4i(12%) T, JR
RIS 3 1], HIEARFED 2 61, FEOMEIEIT 12 B1(3%) TH - 7=, 20 B1(37%)IE ANDEXXA #%
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TUFEH Ry b TAT7 7 GEE TR L)

54 10 HLAWIZFIEL L7z, Day45 KV ENZARFIFELE Liz, 54 FIOFRTHID S5 B, BHZEP L 37
Bl (69%) . HALE HIm 12 6] (22%) . KOZEOMO I 5 # (9%) To7z,

AR FERRE R OV A~ b

ANNEXA-4 3B Cl, 63/352 (18%) BlDEE DR O MARFERRME A R b ZFRAE Lz« IS
B (CVA) (16/63, 25%). FEHH#IRILAEAE (16/63, 25%) . AVELMIEZE (10/63, 16%) ., JHiZets
fE (563, 8%). —iRPERME MAEIE (1/63, 2%) Thoio, HWHEDOFGHELE COHM O %k
X7 A CThole, MIRERMEDA N2 NI L I-HEBRE D 33% (21/63 i) X, mHD 3 H
MICHEHL L7z, ANDEXXA 235 S 7= 352 il 5 6 223 filik, #5044 30 B LINICHikERE 3K %
Beh L, 223 B 18 il (8%) CHBAMICIMARYEA <> MEMAMEA <> h3RD BTz,

FXa FRER D 5% 51 ANDEXXA IZ X 21aW & 5217 72 223 Bl Climaggam: 1~
MIFRD Lo T,

FEAZAE D SO

TEAITEE D SRS ANDEXXA TRIREE O # D 18% (39/223), 77 AREED 6% (6/94) THRH
L7z, ZAUH ORRITWIAL, Bk, ik, SR RE . ROWEREEE A & &% S FE R A R
E LTV, TEROEEEIFRE~PEETH Y, 90% (3539) NEEEZEI ehofc, HM
B OREILIEDN 8 2 85E | I, BEOFMBEFIE L, TE XV 7 < ANDEXXA #H1k L7z,
ANNEXA-4 R ER OHERE 352 B 2 F(0.6% )W TEAIAE D ROSAFEEL L 72,

So

ETORERY VX7 B ERRIC, EREOEEEILS 5, BRALYFRIE (BCL) 1254
Mr7ik% AV T, ANDEXXA TRIEREOM@H #H 145 $12% ANDEXXA (253 2572 5 ONTE X
T (FX) KO FXa & RZERGT DHUROMAE %=1 7z, KAMOHT ANDEXXA HiiiAs 26/145 5
OFEFE (17%) THO B, 6% (9/145) 75 Day 30 IZH1D TRl H i, 20 Blo#EERE (14%)
DA (Day 44~48) THAMEA LT\, THETIZ, #fTH O ANNEXA-4 RBRICE
JDPURBUG /S Z — N3 E TR LN AT = LRBETH O . BRIENE BT 236 Flo
96 6.8% (16/236 #il) 23 ANDEXXA IZXIT DH AL A L TWizid, ZiubDOH ANDEXXA #1
R CHRRISZTRT b O RN-o72, FX X FXa L ZERIGTDHUKIT. 2hE Cic@ewss

(0/145) HHVIFHIMEE (0209 TEHBHE NIRRT,

PURPEA ORI, ST IEDORSE & Fr BRI KR E KGFET 5, o, HFETRO bhv-ht
R (hFnpiikz & ie) BMEORBRIL, o FE, REOTERV, REHERO X 1 7 HFH
AN, ROEMRE R EOBEBORFICEBEINDLIZENHD, ZNHOIHEN DL, ANDEXXA
WX D PURO R B L O BANZ 3 2 PUAOFBL R & i35 L 3fENE U 5 RN &
5o
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1.6.1 ZMENZ I T 26 R 2 B9 2 &k

TUFEEY Ry b 777 G z)

RAZBE | ER
E£FTOFE | URA7 DK
i BEY A7 IZOWTHEFICHERRBUHTE D L4, MRE G L) axt RE2@Enic
ANDEXXA O HlEGABR 1T/ T TV 722y, ANDEXXA Q@4 AV 7= A5l 3 A BT 32 0E S h
TR,
KE O — MR Tl BRRAICHEE S AV AIRIE AN 36 5 B R A0 e R R O E DS F AT
DHEEGRY A7, TNTN 2% ~ 4% HTNT 15% ~20%TH 5,
Pt X (30
B % OV iR IZ 35 1F D ANDEXXA D224 & AR EDFHINIZIThit Ty,
2
U AT DEH
bt MO ANDEXXA DOFFTE, AN RIE TR, TSI RIETREICET 5
FEHITZR,
I G T2 O3 ER KO OB EMAE | RO ANDEXXA (25T D ERRALEE, B X
Y ANDEXXA & 72 13 RHA O B B AR AL I RF T EF R EH O FRENE & OFE CTRETT 5
&,
NR~DEE
/INREERNIZ 1T 5 ANDEXXA D%k O MEDOFBRIZITh Tngn,
EEE~OBE
ANNEXA-4 3 T ANDEXXA 25 L72 352 BloBED H 6, 314 i3 65 Ll L TH Y | 231
BIAS 75 WL ECThH o7, T OHRE & BT BEH ORICE M UTA MO SRT 72 2133
DB, WA SN ORI b I E i L B ERE & OMICRIS DR SR -o
Joo 722U, —HORBETIIEZEN LD @V LIEEETE R,
il (65 mLl B, n=10) © ANDEXXA O3EMEREIIEFLE (18~4575%, n=10) &bzl
TER RN T,
IR ANDEXXA (EEEA T Xa (M#tz) REMAL zhzo) 1%, HEIEH A 7 CHHE SN 5 &

FD A~ IK ABO G R TH 5.

%200mg /SA TAT, hr AKX Iy (MY AR, N R, L-7 VX = s,
b (1% wv), w2 =F— (25%w/N), XOpH7.8 TORY YV /LX— | 80 (0.01% w/v) 7
E ORI TIRE ST EEE K F Xa 200 mg &G TE 5,

BRI AR 2 F RN V) #5-BICEEER K CEfigd 2 & AN A~ A OR
RIZ72 %, ANDEXXA IZRGFAIRERTH 5,

ANDEXXA OO IR TR X 8t M Xa K7 CTh 5, MR Y V37 7 =12
EXHZ O, ZHUCED 7 e s B OUIE R OVEELRRREIC /8 o Tz, y- AR F T I L
I (Gla) RAALUDBBRESNTNAEY, 7 brreF—BEAER~BYAEZNT,
IEER 2 HUBEE MR 23 720,

b b XUSE SR OEINIE ANDEXXA ORGEIZIIEA STy, Mz ¥ o7 B8R
THEAMZ 2T v A =— AN LA Z —FiE (CHO) MADIER THEI L, 5 ®IFH 41 kDa
Thd, METRIIL2 2OFN R VA NVAREAT v TBHBPAEN TN D,
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TUFXY Ry b TATy GEEETHRZ)

Table 2: Rl Rt E (SmPC) DHEE
EHH SmPC (2021 4£ 6 A fR)
BR 554 #7E/ Ondexxya 200 mg ¥R
EMR <8 | IS TAHIT TRy b 77 7%200mg #5687 5.
BAGMERR | BRI, W I mL ST TR Ry b TAT7 7 10mg EEAT 5,
*TFTUFRH Ry b TATFIETF v A =— AL XL —JIE (CHO) #ila CTHLMR 2 DNA il
Lo THESIND,
FI7 REIEIES
A~ K A O SRS TR R
ERRAORRE | 2B - 2R

B Xa AT (FXa) LER (TR0 TV AA—a P 30) 2HE LR ABRE N E
ARG T T b e — VAR ML O 7 D HUERE R 2 b S L MLEN D LA
WNEAT D,

- A&

WBENCTOREHIZIR S,

H&E

TUFEHhry b TATZ 7R K30mg/aE 15 (RAR) X300 (BHE) o BiEHE
ETHRNA—F 2 & LTHERGH%, 4mg/sr (IRHE) XL 8mg/sr (FHE) % 120 /5FeA
W5 (GFE12H),

F1: BEHLIAV

o o 200 mg /A 7LD
I IV R—F 2 Frfe R E o
B S
. 4 mg/5y T 120 43
A& | 30 mg/5y O BHALEE T 400 mg 5
(480 mg)
L 8 mg/57 T 120 %
SHE | 30 mg/sy o BAZERE T 800 mg 9
(960 mg)

7 ERF DRk
Ondexxya OHEREME - &I, FUEBEEHOED RO 7 X v o5&, RTEEDOT
XN OEEEGNDORERIC L > TRkED (F23H),

#2: TEXTRUOEHICHET HREOHE

Ondexxya BAZART DR 5 D RFHA

8 AR XX
FXa FLEH 53 SN AR 8 REfELL L
T XY S5mg LA T KHE K&
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5 mg #/
A

i
H
fEm

U R— 1 8 DAL
Ondexxya OHESE: - AL, HUEEREH OBBLIFD U N —m 980 O 5k, RO
DY N—r T YN DEHMEG PO ORRIC L > TIRED (K3 ZH),

£33 U —mR YA OEIZEEY DG OB

Ondexxya BISERT DB 5- D]
8 RN X ik
FXa [HEH BRREZER N 8 FFRILAE
. K&
id 10 mg #/7RH A

DL FESE D P

Ondexxya Z# 5 U RKHMAILE S &, BEOEBERBICL DMt A X 2B <T=oicht
BERIEOFREZHRHNTA20ERND D, BEDBEKNICLEL BV, +ozlkiiGgohi
BEE, BERICEFICLETHIIE DICHUMARRIEE FHTE 5, JURERIEOR M
EHHMD Y R DT AR BRI AT D 2 L,

FFHRLE[T]
EHAE (65 FRLLL) - mmBRE ICHEREIILE L ST,

EREREIE A BREREEN T T X Ry b TV T 7 OBRBEEIC KT T REOFNMIZIThN
TV, 7 VT 7R TDHFEOT—Z IS L HEFBH LAV Z EnfEsn s,

NFREREIEZ : T T X Ry N TAT 7D VT 7 AT LEFEOT — X2 ES< & A
EPRE LW ERHELE I N D, FSEEREEEE TR 2 2R OFEIMEIC YW TORERIT
Thiv T,

RN INRROFECBT DT TSRy b TAT 7 OLREER OIS LT
W, T2 1355 TuniRn,

Ak

il (ks

W72 %D Ondexxya D/SA TNAEEEIR LIZ D, HHICR T EERT2HA1F. S50 5%
RiFATH T, BEAKR (10 mg/mL) ZWWEFARERL U BT, #2220 RY L7
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1.6.1 S EIZE

BT B ARSI B3 Bk

TUFEH Ry b TAT7 7 GEE TR L)

4 ¥ (PO) XiIHR Ve = (PVC) %2FEMET DM ENY 71T, €Dk, 02 X
12022327 v0yDA 0540 RY)Z—F)LANLRY (PES) $ 5 WILREIZEDIES X7 B
T ANE—E AW T EEEET S,

Ondexxya 1%, £ 30 mg/%y D HALHE T 15 50~30 43 THARN R — 7 A 5.4% . 4mg/sy (KA
) XIsmgs (EHE) T 120 0FkAET2 E15R),

&

b AN

ABN DBy AT EINA]— B2 FLHE O Z OO RT3 5 BEE,
INBNAR — B R BHRT DRERO T LV —K i,

R EEROERA EOER

A B3 2 il BRI

ERARIIAZMEIL, 7 XN T ) N—m P S 2 G LI ISR DB FXa it o
ML > THRED, 7o FF IRy b TA7 7 IXBEFHORIEGEICITE L T\, =
REP NI ) Y COEEOTZDIHHAT D Z X7 — A RED-OHER SR
BN, TrTRYRy b T 7% FXa BEFRILS O BRI OFERIZ L L7220,

BRE=2 Y 713 Fc, w8 exhts (RfmoeEg) . 2K (BHim) . KOHEEESL (M
MIERRMEA R N) BRTERR/NT A —Z — 2D ET 0, PLFXa iEHEICES W T Th 20,
TR OPT FXa IHHERIEEIL. 7o 733y b TA7 7 5% 0P FXa IO RE I 138 S
RV, I OREE TR - T FXa 1A R L. 77y b 747 7 O

EPEAKIBIZE/ NI S 41D 2 L2725,

SRR RIS HICB T AT 4T U IS Tn S, REMEXEEHaIcitbii v

. HLEEN S/ LT —FIIRENTH D, FHT—F Tk, BAROT VTx 5
M E&E L BE . AN IR & O FXa BRER 2 &G LT BE . RO N—a F 30 2
HGHROEBET, MREO VAT NEEDL I EDRBINTND

ANNEXA-4 RERIZIZEEZE AN HIM ICH) £ (GCS>7 L UMER<60mL) NEEINTWVD
WCHEEDICH BE~DOT U FXxy b TA7 7285 LRBIIITHhHL TR0,

MARPEA < R

MARTEA RV SR T T X Ry b TAT 7 OFGHICHRES N TND, FXa EHZ &S
U7o B3, fdetha <o M 2FHRT 2 EMREEZ AT 5, FXa FEANC L 2165 % Bk s
B5HE, BEFTEOLOEMEROMMBEY A 7ICEbEND, £o, MBRRFRE A e s
— (TFPD) OMFIZE V&N s, 7o 7¥ ¥y b 77 7 BloREEEERS RS
TRV, THIMBIEORIED Y 27 & b1 LT AEERD 5, HiBEFIZBIT 5 Z0E-RD
FHGEREIENIZHT & 2 Cld /ey, HL FXa iEME, NIRPEMAR O ATREME (ETP) . XL MARIED ~—H —
72 EORERMAEE BTN A X A LT DIUTEBEMIEE L 2WATRELR S 5, 20U A7 &K
BSEDDIC, BHERTRIZEZNCLETHIVUTE D ICHREREZ BT 2 &,

BEEETIE, 7073y b TA7 7 OBGHICER~—5—0 F1+2, TAT., ;M O'D-#A

9/15
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TUFEH Ry b TAT7 7 GEE TR L)

~—OREERFHNZ LR WOICHEKTTFR e TFPL O 378 bz, et ~
v MEHE SN holn, TH O~ —H—IX ANNEXA-4 BRI SN B TRIE S
NiehroTzid, MARZERIEA XY MIEEH LTS, Lo T, MBEOHE L FERDOE =4
V7w HERIN D,

TUTERY Ry b TINT 7 DEOMOXHERE L OO
TUTERYRY N TAT 7R BEFENCSBETH D ERBRENDSE LM EOFEER G
BREL PRS2 2 W TE D,

HiftE A <2 hOFBET 7 BLANIC 7 1 k7 o B A RG], FH % 5 VIIa (K185
TR & 5 Ul B ERRRBRO OB SN/, TH0BRFICB T AT T ¥
PFx v b TAT 7 OREEOFMIIITHLI TR, MR 112 X 5165 (3-X 4-K 1
EHT7 1 br e CEARBREIA (PCC) AEMAL PCC, #HLZ EE VIa K154, Hiftt s
M7 L) RORmBANL, ZhOOEKEEOIHFRICET AT —2 RN RRELTNATZ, fixt
WG E R RERT DL &,

~% > L O EAEA

TUTHYRy MEIASRY ORISR SR T, ~0 ARl (B ZIEFERT) o7 7
XY xy hOFERITRET D Z &~ RGN COfFREAIE LTOT T YR
v NOEFFHMEES N TE LT, HEREIhRW,

BEAICHE D JUS

R~ P E DTN ) SO HEITERROBE T THS 5, PHREDERICONT
B, HEA ST OO P A EE DR, SRS E - 7= OVEADFB & Bt 5 = &
MTED, Y720 RTIIVEHRELTH XU,

fLDEIK R & OHEER R E DMOMEEER

TUTRYRy N TOT 7 OFEYFEAAFEARBUITER S THR,

Invitto 7—4 b, TV TXx YRy hTIAT 7 bRy 7 F hr B T (ATHD #HE
e DHEMERR O~ OFUEEEEHNOPRIP R SN D, ~NY AT & DR ERE L
HHI L LEEFHRRio7 o F X9 2y b7 7 7 OBISIMER L, ~ %) U Rt £ 5 & 24
TERHRESINTND, ~RY TR TR Y AT B fFREAIE LTOT T Ry
NOERFEHMI S TE LT, RS,

AFHRE, IR MR

BEHR

ERICBIT 27 TRy b 7T 72l LT =23/ on Ty, Bie v
ARBRCIE, I L T RERIIE LA TOHRY, 7 TR Ry N 7T 7 ORE
L AESRT ST 2 O TTOZRWEEIR D RTREME DS & 2 PRI HERR S e,

i
TrTRY Ry b TAT77REe RIS NS E D I LTIV, BiAER/E
WAV AT EBRATER, ToTXY Ry b TAT77O&GHERALEZFRIETS 2L,

B RE
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1.6.1 #EIZ

BT B ARSI B3 Bk

TUFEH Ry b TAT7 7 GEE TR L)

TrTrxY Ry b THAT77Re POEEREICKIEZTERIIONWTOT —X ST\
Y,

BEREES) K OB DIRIERE S 1T DR

TUFRP Ry b T 7 FESEE S R OB OB ERE 1T TNFLACRBERIZS
;Il/\o
E UL 22V MER

LT a7 7 A VO

BARMEICOWTIE, FXa BLERIZ # G LTz 247 BlOfEF & % &0 BRRER, R OvRMER Mm%
FIE L FXa fAERK] (R T EF AL RRY N—a 9 30) 12X BIEEE ST T =5 TMIb
TB/55 TV ARRER (ANNEXA-4)D 352 il BE 2B W CEMliA Thh -,

FXa [REAIAR G S, £O®RT TR Ry b TAT7 7 OREGEE2ZT@EEEZHGRL L
TRRARRRBR T3, EESUIEEORIEMITME Shhr T, b @HE TR b IE
R SUTTFEDOTEANICAHE I RIS (R 4ZH) THY ., EAD DI ~FRER LI ISR,
B, K, WRREERE . ROMPRIREEORER DB LTz, BBROS & o 7w EH T
PEL D LMETE < ORIEM (RITIEAITHE S BOS) ZRB LT,

fawEExtg e LR T, D-4 A4 ~—KkO07r harvr 777 2k FI+2 CHAMEME L
R (ULN) D2 f5%x 25 EADEBICRO N, 20 L5 7% BRIk %, B~ %H
Ffgt L7228, MARYEA o Mg Shieh o7z, BIEREN (MEOROC~IEFITE N
A7 DI OPEREEEEZZIT TRV, a2y be— L REE NI A M Z &) Hifn 2 FE L 7= &
) BT DERRAEENMIIM S TR,

RIER OB

RAWLZToTXI Ry b TAT 7 E&E LT EORKRBR S G-gEHO— B %2 RT,

2EFBEOMIIE, AMERHMAREL Y > 7TX Xy b TAT7ICLDEEE T 352 o
BEZE T b M/ IV F1 ANNEXA-4 RO FRFER CORERO—E 427 d, BHEMAIZ

EBIRSE (SOC) KORBMHERNCLATOMUTHEL TS : b TEME (1/10 LA
). mBEE (17100 LLE 1710 A% . R (171000 LA E 17100 &5 . Fiv (1/10,000 LA E
1/1,000 Aii) . & TEH (1/10,000 AKiili) . FHEARH (HBoNDHT—FZNOMETE W),

R4 BREERCHOLBEICR T 2EERO &

#n B BRI EARTE REHETORIEE HiAE TOREFE
TR REEE

EAR2 R
RERIEE

EGE S AECHE

Jid . &7 55 4 AECHE

BALPED F R

b R

R P I 25 R 1R

— I MEMIE M FE AT fECAE
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DR E
oY LN AR
DIk AR
Wiy E S ARAEEE
iF T E
Jlik=dse
TRED ER IR A fECAE
e B IR A 2E fECAR
WEIR AR, BIERIS L UMithRREE
Iz o L
I-1% ] T AE
it FE RS ECAE B
BBk E
JEER AN PR T BE
001 T BE
1 PR Rz 15 1
TR R A
NI 1
BN H & O T RaskmE
% 9 BRI T E
DEHPEE D FEIE 1A
# 4 BEZRCHLAZFZB T 3EERO—E (FiX)
BERIRS I EATE REEORBIBE HA I H 2 oD B TR
BERRB X U AHRREE
R A
A A T
—i% - RFEER X OE SO OWRE
AL X oW TR
Bk X CHEMAE
JET AN R T
ZITE e A
R IR T BE
FEEA e
BRI
—i@M%ED D-# A v— K Fl o
+2 757 A O L5 ST
e E O ENWEH O Ftab
%5 b FH/25 TV 41 ANNEXA-4 BRI\ C, FXa BLEARNC & 2 1A & 52 1 Bk K i 2 i
L 32 Bl BFENO/T —2Ic kD &, BEEXIEEDOEAIISE D FUSOFRED 1 HTHR
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BT B ARSI B3 Bk

TUFEH Ry b TAT7 7 GEE TR L)

boNTe, 230 HROZEWE 7 ru—T v 7 &% 72 352 BIOBEFED 5 HD 36 il (10.3%) 73
i RMARZERE A X b (VTE), (OfFfE%E (MD ROMESR 2 G Te et N b 2 FE5E L
720 36 Bl 10 B (27.8%) DBENFERRBEERFICHUMARTHELZFH L TR Y, 36 HlETHRY
YTXY Ry b TAT 7 EERHC VIE ROV UL B O BEAEE O 72 DI hiEE B L & %
Wi,

BIERDEWVOME
REFRMOEBBICEERHOSR W ERE T2 L IEECTCHDL, UKD, REEKHOX
T4y NIRRT NG U RAEBGHNZE =2 ) 7T LN TE 5, BREMFIL, ENO#H
HUAT LEN L TRERORWEHRET S Z kb5,

WERE
TrTERY Ry N TAT 7 OMMERG OBRRREBRIER AR TN BRI D
LTV,

B

s

wn—5
NS -

NS Y150

L-7 /L% = et
R

v =k

AUV _—} 80

A
LA OBE AR 2V e KREHMITZ OMOEER LIREG L TIER LR,

op
il

tk
=
=

it FSIRR

SA TV CGRBRED)

2°C~8°C TORAFET 3 4F

IR S - EIR

—IREEED A T T, ALFERE LU EREY el F e D22 E ME1E 2°C~8°C T 16 Rff#l E T
FESNTWD, —HE IV ANy ZICB SNIEMRIE. LEIS T T, |BRTE 51T 8 R
THZLINTED, MEMFHBLEND, —EBEMINEOARFNIELIERTLZ L, BED
W L WA . AR OMRIFHIR I J O AT ORIF LT 2 BTITEHENA D b
DET D,

REFECETIHIRER

M (2°C~8°C) TIRIEFTHZ &,
BAE SRV &,

PGS ORIFRHT 6.3 22,

FROMER L UCARY
ARy RX— (TFNITL) (FE20mL ATV AHATR) IZTHEEINTHDEHE
RAT N AERNY O@EIES A X

BEEOEOMOBERVICET 2/ R ER
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TUFEH Ry b TAT7 7 GEE TR L)

At

BIROBRMBANC AT R SLETH D -

1.
2.
3.

FHENZEONRA T,

20 7= (FZN LV HRVY) O 2LE LEFHEO 20 mL (L) o
A,

TV a— L

RER B0mL LIE) W) P, BBV Y U ORCTRAVS N HEIE, KK
BOEMMAZ AND T2 DIEEDO V) v U+ 5 2 L,

B BEORBIAEZ ANS =00 RY AL 7 02 (PO) LAV E{E =L (PVC)
oSNy 7 (150 mL LLE) OV ANy 72 HWTRET 256).

TS K

02 XX 022 702D A T4 KR Z—T VALK (PES)ILFAFEDKZ
RIEREE T 4 N H—

TrFERY Ry b TAT 7 ERETUTEE ~OFRGANCERIOEA TB L LEIT RV, IR
RSB R R A VWD 2k
BoXA T IILL T OFERICHE » TR E NS -

BENXATANLTY v~y 72D,
BEARALTNANDOTLHA Ny /8= T L a—/Ufi TR,

20mL (XIFFNLLE) O Y PR 77— (TZER LY HRD) oftz W
THFHAAK 20mL %535,

VI VO E TR Ny = DHLIHAT B,

TIUT e —H TICHL, [iax /RIS Z 272 DWiLE SA T ILONEEZ D
. ERAK20mL 31 T DoY) EHEAT D,

MAENERIEMRT DETENA T L EDS VERSE D, A TAERY RER
WZ L IRVIBE D ERIEPEL D Z DD D, 31 T VORI 3~5 5T
»5,

B GRSV SR TR B B OY USRS 2\ DR T 5 2 &, Bk 730X
BEBPBDONTGEIFMER LnZ &,

VB R % i b AV RREM L. R E B/ NRICHN 2 5 7212 IROFNRIZ TR
12, BELE SNDHEASA T IVCEF K 20mL 2IEAT B,

FEE CRIFET 25 1 3E % 8 RFRHILINICEER T2 2 &,

SR T EAWEERS

1.

WMELE ZINDHETONA TIVOEMERKE DL, 20 7 — (UFZEN LD HRW) Oft%
FEELIRAER S0mL LLE) U Do TREMIKE S ASA T ANLWET 5,
R—F AE RO RMENTIR 2 ORFEY ) TR SN D,

FEAHBEOR—T ZAEE R OVEHEANTIE, BMEOZD, Blov ) IS HIhEd 5
MERDH D (R—T ARERORHEADZNENIZT Y P2 KFD),

RMOZEZ BB AT D720, $1% LX) oD% X5 ICR &M, EEEICH
T2 XA TANSDRGIOERIZT U P& FICEN RN &,

B 5 2 CTRIBIERE (ERF =—7, 023022 37D v T4 VR =—TF )L
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1.6.1 ZMENZ I T 26 R 2 B9 2 &k
TUFEH Ry b TAT7 7 GEE TR L)

Z ViR (PES) XIS DRSS VR IFEE T 4N E—, VU PR T) DT 5,
6. TEYHEE TR ARG T 5,
7. BREORER S b ED, HHEADOLY D, # KOS TIVMIETEIETSHZ &,

SIEEHE NSy 7 E V- #S
. MELINDIZETONRSL TIVORMERED-T-5, 20 7= (IZEN LY LK) Ot
BEELZRAE B0mL LLE) 2V Vo TRIRH 25, TANSWRET 5,

2. WRIRE VD UL IV Ny FICET,
3. MEIOSUTFEIEL &2 2#0iEL, A— T 2AEEROAHEAOEREEL PO XX PVC

IV Ny ZIC#T,

4. R—T2A%E L GHENTERRRGEELHERT 272DI0x 0 2 DOy 7I245H
THIERHEREIND, R—T ARG K OVERIZ 1 20 PO XL PVC IV Sy 7 &R
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ANDEXXA safely and effectively. See Full Prescribing Information for
ANDEXXA.

ANDEXXA® (coagulation factor Xa (recombinant), inactivated-zhzo)
Lyophilized powder for solution for intravenous injection
Initial U.S. Approval: 2018

WARNING: THROMBOEMBOLIC RISKS, ISCHEMIC RISKS,
CARDIAC ARREST, AND SUDDEN DEATHS

See full prescribing information for complete boxed warning

Treatment with ANDEXXA has been associated with serious and
life-threatening adverse events, including: (5.1)

* Arterial and venous thromboembolic events

» Ischemic events, including myocardial infarction and ischemic
stroke

* Cardiac arrest

* Sudden deaths

Monitor for thromboembolic events and initiate anticoagulation when
medically appropriate. Monitor for symptoms and signs that precede
cardiac arrest and provide treatment as needed.

RECENT MAJOR CHANGES

Dosage and Administration (2) 03/2020
Warnings and Precautions (5) 09/2020
INDICATIONS AND USAGE

ANDEXXA (coagulation factor Xa (recombinant), inactivated-zhzo) is a
recombinant modified human factor Xa (FXa) protein indicated for patients
treated with rivaroxaban or apixaban, when reversal of anticoagulation is
needed due to life-threatening or uncontrolled bleeding. (1)

This indication is approved under accelerated approval based on the change
from baseline in anti-FXa activity in healthy volunteers. An improvement in
hemostasis has not been established. Continued approval for this indication
may be contingent upon the results of studies that demonstrate an
improvement in hemostasis in patients. (1, 14)

LimitationsofUse

ANDEXXA has not been shown to be effective for, and is not indicated for,
the treatment of bleeding related to any FXa inhibitors other than apixaban or
rivaroxaban. (1)

-------------------------- DOSAGE AND ADMINISTRATION-------=-mmmemem -
For intravenous (IV) use only.

* Dose ANDEXXA based on the specific FXa inhibitor, dose of FXa
inhibitor, and time since the patient’s last dose of FXa inhibitor. (2)

* Administer as an IV bolus, with a target rate of 30 mg/min, followed by
continuous infusion for up to 120 minutes. (2.3)

» There are two dosing regimens:

Dose* Initial IV Bolus Follow-On IV Infusion
Low 400 mg at a target rate 4 mg/min for
Dose of 30 mg/min up to 120 minutes
High 800 mg at a target rate 8 mg/min for
Dose of 30 mg/min up to 120 minutes

*The safety and effectiveness of more than one dose have not been
evaluated. (2.1)

---------------------- DOSAGE FORMS AND STRENGTHS---------------nnmo--
ANDEXXA is available as a lyophilized powder in single-use vials of 200 mg
of coagulation factor Xa (recombinant), inactivated-zhzo. (3)

CONTRAINDICATIONS

None. (4)

------------------------ WARNINGS AND PRECAUTIONS-meeemmmmemmeeeee

« Arterial and venous thromboembolic events, ischemic events, and cardiac
events, including sudden death, have occurred during treatment with
ANDEXXA. Resume anticoagulant therapy as soon as medically
appropriate following treatment with ANDEXXA. (5.1)

* Re-elevation or incomplete reversal of anticoagulant activity can occur.
(5.2)

ADVERSE REACTIONS
The most common adverse reactions (> 5%) in bleeding subjects receiving
ANDEXXA were urinary tract infections and pneumonia. (6.1)

The most common adverse reactions (> 3%) in healthy volunteers treated with
ANDEXXA were infusion-related reactions.

To report SUSPECTED ADVERSE REACTIONS, contact Portola
Pharmaceuticals, Inc. at 1-866-777-5947 or 650-822-8884 or the FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 09/2020
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FULL PRESCRIBING INFORMATION

WARNING: THROMBOEMBOLIC RISKS, ISCHEMIC RISKS, CARDIAC
ARREST, AND SUDDEN DEATHS

Treatment with ANDEXXA has been associated with serious and life-threatening adverse
events, including: (5.1)

e Arterial and venous thromboembolic events

* Ischemic events, including myocardial infarction and ischemic stroke
» Cardiac arrest

e Sudden deaths

Monitor for thromboembolic events and initiate anticoagulation when medically
appropriate. Monitor for symptoms and signs that precede cardiac arrest and provide
treatment as needed.

1 INDICATIONS AND USAGE

ANDEXXA is indicated for patients treated with rivaroxaban or apixaban, when reversal of
anticoagulation is needed due to life-threatening or uncontrolled bleeding.

This indication is approved under accelerated approval based on the change from baseline in
anti-FXa activity in healthy volunteers [see Clinical Studies (14)]. An improvement in
hemostasis has not been established. Continued approval for this indication may be contingent
upon the results of studies that demonstrate an improvement in hemostasis in patients.

LimitationsofUse

ANDEXXA has not been shown to be effective for, and is not indicated for, the treatment of
bleeding related to any FXa inhibitors other than apixaban or rivaroxaban.

2 DOSAGE AND ADMINISTRATION

For intravenous (IV) use only.

2.1 Dose

There are two dosing regimens (see Table 1). The safety and efficacy of an additional dose have
not been established.




Table 1: ANDEXXA Dosing Regimens

Follow-On Total Number of
" .
Dose Initial IV Bolus IV Infusion 200 mg Vials
4 mg/min for up to 5
Bow 400 mfg;(l)t a te/lrg.et rate 120 minutes (2 vials bolus +
08¢ ot Y mg/mi (480 mg) 3 vials infusion)
) 8 mg/min for up to 9
glgh 800 mfg;(l)t a ta/lrggt rate 120 minutes (4 vials bolus +
0se 0 mg/min
& (960 mg) 5 vials infusion)

*The safety and effectiveness of more than one dose have not been evaluated.

The recommended dosing of ANDEXXA is based on the specific FXa inhibitor, dose of FXa
inhibitor, and time since the patient’s last dose of FXa inhibitor (see Table 2).

Table 2: ANDEXXA Dose Based on Rivaroxaban or Apixaban Dose
(Timing of Last Dose of FXa Inhibitor before ANDEXXA Initiation)

FXa Inhibitor FXa Inhibitor < 8 Hours or Unknown > 8 Hours
Last Dose
) <10 mg Low Dose
Rivaroxaban -
> 10 mg or Unknown High Dose
Low Dose
) <5mg Low Dose
Apixaban -
> 5 mg or Unknown High Dose

2.2 Reconstitution

» The reconstituted solution contains coagulation factor Xa (recombinant), inactivated-
zhzo at a concentration of 10 mg/mL.

» Reconstituted ANDEXXA in vials is stable at room temperature for up to eight hours,
or may be stored for up to 24 hours at 2°C to §°C.

» Reconstituted ANDEXXA in IV bags is stable at room temperature for up to eight
hours.



IV Bolus Preparation

Determine total number of vials required
(see Table 1).

200 mg vials:

Reconstitute the 200 mg vial of ANDEXXA
with 20 mL of Sterile Water for Injection
(SWFI).

Use a 20-mL (or larger) syringe and 20-gauge
(or higher) needle.

Slowly inject the SWFI, directing the solution
onto the inside wall of the vial to minimize
foaming.

To reduce the total reconstitution time needed
during preparation, reconstitute all required
vials in succession.

To ensure dissolution of the cake or powder,
gently swirl each vial until complete
dissolution of powder occurs (A). Do not
shake (B); shaking could lead to foaming.
Typical dissolution time for each vial is
approximately three to five minutes. If
dissolution is incomplete, discard the vial,
and do not use the product.

Upon reconstitution, the parenteral drug
product should be inspected visually for
particulate matter and discoloration prior to
administration.

(B)




Use 60-mL (or larger) syringe with a
20-gauge (or higher) needle to withdraw the
reconstituted ANDEXXA solution from each
of the vials until the required dosing volume
is achieved. Note the total volume withdrawn
into the syringe.

Transfer the ANDEXXA solution from the
syringe into an empty polyolefin or polyvinyl
chloride IV bag with a volume of 250 mL or
less.

Discard the syringe and needle.
Discard the vials, including any unused portion.

Continuous IV Infusion Preparation

» Follow the same procedure outlined above for IV bolus preparation. Reconstitute the
total number of vials needed based on the dose requirements. More than one 40 to
60-mL syringe, or an equivalent 100-mL syringe, may be used for transfer of
reconstituted solution to the IV bag.

» Infusion will require a 0.2 or 0.22 micron in-line polyethersulfone or equivalent low
protein-binding filter.
23 Administration

= Upon reconstitution, the parenteral drug product should be inspected visually for
particulate matter and discoloration prior to administration.

* Administer ANDEXXA intravenously, using a 0.2 or 0.22 micron in-line
polyethersulfone or equivalent low protein-binding filter.

= Start the bolus at a target rate of approximately 30 mg/min.

»  Within two minutes following the bolus dose, administer the continuous IV infusion
for up to 120 minutes.

2.4  Restarting Anticoagulant Therapy

Patients treated with FXa inhibitor therapy have underlying disease states that predispose them to
thromboembolic events. Reversing FXa inhibitor therapy exposes patients to the thrombotic risk
of their underlying disease. To reduce the risk of thrombosis, resume anticoagulant therapy as
soon as medically appropriate following treatment with ANDEXXA.

3 DOSAGE FORMS AND STRENGTHS

ANDEXXA is available as a white to off-white lyophilized powder in single-use vials of 200 mg
of coagulation factor Xa (recombinant), inactivated-zhzo.



4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Thromboembolic and Ischemic Risks

The thromboembolic and ischemic risks were assessed in 352 bleeding subjects who received
ANDEXXA. Ofthe 63 subjects who experienced a thrombotic event, the median time to first
event was 7 days, and 21 subjects experienced the event within the first three days. A total of 63
(18%) experienced 88 thromboembolic or ischemic events. Of the 352 subjects who received
ANDEXXA, 223 received at least one anticoagulation dose within 30 days after treatment. Of
these 223, 18 subjects (8%) had a thrombotic event and/or ischemic event after resumption.

Monitor subjects treated with ANDEXXA for signs and symptoms of arterial and venous
thromboembolic events, ischemic events, and cardiac arrest. To reduce thromboembolic risk,

resume anticoagulant therapy as soon as medically appropriate following treatment with
ANDEXXA.

The safety of ANDEXXA has not been evaluated in subjects who experienced thromboembolic
events or disseminated intravascular coagulation within two weeks prior to the life-threatening
bleeding event requiring treatment with ANDEXXA. Safety of ANDEXXA also has not been
evaluated in subjects who received prothrombin complex concentrates, recombinant factor Vlla,
or whole blood products within seven days prior to the bleeding event.

5.2  Re-elevation or Incomplete Reversal of Anti-FXa Activity

The time course of anti-FXa activity following ANDEXXA administration was consistent among
the healthy volunteer studies and the ANNEXA-4 study in bleeding subjects [See

Clinical Studies (14)]. Compared to baseline, there was a rapid and substantial decrease in
anti-FXa activity corresponding to the ANDEXXA bolus. This decrease was sustained through
the end of the ANDEXXA continuous infusion. The anti-FXa activity returned to the placebo
levels approximately two hours after completion of a bolus or continuous infusion.

Subsequently, the anti-FXa activity decreased at a rate similar to the clearance of the FXa
inhibitors.

Seventy-one subjects were anticoagulated with apixaban and had baseline levels of anti-FXa
activity > 150 ng/mL. Nineteen subjects who were anticoagulated with rivaroxaban had elevated
baseline anti-FXa activity levels >300 ng/mL. Forty-eight of the 71 apixaban-treated subjects
(68%) experienced a > 90% decrease from baseline anti-FXa activity after administration of
ANDEXXA. Ten of the 19 rivaroxaban subjects (53%) experienced a > 90% decrease from
baseline anti-FXa activity after administration of ANDEXXA.



5.3  Use of Heparin Following Administration of ANDEXXA

ANDEXXA may interfere with the anticoagulant effect of heparin.

Use of ANDEXXA as an antidote for heparin has not been established. Avoid use of ANDEXXA for the
reversal of direct FXa inhibitors (apixaban and rivaroxaban) prior to heparinization as ANDEXXA may
cause unresponsiveness to heparin. If anticoagulation is needed, use an alternative anticoagulant to heparin.

6 ADVERSE REACTIONS

The most common adverse reactions (> 5%) in bleeding subjects receiving ANDEXXA were
urinary tract infections and pneumonia.

The most common adverse reactions (= 3%) in healthy subjects treated with ANDEXXA were
infusion-related reactions.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be compared directly to rates in the clinical trials
of another drug and may not reflect the rates observed in clinical practice.

In the pooled safety analysis of clinical trials of ANDEXXA, 223 healthy volunteers received
FXa inhibitors, followed by treatment with ANDEXXA. The frequency of adverse reactions was
similar in the ANDEXXA-treated group (120/223; 54%) and in the placebo-treated group (54/94;
57%). Infusion-related adverse reactions occurred in 18% (39/223) of the ANDEXXA-treated
group and were the only type of adverse reaction that occurred more frequently than in the
placebo group. No serious or severe adverse reactions were reported.

The ANNEXA-4 study is an ongoing multinational, prospective, open-label study using
ANDEXXA in subjects presenting with acute major bleeding and who have recently received an
FXa inhibitor. To date, safety data are available for 352 subjects. Sixty-three percent of the

352 subjects were 75 years or older. Subjects had received either apixaban (194/352; 55%) or
rivaroxaban (128/352; 36%) as anticoagulation treatment for atrial fibrillation (286/352; 81%) or
venous thromboembolism (87/352; 25%). In the majority of subjects, ANDEXXA was used to
reverse anticoagulant therapy following either an intracranial hemorrhage (227; 64%) or a
gastrointestinal bleed (90; 26%), with the remaining 35 subjects (10%) experiencing bleeding at
other sites. Subjects were assessed at a Day 30 follow-up visit following infusion with
ANDEXXA.

Deaths

In the ongoing ANNEXA-4 study, of the 352 subjects completing 30-day safety follow-up, there
were 54 deaths (15%) occurring prior to the Day 30 visit. The number of cardiovascular deaths,
including three with unknown causes and two that were unadjudicated, was 42 of 352 (12%), and
the number of non-cardiovascular deaths was 12 (3%). Twenty (37%) subjects died within ten
days after the ANDEXXA infusion. All subjects died prior to Day 45. Of the 54 subjects who
died, the bleeding type was intracranial bleeding in 37 (69%), gastrointestinal bleeding in

12 (22%), and other bleeding types in 5 (9%) subjects.
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Thromboembolic and Ischemic Events

In the ANNEXA-4 study, 63/352 (18%) subjects experienced one or more of the following
overall thromboembolic events: cerebrovascular accident (CVA) (16/63; 25%), deep venous
thrombosis (16/63; 25%), acute myocardial infarction (10/63; 16%), pulmonary embolism
(5/63;

8%), and transient ischemic attack (1/63; 2%). The median time to event was seven days. A
total of 33% of subjects with thromboembolic events (21/63) experienced the thromboembolic
event during the first three days. Of the 352 subjects who received ANDEXXA, 223 received at
least one anticoagulation dose within 30 days after treatment. Of these 223, 18 subjects (8%)
had a thrombotic event and/or ischemic event after resumption

[see Warnings and Precautions (5.1)].

No thromboembolic events were observed in 223 healthy volunteers who received FXa inhibitors
and were treated with ANDEXXA.

Infusion-Related Reactions

Infusion-related reactions occurred in 18% (39/223) of ANDEXXA-treated healthy volunteers vs.
6% (6/94) of placebo-treated subjects. These reactions were characterized by a range of
symptoms, including flushing, feeling hot, cough, dysgeusia, and dyspnea. Symptoms were mild
to moderate in severity, and 90% (35/39) did not require treatment. One subject with a history of
hives prematurely discontinued ANDEXXA after developing mild hives. Two of 352 (0.6%)
subjects in the ANNEXA-4 study experienced an infusion-related reaction.

6.2  Immunogenicity

As with all therapeutic proteins, there is the potential for immunogenicity. Using an
electrochemiluminescence (ECL)-based assay, 145 ANDEXXA-treated healthy subjects were
tested for antibodies to ANDEXXA as well as for antibodies cross-reacting with factor X (FX)
and FXa. Low titers of anti-ANDEXXA antibodies were observed in 26/145 healthy subjects
(17%); 6% (9/145) were first observed at Day 30, with 20 subjects (14%) still having titers at the
last time point (Days 44 to 48). To date, the pattern of antibody response in subjects in the
ongoing ANNEXA-4 study has been similar to that observed in healthy volunteers. Of the

236 subjects with available samples, 6.8% (16/236) had antibodies against ANDEXXA. None of
these anti-ANDEXXA antibodies were neutralizing. No neutralizing antibodies cross-reacting
with FX or FXa were detected in healthy subjects (0/145) or in bleeding subjects (0/209) to date.

Detection of antibody formation is highly dependent on the sensitivity and specificity of the
assay. Additionally, the observed incidence of antibody (including neutralizing antibody)
positivity in an assay may be influenced by several factors, including assay methodology, sample
handling, timing of sample collection, concomitant medications, and underlying disease. For
these reasons, comparison of the incidence of antibodies to ANDEXXA with the incidence of
antibodies to other products may be misleading.

8 USE IN SPECIFIC POPULATIONS
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8.1 Pregnancy
Risk Summary

There are no adequate and well-controlled studies of ANDEXXA in pregnant women to inform
patients of associated risks. Animal reproductive and developmental studies have not been
conducted with ANDEXXA.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Labor or Delivery

The safety and effectiveness of ANDEXXA during labor and delivery have not been evaluated.
8.2  Lactation

Risk Summary

There is no information regarding the presence of ANDEXXA in human milk, the effects on the
breastfed child, or the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for ANDEXXA and any potential adverse effects on the breastfed child
from ANDEXXA or from the underlying maternal condition.

8.4  Pediatric Use
The safety and efficacy of ANDEXXA in the pediatric population have not been studied.

8.5 Geriatric Use

Of the 352 subjects in the ANNEXA-4 study of ANDEXXA, 314 were 65 years of age or older,
and 231 were 75 years of age or older. No overall differences in safety or efficacy were
observed between these subjects and younger subjects, and other reported clinical experience has
not identified differences in responses between elderly and younger subjects; however, greater
sensitivity of some older individuals cannot be ruled out.

The pharmacokinetics of ANDEXXA in healthy older (> 65 years; n=10) subjects were not
different compared to younger (18-45 years; n=10) subjects.

11 DESCRIPTION
ANDEXXA (coagulation factor Xa (recombinant), inactivated-zhzo) is a sterile, white to

off-white lyophilized powder available in single-use vials.

Each 200 mg vial delivers 200 mg of coagulation factor Xa formulated with the inactive
ingredients tromethamine (Tris base), Tris hydrochloride, L-arginine hydrochloride, sucrose
(1% w/v), mannitol (2.5% w/v), and polysorbate 80 (0.01% w/v) at pH 7.8.
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After reconstitution of the lyophilized powder with SWFI for IV administration, the product is a
clear, colorless to slightly yellow solution. ANDEXXA contains no preservatives.

The active ingredient in ANDEXXA is a genetically modified variant of human FXa. The active
site serine was substituted with alanine, rendering the molecule unable to cleave and activate
prothrombin. The gamma-carboxyglutamic acid (Gla) domain was removed to eliminate the
protein’s ability to assemble into the prothrombinase complex, thus removing the potential
anticoagulant effects.

No additives of human or animal origin are used in the manufacture of ANDEXXA. The
recombinant protein is produced in a genetically engineered Chinese Hamster Ovary (CHO) cell
expression system and has a molecular weight of approximately 41 kDa. The manufacturing
process incorporates two validated virus clearance steps.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Coagulation factor Xa (recombinant), inactivated-zhzo exerts its procoagulant effect by binding
and sequestering the FXa inhibitors, rivaroxaban and apixaban. Another observed procoagulant
effect of the ANDEXXA protein is its ability to bind to, and inhibit the activity of, Tissue Factor
Pathway Inhibitor (TFPI). Inhibition of TFPI activity can increase tissue factor (TF)-initiated
thrombin generation.

12.2 Pharmacodynamics

The effects of ANDEXXA can be measured using assays for its anti-FXa activity, free fraction
of FXa inhibitor, and thrombin generation. In addition to its ability to sequester the FXa
inhibitors, rivaroxaban and apixaban, ANDEXXA has been shown to inhibit TFPT activity.

The dose and dosing regimen of ANDEXXA that are required to reverse anti-FXa activity and to
restore thrombin generation were determined in dose-ranging studies on healthy volunteers.
Dosing of ANDEXXA, as a bolus followed by a two-hour continuous infusion, resulted in a
rapid decrease in anti-FXa activity (within two minutes after the completion of the bolus
administration) followed by reduced anti-FXa activity that was maintained throughout the
duration of the continuous infusion [see Clinical Studies (14)]. The anti-FXa activity returned to
the placebo levels approximately two hours after completion of a bolus or continuous infusion,
whereas TFPI activity in plasma returned to the pretreatment levels approximately 96 hours
following ANDEXXA administration.

Elevation of TF-initiated thrombin generation above the baseline range (prior to anticoagulation)
occurred within two minutes following a bolus administration of ANDEXXA and was
maintained throughout the duration of the continuous infusion. The TF-initiated thrombin
generation was elevated above placebo for at least 22 hours. The sustained elevation of thrombin
generation over the baseline range and the sustained elevation over placebo were not observed in
a contact-activated thrombin generation assay (an assay that is not affected by TF-TFPI

interaction). 10



Laboratory assessment of coagulation does not necessarily correlate with or predict the
hemostatic effectiveness of ANDEXXA.

12.2.1 Therapeutic Monitoring

Current commercial clinical anti-FXa-activity assays are unsuitable for measuring FXa activity
following administration of ANDEXXA. Due to the reversible binding of ANDEXXA to the FXa
inhibitor, the high sample dilution currently used in commercial clinical assays promotes
dissociation of the inhibitor from ANDEXXA, resulting in detection of erroneously elevated anti-
FXa activity levels, thereby causing a substantial underestimation of the reversal activity of
ANDEXXA.

12.3 Pharmacokinetics

A summary of the pharmacokinetic (PK) properties of ANDEXXA in healthy subjects is shown
in the table below (see Table 3).

Table 3: Summary of PK Parameters with High and Low Doses

Low Dose High Dose
n 11 10

AUC., 200.5 (16.3) 572.9 (16.0)
(hr*pg/mL) [153.4; 255.6] [467.1; 783.9]
Cinax 76.6 (17.5) 206.6 (18.8)
(pg/mL) [61.1; 100.1] [158.9; 280.5]
Clearance 4.4 (16.3) 3.1 (16.0)
(L/hr) [3.4;5.7] [2.3;3.8]

3.3 (15.0) 2.7 (20.0)
Ty (hr) [2.3; 4.0] [1.9; 3.4]

4.4 (17.6) 3.0 (23.3)
Vi (L) [3.3;5.7] [2.2;5.0]

From Table 14.2.1.2A of Clinical Study Report 16-512.
Data presented are geometric mean (Geometric Mean % Coefficient of Variation), [range].

Drug-Druglnteraction

The pharmacokinetics of ANDEXXA were not affected by apixaban (5 mg orally BID for six
days) or rivaroxaban (20 mg orally once daily for six days).
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No animal studies were performed to evaluate the effects of ANDEXXA on carcinogenesis,
mutagenesis, or impairment of fertility.

14 CLINICAL STUDIES
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The safety and efficacy of ANDEXXA were evaluated in two prospective, randomized, placebo-
controlled studies, conducted in healthy volunteers (Study 1 ANNEXA-A; Study 2 ANNEXA-
R). Both studies examined the percent change in anti-FXa activity, from baseline to nadir, for
the low-dose and high-dose regimens of bolus followed by continuous infusion. Nadir is defined
as the smallest value measured within five minutes after the end of the continuous infusion.

The safety and efficacy of ANDEXXA were evaluated in an ongoing, prospective, single-arm,
open-label study (Study 3 ANNEXA-4) in subjects presenting with acute major bleeding and
who have recently received an FXa inhibitor. This study examined the percent change in anti-
FXa activity from baseline to the nadir between five minutes after the end of the bolus up until
the end of the infusion and the rate of effective hemostasis within 12 hours after infusion, as
rated by an independent endpoint adjudication committee.

Studvl ANNEXA-A (NCT02207725)—apixaban reversal

In Study 1, healthy subjects (median age: 57 years; range: 50 to 73 years) received apixaban
5 mg twice daily for three and a half days to achieve steady-state. At three hours after the last
apixaban dose (~ Cpax), ANDEXXA or placebo was administered. Eight subjects received
placebo, and 24 received ANDEXXA, administered as a 400 mg IV bolus followed by a 4 mg
per minute continuous infusion for 120 minutes (total 480 mg).

Study2 ANNEXA-R (NCT02220725)-rivaroxaban reversal

In Study 2, healthy subjects (median age: 57 years; range: 50 to 68 years) received rivaroxaban
20 mg once per day for four days to achieve steady-state. At four hours after the last rivaroxaban
dose (~ Cpax), ANDEXXA or placebo was administered. Thirteen subjects received placebo,
and 26 received ANDEXXA, administered as an 800 mg IV bolus followed by an 8 mg per
minute continuous infusion for 120 minutes (total 960 mg).

Reduction in Anti-FXa Activity

In Study 1 and Study 2, the percent change from baseline in anti-FXa activity at its nadir was
statistically significant (p < 0.0001) in favor of the ANDEXXA groups compared to placebo in
both Studies 1 and 2. The results of Study 1 and Study 2 are provided below (see Table 4).

The time courses of anti-FXa activity before and after ANDEXXA administration are shown in
Figure 1.
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Table 4 - A: Change in Anti-FXa Activity/Study 1 (apixaban)

. . . ANDEXXA Placebo
Anti-FXa Activity n=23 n=8

) 191.7
Mean baseline ng/mL (+ SD) (15755(; (34.4)
Mean ng/mL (+ SD) change from -160.6 -63.2
baseline at the nadir” (49.3) (18.1)
Mean % (+ SD) change from -92.3 -32.7
baseline at the nadir” (2.8) (5.6)
95% confidence interval (CI)" -59.5 (-64.1; -55.2) not applicable
p-value <0.0001° not applicable

Table 4 - B: Change in Anti-FXa Activity/Study 2 (rivaroxaban)

. . . ANDEXXA Placebo

Anti-FXa Activity =26 n=13

. 3353 317.2

Mean baseline ng/mL (+ SD) (91.0) (91.0)

Mean ng/mL (+ SD) change from -324.5 -14.4

baseline at the nadir” (89.2) (58.8)

Mean % (+ SD) change from -96.7 -44.6

baseline at the nadir” (1.8) (11.8)
95% confidence interval (CI)" -51.9 (-58.0; -47.0) not applicable
p-value <0.0001° not applicable

SD = Standard deviation.
Note: Baseline is the last assessment obtained prior to the first dose of ANDEXXA or placebo.
*Nadir is the smallest value for anti-FXa activity at the 110-minute (ten 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.

®The CI is for the Hodges-Lehman estimate of shift.
“p-value obtained from a 2-sided exact Wilcoxon rank-sum test.

13



Figure 1: = Change in Anti-FXa Activity (ng/mL) in Subjects Anticoagulated with
Apixaban (A — Study 1) and Rivaroxaban (B — Study 2)

End of Bolus End of Infusion
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Anti-FXa activity was measured prior to and after ANDEXXA or placebo administration.

Dashed lines indicate the end of the bolus or infusion. A break in the x-axis is added to better visualize the
immediate, short-term dynamics of anti-FXa activity following ANDEXXA treatment. The points on the graph
represent the mean anti-FXa activity level; error bars illustrate standard error. There was a statistically significant
difference (p < 0.05) in the percent change of anti-FXa activity normalized to pre-bolus between ANDEXXA and
placebo until two hours after administration of infusion.

A. Apixaban — with ANDEXXA 400 mg IV bolus plus 4 mg/min infusion for 120 minutes.

B. Rivaroxaban — with ANDEXXA 800 mg IV bolus plus 8 mg/min infusion for 120 minutes.
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Study 3 ANNEXA-4 (NCT02329327)

In an ongoing multinational, prospective, single-arm, open-label study, ANDEXXA was
administered to 352 subjects taking FXa inhibitors who presented with acute major bleeding.
The co-primary endpoints are: (a) percent change in anti-FXa activity from baseline to the nadir
between five minutes after the end of the bolus up until the end of the infusion; and (b) rate of
effective hemostasis within 12 hours after infusion, as rated by an independent endpoint
adjudication committee.

Interim results of the study include data for 352 subjects dosed with ANDEXXA, of which

234 were efficacy-evaluable defined as subjects (1) on treatment with apixaban or rivaroxaban;
(2) who had a baseline anti-FXa activity above 75 ng/mL; and (3) were adjudicated as meeting
eligibility criteria for acute major bleeding [also see Adverse Reactions (6)].

For anti-FXa activity, the median decrease from baseline to nadir in anti-FXa activity for
apixaban was -93% with a 95% CI of (-94%; -92%) and for rivaroxaban was -93% with a 95%
CI of (-94%; -90%).

An improvement in hemostasis has not been established. ANDEXXA has not been shown to be
effective for bleeding related to any FXa inhibitors other than apixaban or rivaroxaban.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

ANDEXXA (coagulation factor Xa (recombinant), inactivated-zhzo) is a white to off-white
lyophilized cake or powder supplied as 4 single-use vials in a carton. ANDEXXA is not made
with natural rubber latex.

ANDEXXA vials are provided as follows (see Table 5):

Table 5: Presentation of ANDEXXA

NDC Carton Configuration Vial Cap Color Packaging Color
NDC 69853-0102-1 4 single use vials in Vials have a red 1. Carton and vial label have a
a carton, each vial flip-off cap. red to blue transition
containing 200 mg colored stripe across the
of ANDEXXA front.

2. Carton and label have
“200 mg/vial” in a blue
graphic on the front panel.
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Storage and Handling

Unopened vials should be stored refrigerated at 2°C to 8°C (36°F to 46°F). DO NOT FREEZE.

17 PATIENT COUNSELING INFORMATION

Inform patients that reversing FXa inhibitor therapy increases the risk of thromboembolic events.
Arterial and venous thromboembolic events, ischemic events, cardiac events, and sudden death
were observed within 30 days following ANDEXXA administration

[see Warnings and Precautions (5.1)].

Portola Pharmaceuticals, Inc.
South San Francisco, CA 94080 USA
U.S. License No. 2017

ANDEXXA is a registered trademark of Portola Pharmaceuticals, Inc.
© 2020 Portola Pharmaceuticals, Inc. All rights reserved.

ADX-US-v3.1
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



W This medicinal product is subject to additional monitoring. This will allow quick identification
of new safety information. Healthcare professionals are asked to report any suspected adverse
reactions. See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Ondexxya 200 mg powder for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 200 mg of andexanet alfa*.

After reconstitution, each mL of solution contains 10 mg of andexanet alfa.

* Andexanet alfa is produced by recombinant DNA technology in Chinese Hamster Ovary (CHO)
cells.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for infusion
White to off-white lyophilized
powder

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

For adult patients treated with a direct factor Xa (FXa) inhibitor (apixaban or rivaroxaban) when
reversal of anticoagulation is needed due to life-threatening or uncontrolled bleeding.

4.2 Posology and method of administration

Restricted to hospital use only.

Posology
Andexanet alfa is administered as an intravenous bolus at a target rate of approximately 30 mg/min

over 15 minutes (low dose) or 30 minutes (high dose), followed by administration of a continuous
infusion of 4 mg/min (low dose) or 8 mg/min (high dose) for 120 minutes (see table 1).

Table 1: Dosing regimens

Initial Continuous Total number
intravenous intravenous of 200 mg
bolus infusion vials needed
Low dose 400 mg at a target rate of 4 mg/min for 120 minutes 5
30 mg/min (480 mg)
High dose 800 mg at a target rate of 8 mg/min for 120 minutes 9
30 mg/min (960 mg)

Reversal of apixaban

The recommended dose regimen of Ondexxya is based on the dose of apixaban the patient is taking
at the time of anticoagulation reversal, as well as on the time since the patient’s last dose of
apixaban (see table 2).



Table 2: Summary of dosing for reversal of apixaban

Timing of last dose before
Ondexxya initiation
FXa inhibitor Last dose
< 8 hours or unknown > 8 hours
<5mg Low dose
Apixaban > 5 mg/ High dose Low dose
Unknown

Reversal of rivaroxaban
The recommended dose regimen of Ondexxya is based on the dose of rivaroxaban the patient is

taking at the time of anticoagulation reversal, as well as on the time since the patient’s last dose of
rivaroxaban (see table 3).

Table 3: Summary of dosing for reversal of rivaroxaban

Timing of last dose before
Ondexxya initiation
FXa inhibitor Last dose
< 8 hours or unknown > 8 hours
<10 mg Low dose
Rivaroxaban > 10 mg/ High dose Low dose
Unknown

Restarting antithrombotic therapy

Following administration of Ondexxya and cessation of a major bleed, re-anticoagulation should
be considered to prevent thrombotic events due to the patient’s underlying medical condition.
Antithrombotic therapy can be re-initiated as soon as medically indicated following treatment if
the patient is clinically stable and adequate haemostasis has been achieved. Medical judgement
should balance the benefits of anticoagulation with the risks of re-bleeding (see section 4.4).

Special populations

Elderly patients (aged 65 years and over): No dose adjustment is required in elderly patients (see
section 5.2).

Renal impairment: The effect of renal impairment on andexanet alfa exposure levels has not been
evaluated. Based on the existing data on clearance, no dose adjustment is recommended.

Hepatic impairment: Based on the existing data on clearance of andexanet alfa, no dose adjustment
is recommended. The safety and efficacy have not been studied in patients with hepatic
impairment (see section 5.2).

Paediatric population: The safety and efficacy of andexanet alfa in children and adolescents have
not been established. No data are available.

Method of administration

Intravenous use
After an appropriate number of vials of Ondexxya has been reconstituted, the reconstituted solution
(10 mg/mL) without further dilution is transferred to sterile large volume syringes in case a syringe
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pump is used for administration or to suitable empty intravenous bags comprised of polyolefin (PO)
or polyvinyl chloride (PVC) material (see section 6.6). Prior to administration by IV infusion a
0.2 or 0.22 micron in-line polyethersulfone (PES) or equivalent low protein- binding filter should
be used.

Ondexxya is administered as an IV bolus at a target rate of approximately 30 mg/min over 15
to 30 minutes, followed by administration of a continuous infusion of 4 mg (low dose) or 8 mg
(high dose) per minute for 120 minutes (see table 1).

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any other ingredients listed in section 6.1.

Known allergic reaction to hamster proteins.

4.4 Special warnings and precautions for use

Limitations of use

Clinical efficacy is based upon reversal of anti-FXa-activity in healthy volunteers dosed with
apixaban or rivaroxaban. Andexanet alfa is not suitable for pre-treatment of urgent surgery. Use
for edoxaban- or enoxaparin-reversal is not recommended due to lack of data. Andexanet alfa will
not reverse the effects of non-FXa inhibitors (see section 5.1).

Treatment monitoring should be based mainly on clinical parameters indicative of appropriate
response (i.e., achievement of haemostasis), lack of efficacy (i.e., re-bleeding), and adverse events
(i.e., thromboembolic events). Treatment monitoring of andexanet alfa should not be based on anti-
FXa-activity. Commercial anti-FXa-activity assays are unsuitable for measuring anti-FXa activity
following administration of andexanet alfa as these assays result in erroneously elevated anti-FXa
activity levels, thereby causing a substantial underestimation of the reversal activity of andexanet
alfa.

Dosage recommendation is based upon data-modelling in healthy volunteers. Validation has not
been successful, yet. Data from bleeding patients are limited. Preliminary data suggest higher risk
of thrombosis for patients receiving the higher dose of andexanet, previous lower dose of the anti-
FXa inhibitor, and patients on rivaroxaban.

In ANNEXA-4, intracranial haemorrhage (ICH) patients (GCS > 7 and haematoma volume <
60 mL) have been included. Treatment of patients with more severe ICH with andexanet alfa has
not been studied.

Thrombotic events

Thrombotic events have been reported following treatment with andexanet alfa (see sections 4.8
and 5.1). Patients being treated with FXa inhibitor therapy have underlying disease states that
predispose them to thrombotic events. Reversing FXa inhibitor therapy exposes patients to the
thrombotic risk of their underlying disease. In addition, independent pro-coagulant effect of
andexanet alfa, mediated by inhibition of tissue factor pathway inhibitor (TFPI), has been
demonstrated, which may pose a risk of developing thrombosis. Duration of this effect in bleeding
patients is not known. Laboratory parameters as anti- FXa activity, endogenous thrombotic
potential (ETP), or markers of thrombosis might not be reliable for guidance. To reduce this risk,
resumption of anticoagulant therapy should be considered as soon as medically appropriate after
completion of treatment.

In healthy volunteers, dose-dependent increases in coagulation markers F1+2, TAT, and D-dimer,
and dose-dependent decreases in TFPI, after administration of andexanet alfa were observed, but no
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thromboembolic events were reported. These markers were not measured in patients enrolled in the
ANNEXA-4 study, but thromboembolic events have been observed (see section 5.1). Monitoring
for signs and symptoms of thrombosis is, therefore, strongly recommended.

Use of andexanet alfa in conjunction with other supportive measures
Andexanet alfa can be used in conjunction with standard haemostatic supportive measures, which
should be considered as medically appropriate.

The safety of andexanet alfa has not been evaluated in patients who received prothrombin complex
concentrates, recombinant factor VIla, or whole blood within seven days prior to the bleeding
event, as they were excluded from clinical trials. Pro-coagulant factor treatments (e.g., 3- or 4-
factor prothrombin complex concentrate (PCC)/activated PCC, recombinant factor VIla, fresh
frozen plasma) and whole blood should be avoided unless absolutely required, due to lack of data
in combination with these treatments.

Interaction with heparin

Use of andexanet prior to heparinization e.g. during surgery should be avoided as andexanet causes
unresponsiveness to heparin. Use of andexanet as an antidote for heparin or low-molecular weight
heparin has not been evaluated and is not recommended (refer to Section 4.5.).

Infusion-related reactions

In case of mild or moderate infusion reactions, careful observation may be sufficient. For moderate
symptoms, consideration may be given to a brief interruption or slowing of the infusion with
resumption of the infusion after symptoms subside. Diphenhydramine may be administered.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies with andexanet alfa have been performed.

In vitro data suggest interaction of andexanet alfa with the heparin- anti-thrombin IIT (ATIII)
complex and neutralization of the anticoagulant effect of heparin. Off-label use of andexanet alfa
pre-surgery with intended heparin-anticoagulation has been reported to cause unresponsiveness to
heparin (refer to Section 4.4). Use of andexanet as an antidote for heparin or low-molecular weight
heparin has not been evaluated and is not recommended.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of andexanet alfa in pregnant women. Animal studies are insufficient

with respect to reproductive toxicity (see section 5.3). Andexanet alfa is not recommended during
pregnancy or in women of childbearing potential not using contraception.

Breast-feeding
It is unknown whether andexanet alfa is excreted in human milk. A risk to newborns/infants cannot

be excluded. Breast-feeding should be discontinued during treatment with andexanet alfa.

Fertility

There are no data on the effects of andexanet alfa on human fertility.

4.7 Effects on ability to drive and use machines

Andexanet alfa has no or negligible influence on the ability to drive and use machines.



4.8 Undesirable effects

Summary of the safety profile

The safety has been evaluated in clinical trials including 247 healthy subjects administered an FXa
inhibitor, as well as in 352 patients in a Phase IIIb/IV trial (ANNEXA-4), who had acute major
bleeding and were under treatment with an FXa inhibitor (mostly apixaban and rivaroxaban).

In the clinical trials in healthy subjects administered an FXa inhibitor and then receiving andexanet
alfa, no serious or severe adverse reactions were reported. The most frequently observed adverse
reactions were mild or moderate infusion-related reactions (see table 4) comprising symptoms such
as flushing, feeling hot, cough, dysgeusia, and dyspnoea occurring within a few minutes to a few
hours of the infusion. Among the healthy subjects studied, women experienced more adverse
reactions (mainly infusion-related reactions) than men.

In the healthy subject trials, elevations > 2 x ULN in D-dimer and prothrombin fragments F1+2 were
frequently observed. These elevations were maintained between several hours to a few days
following administration, but no thrombotic events were reported. Clinical relevance in the target
population (patients with uncontrolled or life-threatening bleeding who are anticoagulated due to
high to very high risk of thrombosis) is unknown.

Tabulated list of adverse reactions

Table 4 provides the list of adverse reactions from clinical studies of healthy subjects treated with
andexanet alfa. The second column provides the list of adverse reactions from the interim results of
the Phase I1Ib/IV ANNEXA-4 study, including 352 patients with acute major bleeding treated with
andexanet alfa. The adverse reactions are classified by system organ class (SOC) and frequency,
using the following convention: very common (= 1/10); common (> 1/100 to < 1/10); uncommon
(= 1/1,000 to < 1/100); rare (= 1/10,000 to < 1/1,000); very rare (< 1/10,000); or not known (cannot
be estimated from available data).

Table 4: List of adverse reactions in healthy subjects and bleeding patients

System organ class/ Frequency in Frequency in
Preferred term healthy bleeding
volunteers patients

Immune system disorders

Urticaria common

Nervous system disorders

Cerebral infarction uncommon
Cerebrovascular accident uncommon
Dizziness postural common

Headache common

Ischaemic stroke common
Transient ischaemic attack uncommon

Cardiac disorders

Acute myocardial infarction uncommon
Cardiac arrest uncommon
Myocardial infarction uncommon
Palpitations common

Vascular disorders




Deep vein thrombosis uncommon

[liac artery occlusion uncommon
Respiratory, thoracic and mediastinal disorders

Cough common

Dyspnoea common

Pulmonary embolism uncommon




System organ class/ Frequency in Frequency in
Preferred term healthy bleeding
volunteers patients
Gastrointestinal disorders
Abdominal discomfort common
Abdominal pain common
Dry mouth common
Dysgeusia common
Nausea common
Skin and subcutaneous tissue disorders
Pruritus common
Pruritus generalised common
Musculoskeletal and connective tissue disorders
Back pain common
Muscle spasms common
General disorders and administrative site conditions
Flushing very common
Feeling hot very common
Chest discomfort common
Hyperhidrosis common
Peripheral coldness common
Pyrexia common
Investigations
Transient elevations of D-dimer and F1+2 fragments very common

Description of selected adverse reactions

Based on data from 352 patients from the Phase I1Ib/IV ANNEXA-4 study treated with an FXa
inhibitor and experiencing an acute major bleeding episode, one patient experienced a serious or
severe infusion-related reaction. Thirty-six of 352 patients with complete 30-day safety follow
up (10.3%) had thrombotic events, including venous thromboembolism (VTE), myocardial
infarction (MI), and stroke. Ten of 36 (27.8%) patients had restarted antithrombotic therapy at the
time of the event, and all 36 patients had been anticoagulated for a prior history of VTE and/or
atrial fibrillation at the time of receiving andexanet alfa (see sections 4.4 and 5.1).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important, as
it allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
There is no clinical experience with overdose of andexanet alfa. No dose-limiting toxicities have
been observed during clinical trials.




5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: All other therapeutic products, antidotes. ATC code: VO3AB38

Mechanism of action

Andexanet alfa is a recombinant form of human FXa protein that has been modified to lack FXa
enzymatic activity. The active site serine was substituted with alanine, rendering the molecule
unable to cleave and activate prothrombin, and the gamma-carboxyglutamic acid (Gla) domain was
removed to eliminate the ability of the protein to assemble into the prothrombinase complex, thus
removing any anti-coagulant effects.

Andexanet alfa is a specific reversal agent for FXa inhibitors. The predominant mechanism of
action is the binding and sequestration of the FXa inhibitor. In addition, andexanet alfa has been
observed to bind to, and inhibit tissue factor pathway inhibitor (TFPI). Inhibition of TFPI activity
can increase tissue factor-initiated thrombin generation inducing a pro-coagulant effect.

Pharmacodynamic effects

The effects of andexanet alfa can be measured through pharmacodynamic markers, including free
fraction of available FXa inhibitor as well as through restoration of thrombin generation. In addition,
andexanet alfa has been shown to inhibit TFPI-activity.

Commercial anti-FXa-activity assays are unsuitable for measuring anti-FXa activity following
administration of andexanet alfa. Due to the reversible binding of andexanet alfa to the FXa
inhibitor, the high sample dilution currently used in these assays leads to dissociation of the inhibitor
from andexanet alfa, resulting in detection of erroneously elevated anti-FXa activity levels, thereby
causing a substantial underestimation of the reversal activity of andexanet alfa.

In prospective, randomized, placebo-controlled, dose-ranging studies in healthy subjects, the dose
and dose regimen of andexanet alfa required to reverse anti-FXa activity and restore thrombin
generation for FXa inhibitors (apixaban or rivaroxaban) were determined with modified assays that
are not commercially available.

The maximal reversal of anti-FXa activity was achieved within two minutes of completing the
bolus administration. Administration of andexanet alfa as a bolus followed by continuous infusion
resulted in a sustained decrease in anti-FXa activity. The anti-FXa activity returned to the placebo
levels and above approximately two hours after the end of a bolus or infusion dependent on
dosage.

When andexanet alfa was administered as a bolus followed by a continuous infusion, the maximum
decrease in unbound FXa inhibitors was rapid (within two minutes of the end of the bolus) and was
sustained over the course of the infusion then gradually increased over time, reaching a maximum at
approximately two hours following the end of infusion.

Restoration of thrombin generation following administration was dose- and dose-regimen-
dependent and did not correlate with anti-FXa-activity beyond approximately four hours (see
below, “restoration of thrombin generation™).

Plasma TFPI activity has been shown to be inhibited completely from 2 minutes to 14.5 hours
after andexanet alfa bolus-administration, and returned to baseline within 3 days. Tissue-factor
(TF)-initiated thrombin generation immediately increased above the baseline (prior to
anticoagulation) and remained elevated for > 20 hours in contrast to placebo. Plausibility of a pro-
coagulant effect of TFPI-inhibition is supported by consecutive and sustained slopes of D-Dimers,
TAT, and F1+2.

PK/PD modelling
Bolus strengths of andexanet alfa being necessary to achieve mean unbound apixaban (400 mg

bolus) and unbound rivaroxaban concentrations (800 mg bolus) below the anticipated respective
threshold for no anticoagulant effect were twice as high for rivaroxaban (20 mg QD) compared to
apixaban (5 mg BID), due to the differential PK characteristics and dose levels of respective FXa
inhibitor.



Clinical efficacy and safety

The efficacy and safety of andexanet alfa have been evaluated in the following: 1) randomized,
placebo-controlled, Phase II dose-ranging trials with healthy volunteers administered FXa inhibitors
to establish doses required for reversal; 2) two Phase III studies, one with apixaban and the other
with rivaroxaban, to confirm the efficacy of the high and low dose regimens; and 3) a global,
multicentre, prospectively defined, open-label Phase I1Ib/IV study (ANNEXA-4) in patients with an
acute major bleeding episode requiring urgent reversal of FXa anticoagulation.

Reversal of anticoagulation in healthy subjects aged 50-75 (Studies 14-503 and 14-504)

In a prospective, randomized, placebo-controlled study, healthy subjects with a median age of
56.5 years on apixaban 5 mg twice daily received andexanet alfa (n=24) administered as a 400 mg
IV bolus immediately followed by a 4 mg per minute IV infusion for 120 minutes (480 mg) or
placebo (n=8).

In a similar study, subjects with a median age of 57 years on rivaroxaban 20 mg daily received
andexanet alfa (n=26) administered as an 800 mg IV bolus immediately followed by an 8 mg per
minute [V infusion for 120 minutes (960 mg) or placebo (n=13).

Reduction in anti-FXa activity
The primary endpoint for both Study 14-503 (apixaban) and Study 14-504 (rivaroxaban) was the
percent change in anti-FXa activity from baseline to post-infusion nadir.

Among the apixaban-treated subjects in Study 14-503, the percent change in anti-FXa activity was
-92.34% (% 2.809%) for the andexanet alfa group and -32.70% (+ 5.578%) for the placebo
group (p < 0.0001), the latter reflecting the intrinsic clearance of the anticoagulant.

Among the rivaroxaban-treated subjects in Study 14-504, the percent change in anti-FXa activity
was -96.72% (= 1.838%) for the andexanet alfa group and -44.75% (£ 11.749%) for the placebo
group (p < 0.0001), the latter reflecting the intrinsic clearance of the anticoagulant.

The time courses of anti-FXa activity before and after andexanet alfa administration are shown in
Figure 1. Reduction in anti-FXa activity correlates with restoration of thrombin generation. The
anti- FXa activity thresholds for normalization of thrombin generation (defined by mean ETP and
standard deviations) were estimated to be 44.2 ng/mL (within one standard deviation of normal
ETP) based on pooled data from Studies 14-503 and 14-504, as indicated in the figure.

Figure 1: Change in anti-FXa activity (ng/mL) in healthy subjects anticoagulated
with apixaban (A) and rivaroxaban (B)
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Restoration of thrombin generation

In both, Study 14-503 and Study 14-504, treatment with andexanet alfa also resulted in a statistically
significant increase in thrombin generation in healthy subjects anticoagulated with apixaban or
rivaroxaban versus placebo (p < 0.0001). Restoration of thrombin generation to within normal
ranges (defined as one standard deviation from baseline levels) within two minutes and maintained
for 20 hours was achieved with bolus only and bolus plus infusion for low-dose andexanet alfa in
subjects on apixaban. For subjects on rivaroxaban, high-dose andexanet alfa (bolus plus infusion)
resulted in increased thrombin generation above two standard deviations. No clinical evaluation for
apixaban- treated subjects with high-dose andexanet alfa and no evaluation for rivaroxaban-treated
subjects with low-dose andexanet alfa was performed in these studies.

Change from baseline in free F'Xa inhibitor concentration at nadir

The mean unbound concentrations of apixaban and rivaroxaban were < 3.5 ng/mL and 4 ng/mL,
respectively, after bolus andexanet alfa administration and were maintained throughout the
continuous infusion. These levels of unbound FXa inhibitor provide little or no anticoagulant
effect.

Reversal of FXa inhibitor anticoagulation in patients with acute major bleeding

In Study 14-505 (ANNEXA-4), a Phase I1Ib/IV multinational, prospective, single-arm, open-label
study, Ondexxya was administered to 352 patients on FXa inhibitors who presented with acute
major bleeding. The two co-primary endpoints are: a) percent change in anti-FXa activity from
baseline to the nadir between five minutes after the end of the bolus until the end of the infusion,
and; b) rate of good or excellent (compared to poor or none) haemostatic efficacy within 12 hours
after infusion, as rated by an independent endpoint adjudication committee.

In an updated interim analysis, data of 352 patients were evaluated.

Approximately half of the patients were male, and the mean age was 77.4 years. Most patients had
previously received either apixaban (194/352; 55.1%) or rivaroxaban (128/352; 36.4%), and
experienced either an ICH (230/352; 65.3%) or a gastrointestinal (GI) bleed (94/352; 26.7%).
297/352 Patients (84.4%) received the low-dose regimen of andexanet, while 55 patients (15.6%)
received the high-dose regimen.

Of 352 enrolled patients, 249 (70.7%) were included in the efficacy-analysis. For these patients,
median anti-FXa activity at baseline was 149.7 ng/mL for patients taking apixaban, and 211.8
ng/mL for patients taking rivaroxaban. Median change from baseline to nadir in anti-FXa activity
was -93.4% (95% CI -94.3%, -92.4%) for apixaban, and -92.5% (95% CI -94.2%, -90.3%) for
rivaroxaban.

Haemostatic efficacy was good or excellent in 81.9% of 249 patients.

The updated interim analysis demonstrated that the change in anti-FXa activity (surrogate) was not
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predictive for achievement of hemostatic efficacy in the overall patient population.

Deaths

In the ANNEXA-4 study, of the patients in the safety population completing 30-day follow up
(N=351), 54 patients (15.4%) died. The 30-day mortality rates were 16.2% (37/229) in patients
presenting with ICH, 12.8% (12/94) with GI bleeding, and 17.9% (5/28) with other types of
bleeding. The 30-day mortality rates were 20.1% (44/219) in patients aged > 75 years old and 7.6%
(10/132) in patients aged < 75 years. According to region, death rates were 22.1% (31/140) in
patients recruited in the European Union and 10.9% (23/211) in patients recruited in North
America. Compared with patients recruited in North America, EU patients were significantly older
(79.0 years vs. 76.3 years), more frequently had ICH as index event (72.9% vs. 59.0%) and more
ICHs were intraparenchymal (54.9% vs. 34.4%). Cardiovascular causes of death (n=27) included:
haemorrhagic stroke (n=6), ischaemic stroke (n=5), sudden cardiac death (including unwitnessed)
(n=5), cardiomechanical/pump failure (n=4), myocardial infarction (n=2), bleeding other than
haemorrhagic stroke (n=1), and other cardiovascular causes (n=4). Non-cardiovascular deaths
(n=27) included: respiratory failure (n=5), infection/sepsis (n=5), accident/trauma (n=2), cancer
(n=1), and other/non-vascular cause (n=14).

Thromboembolic events

In the ANNEXA-4 study, 36 (10.3%) patients experienced a total of 42 thromboembolic events:
cerebrovascular accident (CVA) (15/42; 35.7%), deep venous thrombosis (13/42; 33.1%), acute
myocardial infarction (8/42; 19.0%), pulmonary embolism (5/42; 11.9%), and transient ischaemic
attack (1/42; 2.4%). The median time to event was nine days. A total of 33.3% of patients with
thromboembolic events (12/36) experienced the thromboembolic event during the first three days.
Of the 209 patients who were re-anticoagulated prior to a thrombotic event, 10 (4.8%) patients
experienced a thromboembolic event. At the time of the event 10/36 (27.8%) patients were on
antithrombotic therapy. The occurrence of thromboembolic events was generally comparable
between patients > 75 years (11.0%; 24/219) and those < 75 years of age (9.1%; 12/132).

No thromboembolic events were observed in 223 healthy volunteers who received FXa inhibitors
and were treated with andexanet alfa. Dose-dependent increases in coagulation markers F1+2,
TAT, and D-dimers after administration of andexanet alfa were observed, but these markers were
not measured in patients enrolled in the ANNEXA-4 study, and their relevance in bleeding patients
is not known.

Immunogenicity
345 andexanet alfa-treated healthy subjects were tested for antibodies cross reacting with andexanet

alfa and antibodies to factor X and FXa. Treatment-emergent, non-neutralizing antibodies to
andexanet alfa were detected in approximately 10% (35/345). These antibodies were generally low
titre, and no clinical consequences were observed. No neutralising antibodies or antibodies to factor
X or FXa were detected. To date, the occurrence of positive, non-neutralizing antibodies to
andexanet alfa following treatment in patients in the ANNEXA-4 study (8.5% or 20/236 patients)
has been similar to that observed in healthy subjects.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
andexanet alfa in one or more subsets of the paediatric population in treatment and prevention of
FXa inhibitor-associated haemorrhages (see section 4.2 for information on paediatric use).

Conditional approval

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year, and this SmPC will be
updated as necessary.
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5.2 Pharmacokinetic properties

Studies of andexanet alfa in the presence of direct FXa inhibitors in healthy subjects demonstrated
dose proportional pharmacokinetics over the intended therapeutic dose range evaluated for both
Cmax and area under the curve (AUC). FXa inhibitors did not affect andexanet alfa
pharmacokinetics at therapeutic levels.

Table 5. Pharmacokinetic parameters for Andexanet bolus-injection of 400 and 800mg

PK Parameter 400 mg Bolus 800 mg Bolus
AUCo.. (hr*ug/mL) o 5
0-0 (AT HE [43.8, 94.9] [57.5,209]
61.0 118
Cmax (ng/mL) [40.3, 98.5] [50.2, 191]
6.52 6.29
Clearance (L/hr) [4.21,9.13] [3.83, 13.9]
3.78 4.24
Tu (hr) [2.59, 6.39] [2.47, 6.52]
9.47 8.94
Vss (L) [6.08, 15.3] [5.36,23.1]

Source : Study 19-514
Data presented are geometric mean [min, max]

Pharmacokinetics in special populations

Elderly population

In a study comparing andexanet alfa pharmacokinetics in elderly (65-69 years) and younger
(26-42 years) healthy subjects who had received apixaban, the pharmacokinetics of andexanet alfa
in the elderly subjects were not statistically different than those in the younger subjects.

Renal impairment

No trials have been conducted to investigate the pharmacokinetics of andexanet alfa in renally
impaired patients. Based on the available PK data, andexanet alfa has little to no renal clearance,
and thus would not require dose adjustment for patients with renal impairment.

Hepatic impairment

No trials have been conducted to investigate the pharmacokinetics of andexanet alfa in patients with
hepatic impairment. Biliary and/or faeces elimination of protein therapeutics is not a known route
of protein elimination. Therefore, dose adjustment is not considered needed for patients with
hepatic impairment.

Gender
Based on population pharmacokinetics analysis, gender does not have a clinically meaningful effect
on the pharmacokinetics of andexanet alfa.

Paediatric population
The pharmacokinetics of andexanet alfa has not been studied in paediatric patients.

5.3 Preclinical safety data
Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology and repeated dose toxicity studies up to two weeks in rats and monkeys.

Studies to evaluate the mutagenic and carcinogenic potential of andexanet alfa have not been
performed. Based on its mechanism of action and on the characteristics of proteins, no carcinogenic
or genotoxic effects are anticipated.

Animal reproductive and developmental studies have not been conducted with andexanet alfa.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tris base

Tris hydrochloride
L-arginine hydrochloride
Sucrose

Mannitol

Polysorbate 80

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Vial (unopened)
Three years stored at 2°C to 8°C.

Reconstituted medicinal product

Chemical and physical in-use stability has been demonstrated for 16 hours at 2°C to 8°C in the
primary packaging vial. If needed, the reconstituted solution once transferred into the IV bag can be
stored for an additional eight hours at room temperature. From a microbiological point of view,
once reconstituted, the product should be used immediately. If not used immediately, in-use
storage times and conditions prior to use are the responsibility of the user.

6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C).
Do not freeze.
For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder in a 20 mL vial (Type I glass) with a stopper (butyl rubber).
Pack size of four vials.

6.6 Special precautions for disposal and other handling

Reconstitution
The following are needed before starting reconstitution:
e Calculated number of vials (see section 4.2).
e Same number of 20 mL (or larger) solvent syringes equipped with a 20 gauge (or
larger) needle.
Alcohol swabs.
Large (50 mL or larger) sterile syringe. If a syringe pump is used for administration,
multiple syringes should be used to contain the final volume of reconstituted product.
e Intravenous bags of polyolefin (PO) or polyvinyl chloride (PVC) material (150 mL or
larger) to contain the final volume of reconstituted product (if administration is
performed with IV bags).
e  Water for injections.
e 0.2 or 0.22 micron in-line polyethersulfone (PES) or equivalent low protein-binding filter.

Andexanet alfa does not need to be brought to room temperature before reconstitution or
administration to the patient. Aseptic technique during the reconstitution procedure should be used.

Each vial is reconstituted according to the following instructions:
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Remove the flip-top from each vial.

. Wipe the rubber stopper of each vial with an alcohol swab.

3. Using a 20 mL (or larger) syringe and a 20 gauge (or larger) needle, withdraw 20 mL of
water for injections.

4. Insert the syringe needle through the centre of the rubber stopper.

5. Push the plunger down to slowly inject the 20 mL of water for injections into the
vial, directing the stream toward the inside wall of the vial to minimise foaming.

6. Gently swirl each vial, until all of the powder is completely dissolved. DO NOT SHAKE the
vials, as this can lead to foaming. The dissolution time for each vial is approximately three to
five minutes.

7. The reconstituted solution should be inspected for particulate matter and/or
discolouration prior to administration. Do not use if opaque particles or discolouration
are present.

8. For the most efficient reconstitution of the needed dose, and to minimise errors, inject

each vial needed with 20 mL of water for injections before proceeding to the next step.

N —

9. Use within eight hours after reconstitution when stored at room temperature.

Administration using a syringe pump
1. Once all required vials are reconstituted, the reconstituted solution is withdrawn from each

vial, using the large volume (50 mL or larger) syringe equipped with a 20 gauge (or larger)

needle.

The bolus and infusion are prepared in separate large volume syringes.

Due to the additional volume, the high dose bolus and infusion have to be further

separated into additional syringes (two syringes apiece for bolus and infusion).

4. To prevent the inadvertent transfer of air, be careful to hold the syringe needle up, and do
not set the syringe down between multiple withdrawals from vials.

5. Attach ancillary equipment (i.e., extension tubing, 0.2 or 0.22 micron in-line

polyethersulfone (PES) or equivalent low protein-binding filter, syringe pump) in

preparation for administration.

Administer the reconstituted solution at the appropriate rate.

7. Discard all used syringes, needles, and vials, including any unused portion of
reconstituted solution.

W

N

Administration using intravenous bags

1. Once all required vials are reconstituted, withdraw the reconstituted solution from each vial,
using the large volume (50 mL or larger) syringe equipped with a 20 gauge (or larger)
needle.

2. Transfer the reconstituted solution from the syringe into an appropriate IV bag.

3. Repeat steps 1 and 2 as necessary to transfer the complete volume of the bolus and
the infusion into a PO or PVC IV bags.

4. Ttis recommended that the bolus and infusion be split into two separate bags to ensure the
correct administration rate. Although it is also permissible to use one PO or PVC IV bag
for the bolus and infusion, the correct infusion rate must be ensured when switching from
the bolus to the infusion.

5. Attach ancillary equipment (i.e., extension tubing, 0.2 or 0.22 micron in-line
polyethersulfone (PES) or equivalent low protein-binding filter, IV pump) in
preparation for administration.

6. Administer the reconstituted solution at the appropriate rate.

Disposal
All used syringes, needles, and vials, including any unused portion of reconstituted solution, should be

disposed of in accordance with local requirements.
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7. MARKETING AUTHORISATION HOLDER

Alexion Europe SAS
103-105 rue Anatole France
92300 Levallois-Perret
France

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/18/1345/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 26 April 2019
Date of latest renewal: 30 April 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II
MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Lonza Biologics Porrino, S.L.
C/ La Relba s/n

Porrino

Pontevedra

36410 Spain

Name and address of the manufacturer responsible for batch release

Alexion Pharma International Operations Unlimited Company
Alexion Dublin Manufacturing Facility

College Business and Technology Park

Blanchardstown Rd North

Dublin D15 R925

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this
product within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

e Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the

agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or

as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION
MEASURES FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14(7) of

Regulation (EC) No 726/2004, the MAH shall complete, within the stated timeframe, the

following measures:

Description

Due date

In order to further substantiate correlation of the biomarker (antiF Xa-activity) with
haemostatic efficacy and clarify the risk of thromboses and thromboembolic events, the
MAH should submit the results of ANNEXA-4, an interventional non-randomized,
multicentre, prospective, open-label, single-group study in patients with acute major
bleeding.

Submission of
the final CSR
by 30 June
2021

In order to confirm posology of Ondexxya, the MAH should provide PK/PD-models,
covering all available PK and PD data in (1%") healthy volunteers and (2"%) target patient
population. Approved posology should be confirmed by respective simulations.

Submission by
30 June 2022

In order to substantiate correlation of the biomarker (antiFXa-activity) with haemostatic
efficacy and clarify the risk of thromboses and thromboembolic events, the MAH
should submit the results of a global randomised controlled clinical trial to investigate
the use of andexanet versus standard of care treatment in patients with intracranial
haemorrhage (ICH) taking apixaban, rivaroxaban, or edoxaban (study 18-513).

Submission of
the final CSR
by 30 June
2023

In order to further confirm the efficacy and safety, the MAH should submit an updated
PK/PD model using all previously incorporated data (from studies 11-501, 12-502, 14-
503, 14-504, and 14-506) as well as newly incorporated data from study 16-512 (PK-
PD study of Generation 2 andexanet versus Generation 1), study 16-508 (PK-PD study
of andexanet in individuals of Japanese ethnicity), and study 14-505 (ANNEXA-4).

Submission by
30 September
2019
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ANNEX III

LABELLING AND PACKAGE LEAFLET

A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

Ondexxya 200 mg powder for solution for infusion
andexanet alfa

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 200 mg of andexanet alfa.

| 3. LIST OF EXCIPIENTS

Excipients: Tris base, Tris hydrochloride, L-arginine hydrochloride, sucrose, mannitol, polysorbate
80

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for infusion
4 x 1 vial of 200 mg

| S. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only.
Read the package leaflet before use.
Intravenous use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Alexion Europe SAS
103-105 rue Anatole France
92300 Levallois-Perret
France

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1345/001

| 13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE
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| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS
VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Ondexxya 200 mg powder for solution for infusion
andexanet alfa
Intravenous use

| 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

200 mg

| 6. OTHER

Store in a refrigerator.
Do not freeze.
For single use only.
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B. PACKAGE LEAFLET
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Package Leaflet: Information for the patient and
user

Ondexxya 200 mg powder for solution for infusion
andexanet alfa

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section
4 for how to report side effects.

Read all of this leaflet carefully, because it contains important information for you. Please note
this medicine is mainly used in emergency situations, and the doctor will have decided that you
needed it.
e Keep this leaflet. You may need to read it again.
e Ifyou have any further questions, ask your doctor or nurse.
e Ifyou get any side effects, talk to your doctor or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What Ondexxya is and what it is used for

What you need to know before you receive Ondexxya
How Ondexxya is used

Possible side effects

How Ondexxya is stored

Contents of the pack and other information

AR S e

1. What Ondexxya is and what it is used for

Ondexxya contains the active ingredient andexanet alfa. It reverses the effects of certain
anticoagulants called factor Xa inhibitors (apixaban or rivaroxaban). Factor Xa inhibitors are given
to prevent clots in your blood vessels. Your doctor may decide to give you Ondexxya to rapidly
reverse the effects of the anticoagulant in case of a life-threatening or uncontrolled bleeding
situation.

2. What you need to know before you receive Ondexxya Do not use Ondexxya:

e if you are allergic to andexanet alfa or any of the other ingredients of this medicine (listed
in section 6).
if you are allergic to hamster proteins

e if you are receiving heparin

Warnings and precautions

Reversing the effect of a factor Xa inhibitor with Ondexxya may increase the risk of blood
clots. After treatment with Ondexxya, your doctor will decide when to restart anticoagulant
therapy.

An independent pro-coagulant effect of andexanet alfa may pose an additional risk of
developing thrombosis.

If you suffer side effects when you are being given Ondexxya by infusion (drip), your doctor may
decide to slow down or pause your treatment. Your doctor may give you an antihistamine medicine
to help with any side effects (see section 4).

If a surgery is planned for you which requires anticoagulation with heparin, Ondexxya should be
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avoided.

Children and adolescents

There is no information on the use of Ondexxya in children and adolescents.
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Other medicines and Ondexxya
Tell your doctor if you are taking, have recently taken, or might take, any other medicines.

This medicine has been designed to reverse the effects of factor Xa inhibitor medicines only. It is
unlikely that Ondexxya will influence the effect of other medicines or that other medicines will
influence Ondexxya.

Ondexxya-treatment should be avoided if anticoagulation with heparin might become necessary.
Ondexxya causes unresponsiveness to heparin.

Pregnancy and breast-feeding

Tell your doctor if you are pregnant or breast-feeding, think you may be pregnant, or are planning
to have a baby.

Ondexxya is not recommended during pregnancy or if you have the potential to become pregnant
and are not using birth control.

Do not breast-feed your child while you are taking this medicine. It is unknown if andexanet alfa is
excreted in human milk.

Driving and using machines

This medicine is unlikely to affect your ability to drive and use machines.

3. How Ondexxya is used
This medicine is for hospital use only.
Your doctor or nurse will give you this medicine by injection or infusion into a vein.

Your doctor or nurse will work out the dose of this medicine that you need. This is based on the
specific anticoagulant medicine you take as well as on the dose and the time since your last dose of
anticoagulant medicine.

After you have received Ondexxya, your doctor will decide when to restart your anticoagulant
treatment.

Detailed instructions for your doctor or nurse on how to give Ondexxya are given at the end of
this package leaflet (see ‘Handling instructions”).

If you have any further questions on the use of this medicine, ask your doctor.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

The most common side effects associated with Ondexxya in clinical trials of healthy people were
infusion—related reactions with usually mild symptoms such as flushing or feeling hot (very common
side effects which may affect more than 1 in 10 people). Headache, cough, or shortness of breath
(common side effects which may affect up to 1 in 10 people) happened within a few minutes to a
few hours of the infusion. In clinical trials of patients with life-threatening bleeding, fever and
stroke may affect up to 1 in 10 people; transient ischaemic attack (TIA), heart attack, and blood
clots in the legs or lungs may affect up to 1 in 100 people (uncommon side effects).
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List of possible side effects

Very common (may affect more than 1 in 10 people)
e flushing or feeling hot
e effects on blood clotting markers: some markers which affect blood clotting were increased
for a little while and then returned to normal. There were no blood clots in these healthy
people.

Common (may affect up to 1 in 10 people)
e hives

dizziness

rapid or irregular heartbeat

stomach pain or discomfort

dry mouth

disturbance of taste

nausea (feeling sick)

chest discomfort

feeling cold

excessive sweating

itching

back pain

muscle spasms

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not

listed in this leaflet. You can also report side effects directly via the national reporting system listed
in Appendix V. By reporting side effects, you can help provide more information on the safety of
this medicine.

5. How Ondexxya is stored

This medicine will be stored in the hospital, and these instructions are intended for hospital staff
only. Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the vial and the carton after
EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2°C to 8°C).
Do not freeze.
Once reconstituted, Ondexxya is for immediate use.

6. Contents of the pack and other
information What Ondexxya contains
e The active substance is andexanet alfa.
o The other ingredients are Tris base, Tris hydrochloride, L-arginine hydrochloride,
sucrose, mannitol, and polysorbate 80.

What Ondexxya looks like and contents of the pack

Ondexxya is supplied in glass vials as a white to off-white powder for solution for infusion, which
is reconstituted (dissolved) before use. The reconstituted solution is a clear, colourless, or slightly
yellow solution.
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Each pack contains four vials.

Marketing Authorisation Holder

Alexion Europe SAS
103-105 rue Anatole France
92300 Levallois-Perret
France

Manufacturer

Alexion Pharma International Operations Unlimited Company
Alexion Dublin Manufacturing Facility

College Business and Technology Park

Blanchardstown Rd North

Dublin D15 R925

Ireland

This leaflet was last revised in .

This medicine has been given ‘conditional approval’. This means that there is more evidence to
come about this medicine.

The European Medicines Agency will review new information on this medicine at least every year
and this leaflet will be updated as necessary.

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu

The following information is intended for healthcare professionals only.

Andexanet has not been shown to be effective for, and is not indicated for, the treatment of bleeding
related to any FXa inhibitor other than rivaroxaban or apixaban. Also, it will not reverse the effects
of non-FXa inhibitors.

Dosage and administration

Andexanet alfa is administered as an intravenous (IV) bolus at a target rate of approximately

30 mg/min over 15 (low dose) or 30 minutes (high dose), immediately followed by administration
of a continuous infusion of 4 mg (low dose) or 8 mg (high dose) per minute for 120 minutes (see
table 1).
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Table 1: Dosing regimens

Initial Continuous Total number
intravenous intravenous of 200 mg
bolus infusion vials needed
Low dose 400 mg at a target rate of 4 mg/min for 120 minutes 5
30 mg/min (480 mg)
High dose 800 mg at a target rate of 8 mg/min for 120 minutes 9
30 mg/min (960 mg)

Dosage recommendations have been defined from the effects of andexanet alfa in healthy
volunteers administered a direct FXa inhibitor and from the ability to reverse the levels of anti-
FXa activity. The posology was confirmed in a study in patients with acute major bleeding.

Reversal of apixaban

The recommended dose regimen of andexanet alfa is based on the dose of apixaban the patient
is taking at the time of anticoagulation reversal, as well as on the time since the patient’s last
dose of apixaban (see table 2).

Table 2: Summary of dosing for reversal of apixaban

Timing of FXa inhibitor last dose before
andexanet alfa initiation

FXa inhibitor
FXa last dose
inhibitor as < 8 hours or unknown > 8 hours
<5mg Low dose
Apixaban Low dose
> 5 mg/ High dose
Unknown

Reversal of rivaroxaban

The recommended dose regimen of andexanet alfa is based on the dose of rivaroxaban the patient
is taking at the time of anticoagulation reversal, as well as on the time since the patient’s last dose
of rivaroxaban (see table 3).

Table 3: Summary of dosing for reversal of rivaroxaban

FXa FXa inhibitor Timing of FXa inhibitor last dose before
inhibitor last dose andexanet alfa initiation
< 8 hours or unknown > 8 hours
<10 mg Low dose
Rivaroxaban Low dose
> 10 mg/ High dose
Unknown

Patients being treated with FXa inhibitor therapy have underlying disease states that predispose
them to thromboembolic events. Reversing FXa inhibitor therapy exposes patients to the
thrombotic risk of their underlying disease. To reduce this risk, resumption of anticoagulant
therapy should be considered as soon as medically appropriate.
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Handling instructions

Andexanet alfa is to be reconstituted and the 10 mg/mL solution then transferred without further
dilution to sterile large volume syringes in case a syringe pump is used for administration or to
suitable empty IV bags comprised of polyolefin (PO) or polyvinyl chloride (PVC) material. Prior
to administration by IV infusion a 0.2 or 0.22 micron in-line polyethersulfone (PES) or equivalent
low protein- binding filter should be used.

For reconstituted solutions, chemical and physical in-use stability have been demonstrated for at
least eight hours at 25°C. From a microbiological point of view, once opened, the product
should be used immediately. If not used immediately, in-use storage times and conditions prior
to use are the responsibility of the user.

Reconstitution

Before starting reconstitution, you will need the following:

Calculated number of vials as given in table 1.

Same number of 20 mL (or larger) solvent syringes equipped with a 20 gauge (or

larger) needle.

Alcohol swabs.

Large (50 mL or larger) sterile syringe. If administration is done with a syringe

pump, multiple syringes should be used to contain the final volume of reconstituted
product.

Intravenous bags of polyolefin (PO) or polyvinyl chloride (PVC) material (150 mL or
larger) to contain the final volume of reconstituted product (if administration is done with
an IV bag).

Water for injection

0.2 or 0.22 micron in-line polyethersulfone (PES) or equivalent low protein-binding filter

Andexanet alfa does not need to be brought to room temperature before reconstitution or
administration to the patient. Use aseptic technique during the reconstitution procedure.

Reconstitute each vial according to the following instructions:

1.
2.
3.

8.

9.

Remove the flip-top from each vial.

Wipe the rubber stopper of each vial with an alcohol swab.

Using a 20 mL (or larger) syringe and a 20 gauge (or larger) needle, withdraw 20 mL of
water for injection.

Insert the syringe needle through the centre of the rubber stopper.

Push the plunger down to slowly inject the 20 mL of water for injections into the

vial, directing the stream toward the inside wall of the vial to minimise foaming.

Gently swirl each vial until all of the powder is completely dissolved. DO NOT SHAKE the
vials, as this can lead to foaming. The dissolution time for each vial is approximately three
to five minutes.

The reconstituted solution should be inspected for particulate matter and/or

discolouration prior to administration. Do not use if opaque particles or discolouration

are present.

For the most efficient reconstitution of the needed dose, and to minimise errors, inject

each vial needed with 20 mL of water for injections before proceeding to the next step.
Use andexanet alfa within eight hours after reconstitution when stored at room temperature.

Administration using a syringe pump

1.

Once all required vials are reconstituted, withdraw the reconstituted solution from each vial,
using the large volume (50 mL or larger) syringe equipped with a 20 gauge (or larger)
needle.

Prepare the bolus and infusion in separate large volume syringes.

Due to the additional volume, the high dose bolus and infusion will need to be
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further separated into additional syringes (two syringes apiece for bolus and
infusion).
4. To prevent the inadvertent transfer of air, be careful to hold the syringe needle up, and do
not set the syringe down between multiple withdrawals from vials.
5. Attach ancillary equipment (i.e., extension tubing, 0.2 or 0.22 micron in-line
polyethersulfone (PES) or equivalent low protein-binding filter, syringe pump) in
preparation for administration.
Administer the reconstituted solution at the appropriate rate.
7. Discard all used syringes, needles, and vials, including any unused portion of
reconstituted solution.

2

Administration using intravenous bags

1. Once all required vials are reconstituted, withdraw the reconstituted solution from each vial,
using the large volume (50 mL or larger) syringe equipped with a 20 gauge (or larger)
needle.

2. Transfer the reconstituted solution from the syringe into appropriate IV bags.

3. Repeat steps 1 and 2 as necessary to transfer the complete volume of the bolus and
the infusion into PO or PVC IV bags.

4. It is recommended that the bolus and infusion be split into two separate bags to ensure the
correct administration rate. Although it is also permissible to use one PO or PVC IV bag
for the bolus and infusion, the correct infusion rate must be ensured when switching from
the bolus to the infusion.

5. Attach ancillary equipment (i.e., extension tubing, 0.2 or 0.22 micron in-line
polyethersulfone (PES) or equivalent low protein-binding filter, IV pump) in
preparation for administration.

6. Administer the reconstituted solution at the appropriate rate.

Disposal

All used syringes, needles, and vials, including any unused portion of reconstituted solution, should be
disposed of in accordance with local requirements.
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COMPANY CORE DATA SHEET

ANDEXXA/ONDEXXYA (andexanet alfa) I

COMPANY CORE DATA SHEET

ANDEXXA®, ONDEXXYA®

(andexanet alfa)

Lyophilized powder for solution for intravenous injection, 200 mg vials
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1. ARFNTEEEARE Xa HFRES (7S Uo—a 3N dx REH430 b
SOVIEIEKFNY)) OFEFR, BAEBEGREO 1 EER &, S0 ORREFEH, B R
(EHERAE Xa K LER OEYENRBICET 5 TReth ) & 2 BIRESE) b, HiE
TERTLEE Xa K7 IERIC X2 PEIERANRELL TW AR TH 2 Z LB HEIND A
FIZOHMEMTHZ &,

2. ARFNFIT7TEXRH AN U AR—a RPN E T R o3 b VR KRN LA O HiikEE
FNC X D PEEER ORI LanZ &

2.3  FIEEXIFIHR (F) DEERN

AKHFETO andexanet OBNREIIZNE (£) 13, HARAK O AEEHEBRE 255 E LT25F 2
FEFBR (16-508 3ABR) . KO e M MLiREEE S Xa K+ (LT, FXa) FHEFNC X 215 PICarKR
I A2 88 L= BE 24 & L ERR LR 3b/4 3B (14-505 385k ANNEXA-4) T, AHIN
FXa [HEH] (7T ExH A" U AN—a X AN KR RE330) OFUEEEERICK L TE#Ee0
DORIFRTRWERZHETH 2 EBNERINT-Z &2 BE 2T, RE LT,

16-508 FBRIL, HARANKR OB NEFYERE 2 x4 & LT o4 Ak, ZHEM, 77 BR5HR
B TH D, Uizl OREE., FXafEAI 3 Al (TEXH . U R—a X P U KR R34
X)) 2% LT, andexanet |2 X 50 FXa IETEDIK T, FEFRE A FXa FREAIBEE KT, e v
VU EAREDEIE D H i, andexanet 7 FXa PHEAIOHEEER Z @ Hfnd 5 2 &N
RENTZ, F-. BRAWERE TR LI FXa [EX OFEEV/ERIZ%1 % andexanet @ F0
WRITE NSRS R Ch -7, &R E LT, PUEEFEIEMIT andexanet DR — T A HZITHE
LML T L, BEEEOMZE D L~ L &Rt X S HIZIK T L72, Andexanet JURFERK T 2
~4 FFM &I IIHT FXa EPE R OFERE & FXa (REANRE X7 7 B AR LR L~VICR T2, e
BV EEAREIL andexanet R — T AP AL T REICE-CMICIEERPE FIRMELL EE T ER L, 20
hRIT AR EOM bRkt L7z ([£Y =2 —1 273, 32H]),

14-505 3Bk 1%, FXa BHEANC X 21RFETICRMER M Z2%E L2 BE (BARANEZET) X%
ELIA—T TR TH Y . andexanet D HIFNIZhF M OV M Zsh B & 54K L 7=, 2020 4F 6 A
30 BCT—H &N AT UTEAT L72fE R, andexanet D& G- 00291 FXa IEEDOIE T
DR B, FEREAT FXa ILEARE KT, huer B U EARoRE LR bz, ST
HED 1 D> THDHPLFXa TEEDR— 2T A 0B IR £ TOZEALRO i fil [95% 12 481X [ (DL
T, CD] 7 xS AU FE5WERE 172 #17T-93.3% (-94.2%, -92.5%), U N—mFH o fL
PR 130 B17T-94.1%(-95.1%.-93.0%) . = R ¥V F Gy 28 61 C-71.3% (-82.3%. -65.2%)
Thole, BARANEMATHLREER L —B LRI GEONZ, £2. b9 1 DOFEFHHHEE
T 5 LM R OFH TIX, A7z kM h R Nz > RARA > MHEZRBRIT X - T MExcellent)
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1.8.2 ZhRE « VRN OHE - FHEOFR TR
TUFEH Ry b TAT7 7 GEE TR L)

X% TGood) &HIIE) 2353 bR OFIG (IEMEZR 95%CD 1%, 7 B b 4dR#E T
79.3% (72.4%. 85.1%). U/ N—no X H N HHERFE T 80.3% (72.3%. 86.8%)., = R¥xH# /1
e 5HBRAE T 78.6% (59.0%. 91.7%) Td >7=, AARNEMTH AR LR 85.7% (57.2%.
98.2%) (TR b7,

DL b FEEEREER S M OVEE R M 2 %88 L 7= B 2 x5 & LR B ORE )5 . andexanet
(BHAE, EAE) 3. FXaflEAI3 A (TEXH 0, VAR—gXxh AU T REHy)
OHEEEIER IR LT, B fiRe2 /452 E0RanTz, YR E2HE 2, APGET
@ andexanet DZNAE X IIZh A () % TEFEERAME Xa K-HER (TSI UR—m%
PR E T R 80 UV FIY) B PoBEICE TS, Ame o3 i ik
PRIE 70 (1 i D FE B OPTEEBEER O hFn) & 3%E LTz,

24 PEXIIHRICEET HERE (F) DOFRTEIRL

AFNIONFIL, NI FXa LER] (FEXRH 0 UARA—a R0 Y Tx REH30) 2 F
TEL, PLBEEEHZ R L TV DG AICOAMFFTE 5, £Dd, AEIBRGICEE L, FXa fHE
FIOFIE, I GO | [A$#58, K& 505 OB & O FXa BLER O R EE I 28
TORRMER S HBEE REBE L, FXa [HEAIC X 2PREFEHARER L TV EBELIL L
THMEND DT OEEME & LT E LTz,
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1.8.2 ZhRE « VRN OHE - FHEOFR TR
TUFEH Ry b TAT7 7 GEE TR L)

3 FERUHE=ZE (). BERUVHEEICEET SFE (). RUZDOHXRTEEN
31 RERUAE ()

W, AT, EEEARYE Xa NI ERIORE, &GO 1 B GE, K&
HORBRFIZIG LT, 7o T3 Fxy b 777 (@EFHBZ) & LT, LLFO AEXT
B EOAEKR O & CHIRNE 53 5,

A ik 1400 mg % 30 mg/5y DIRE TEARNE G- L, FEV T 480 mg & 4 mg/5r D E T 2 REFTFR
NEEET 5,

B % : 800 mg % 30 mg/4) DL THIIRMN G- L, $EV T 960 mg % 8 mg/4) D EE T 2 REf#EH R
NEEH-T 5,

32 MERUVRAEICEET SIE ()
Lo AFNE, EHEAEARAS Xa K1 HEA OB, K& Gro | BIEG & REB G55 Ok
BRRICE LT, AT LB RETH L,

B AL 26 XalKl 7P A D
R RS XalK] 1 B R 56 XalK 1P A D A -7 B O RE ]
PHLE A1 O FEE AR G-I D 1[I - B SIS FH A it .
R SIFHILL |
S 2.5mg, 5mg A:{£
10mg, B Bi% Al
UoS—pm o8y 10mg, 15mg, ~H] Bk
e N AV 15mg, 30mg, 60mg, A~H] Bi%

2. PRI SOE AR 33 B ARF OB IR G- OFZIE R V2T L TNz,
Lo 1k MALE 2 Rt 25 2 &,

33 RMERUVRAE (B). TVICHERUREICEHET HEE () ORERML
AHIFTO andexanet O AR O RIE, 16-508 Gl K% OF 14-505 #BR O Rk R LS & &
b, ENO FXa lEAIOAGBRIER OHREZERE L TRIE LT,

[EIPN T RS9 2 A L O BB 2 BRGSO fEhT 2 LT ISR,

3.3.1 16-508 FHER (/N\— k1 BRU/N—F 2)

16-508 5Bk T ™ andexanet ® HEK O EL [€£Y 2 —/1 273, 1.3.1.3 ] (2”7, 16-508 &
BRClE, FXaflEAl (TEXY AN U R—aFxP Ay = REY$AY) oEFHE [TV =2—
V273, 1.2H]) OmMAEED Cuax & 72 5 X1 FXa FLER ORALEE G2 6 8 BRI L7
i 55 T andexanet D TG R 28 L 7=,

N—=F1OaF— ] 1~5 TiE, 4% FXa FEEFRORHA SN TWD [IEFpREENE.OFHEME) B 12
BT 2 M M MERM 25 F R OV B P ZEARSE D FSENH] ) (k3 28 % I =I2%F 9% andexanet O H1F
DREMR LT, 728, = RV U TOMRETIE, 12-502 Bk CTHiFT S 472 andexanet % 5-FF
H (= FRH AR DOREESE 3 KHEE) [RRELZRET 58 (ah— 1 3) ROENOIRRSC
FIZEDE Con (TETH D = RFX VAN DL 90 DR IR L K5+ 58 (2Ah— K 4)
D2 ar— b EFELL, £lo, & FXa [EAICIIHERROHENREINLTNDLIN, ZOHE
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1.8.2 ZhAE « R KL OHE - HEOB TR
TUFEH Ry b TAT7 7 GEE TR L)

\ZX%9° % andexanet D FFIZN AT A FXa FHE A O 5 H &2 %9 5 andexanet O HHF1%h 5 % fEiR
HTETHgECTEDLEERT,

N—h2@ak—k 6 K7L, TEFH AU O TEIRINIEFERE (IR AR E & OV i
RIERRIE) OB KL OFRME ] OPHAETH 2 10mg 1 A 2\KROT REH 00 [TREHE
TESNBL IR HEAT B 12 381 T 2 BRI AR ZEARSE O FSIERNH] ] @ 30mg 1 H 1 [ENZ%F9 % andexanet
DRI R A MR T DI OITRE Lz, 28— b 8~10 (3, %H@@iﬂ@%%&@ﬁ%@%ﬁ
REE A3 8 IEfE] LA | D3A D andexanet DR & D Z 4 A fEFRT A 72 OIZRE LT,

PLTFIZ, 16-508 BRI R 2 EAT 5 Gl (%v;%wzm\2@&03@1%5%%

3.3.1.1 TEXHNY

16-508 ERD/X— |k 1 D2k — k1 OFERNS, HARABBRE ICT X930 5mgl H 2 A%
5.5 HE#& 5 L. & D& 5 3 #4112 andexanet DIEHEZ R E L7- & < bl FXa &I T,
FEFREBT EX YN UBEEDIKR T RO b a > B BEAREO FREHT~DREIE DR b, £ Ok
RIXAANYEEHRE (akr—h5) CRETH- T,

16-508 FRERD/N— h 2 D adR— |k 6 K8 DFERNG, HARAAFREIZaA— 6 TETEF
PN 10mg 1 H 2 EZ 55 HE#EEG L, £ O 3 KFH % andexanet D@ EZ &5 L7z
LE, aR—F 8 TIETEFY N 10mg 1 H2E%E 55 HMEG L, ZORi&&sE 8 FiiC
andexanet DIKHEZHK G Lz L&, WIhb, $T FXa IEHEOIKT, FEMEAE T BN RE
DIRTF RO 1 > B v pEARE O SEERPH ~ D [E 23580 bz,

L7eRoT, TEXFYANUCEEEREEFICH L, ENTHEET 5 andexanet O HELK OHEITZHY
ThnHZ ERINTz,

3.3.1.2 JN\—axH5/\>

16-508 FBR D /X— h 1 O adR— b 2 OFERNDL, ARAPEREICY S—aFH 3 15mg 1 A
210% 5.5 HMEG L, £ DK 4 K212 andexanet D HEZ B G- L7- & X, P FXa I6 M4
DT, FFEREATY N—a AN REOIRT RO v B EARR O LYERIPH ~ D[R 2358
b7z,

16-508 FBRD/X— h 2 DR — bk 9 OFERND, HARAHREICY S—a X%, 15mg 1 A
2100% 5.5 HME G L, £ D& 8 Rff#2 (2 andexanet DIKHEZ B G- L 7= & X, Pt FXa IE M4
DAL, FFEREATY N—a AN REOIKT RO b 1 B EEARR O LYERIPH ~ D[R 2358
bz,

L7eoT, U A—m R ANUEERFICH L, ENTHET 5 andexanet D LK O &EIX
U THDLZ EPNREINT,

3.3.1.3 A

16-508 FABRD/X— R~ 1 @ am— k3 KN4 OFERG, BARAPERE IZ= RE¥H /3 60mg 1
H1FE%Z6 HE#EE L, ZOR&ES 3 R XX 90 431412 andexanet D HEA2 &5 L1z & X
PLFXa JEPEDIR T, FERE AT RR P ANREDOIK T RO R 1 v 2 FEARE D FEVERIFH ~ 0 [B]18
RO BTz,

16-508 FRERD/N— 2 D adR— 7T, HAAFBREIZ= FF¥H3-30mg 1 H 1[E% 6 HH
b L., EOEERE 90 777412 andexanet DIKHEAZ G Lz & & AUEEFHEK TR (EOI) T
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1.8.2 ZhAE « R KL OHE - HEOB TR
TUTFEY Ry N TALT 7 GEETHEZ)

@ andexanet FEDOPL FXa {EMEIZ T 7 BRIV T L b0, EEFMIEE Th 54t FXa 1EE
DR—=ZF A b EOl K fE E TOFHE(LFE (KF) @ andexanet Bf & 77 EARFEDEITH
B TC2irolz (p=0.2667), L72>L. andexanet BEDHL FXa IEPEDRX—Z T 1 U bR —T A5
#THs (EOB) AiRfEE TOYHZE(FE (IKT) (RIREHMETEHE) I ONT andexanet Ff D IERE A
T REHPANAREDON—2T A 775 EOL K& Y EOB HAKfE £ TOEH AR (IKTF) |
T RRHELDREDNST (p=0.0412 W NI % p=0.0085), & 51T, andexanet #£D ETP @ EOI
W EIE, T X TCOWEBRE CHREMEHFH TIREA EBlY . F£7-. andexanet £ ETP OHERIX
andexanet $¢ 5-B4A1% 24 REfEICH 720 — B U CREYEMEEDH TIRM A ERl->7-, FlROBE b R OE
FIRETHIHEEZVEY LICEL TRETRWVWE WO AN, EEFRER 22K Lo
b DO, TR FINMATEE 1T 5 FR AR ZERIE ORIEMHI D72 DIz RPN
30mg 1 H 1 [\IAFEE I 5 BE I andexanet DI EZHEIRTHZ B Y EE 2T,

16-508 FERD/N— |k 2 D @A — k10 TiX, BARAERE I ¥+ 60mgl H 1[E% 6 A
&5 L, ZOK#&ES 8 FEfi1#£ 12 andexanet DIKHE A5 L7 & &, L FXa iGMEDIL T, FE
FEAT T R N EEOE T RO a2 B PEAERED SEHEFTH ~D[EIE 2338 0 H LTz,

L7eRoT, T REYANCEREREICK L, BN THFET S andexanet O FE M OV &I %Y
ThdI DRI,

3.3.2 14-505 A 5&

14-505 7% T andexanet O IE KL OHELY [T 22—/ 273, 13.1.3 H, 1.3.23 H] ([Z5RT
(14-505 RER DO FIVER OCHBEORERILL [FY 2 —12.72, 371 H] 28H), 14-505 BRI
zmt 2> d 20 E 1 o R 20 16-508 oo <— b 1
DT EENTFE R A E 2. BARANBEFEICKHT S andexanet D FEM OHELZRELTZ, ENOE
Jiti E RSB T D andexanet D AEL OHELY [ =2—/1 273, 1.3.1.3 1, 1.3.23H] 2577,
PAFIZ, 14-505 BBROFERZ TN T 5 GEMX [£2=2—1 273, 2HHED 3 H] M),

3.3.2.1 T EFxHNY

T RPN GHERFE T, andexanet #2512 K 5T FXa {EMEDIKT, FFERETLT % Ho3
EEDIKRT RO b1 v pEARE D S YES lmwlﬁhﬁﬁ W BT, B2 ki zgh B (TExcellent )
X% TGood)) 235 biv7-#ird OFElS (EMEZR 95%CD 1% 79.3% (134/169 #i) (72.4%. 85.1%)
Tholo, £lo, YHEBHRAIMETZAARANEFTHRO b, LR ->T, TEFF AN U#
L@gEICx L, EWNTHEET 2 andexanet D EK O EO Y MENER I,

3.3.2.2 Jx—axg\y
JoR—n TN EYERE T andexanet #5112 X AP FXa iIEHEOIK T, /ALY N—n
XY NRUBEBEOKTLEO hr v v pEAERED LR lm@@@#mbgntoﬁ%@mm%%
(MExcellent | X 1X[Good ) 7345 B AL 7= 4 BR#F DO EIA (IEME7: 95%CI) 1% 80.3% (102/127 1)) (72.3%.
86.8%) Th o7z, F7=. UBEIF2AMETAEANEATHLRO BN, LERN->T, U A—
oY NURGEBREIZH L, EPNTHHET 5 andexanet O LN OCHEO UM MR S,

3.3.2.3 I RFH/NY
T REH N EEWERE T, andexanet 5T L AP FXa IEHOIE T, FEHKEH T R0 3
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1.8.2 ZhHE « WML OHE - HEOB ERIL
TUTFXY Ry b TATr (EBETHEERZ)

REDIKT RO b r B EARR O SEYEHIPH~DBEIE GO batiz, A 272 1kfsh 3 (TExcellent)
X TGood)) H3F 6 NT-#ERE OEIS (IEMEZR 95%CI) 1% 78.6% (22/28 fi) (59.0%. 91.7%)
Tholo, £z, YHEBHRAIMMETAARANERTHRO b, Lo T, = REF
EBEFIZX L, ENTHET % andexanet O VL& OV EO 4N HER I N2,

LB, 16-508 3R & O 14-505 kR O 3RS R . 4% FXa FHEH OFL FXa {EMEIZRT L, andexanet

IR E SNTHER OHETHARANERMZ GO BRI RADMEE R LT, o, et RE 720
BT BARANFAORE RO b o Te ([ 2—1 274, 7 H]D, 26D &in
5, [EWNTHEET 5 andexanet D HEL OCHEITHYI TH L EEX HILD,
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1

83 i EOEE () BLUOZDOHR TR

TUFXY Ry b TATy GEEETHRZ)

1 ERALOFE (B) $FUZ0ORERH
A EDOER (B) AR
2. B ROBEEIEREGLRNIE) AFN D R 53 L UE O BE

AFN D S35 LIRBUE OBEERE D & 5 BE

HREOH HBRETIX, BEER
T UK =R & BT AR
RSB0, R EEHT
D EToO—#iEREE LT
BE LT,

8.  EEAARMIER

8.1 ARAEN., BEZACHEY) & W S D EEUE R SeHIE W TE O FEi
LEBIHEHATDHZ &,
8.2  IEMIT, MARZERIED U A7 2R 572D, BEF DINEE

N EE L. PUBEIREOEROA LM L FHLD U
ALY ZRHii Lz BT, T& BR 0 300w Y) 72 ke [E R
EOFREZEESSZZ L, [11.1.1 28]

8.1 HEIRIT LEEL BB ITHK
E LT,

8.2 AR 5% 1L B O Hug
WRICK Dt FEgn ) X
JIZELT I EITRDTED,
PUkE [E A 7 BB T 5 1 E
& L C.CCDS 2D &% iE
L7z,

9. FEOWEREZATLHEEIHTLIEE
9.1 GOHE - BRSO H 5 8BHE
9.1.1 MARFERRIED U A7 OE\ B
LLF O &5 e B % Cldifibe A 0E O ERENS KT 2
BENRD D720, AFIEG ORI IXIER EOF M &
falatE 2 BB L CHI T2 2 L, 2D O BFITERR
BRiZCBW T ST, [11.1.1 2#]
LA X S OFEBLRT 7 H LANIC R A 7 2
[N I VT =B XN U5 N g P iR R TN IRTT
[ 5 VI K73 A S0, ST e it 4% S,
BB R OB 5% T T B
HLE A X S OFEHAT 2 3 B LN e ZERRE X
VIR VR M A N EEE O WA T TR
9.5  IEhw
B0 TR L TV 5 FTREME O & 2 2okl iE 1B Lo IS &
etEz A5 E M S DGR oA B G352 L,

9.6  FLhw

18R EORSMER ORI EOR SMEZ B IE L AL O XXX+
IEZEtd 52 &,

9.7 /%L

NS RS L LT BRIRRBRIT SN E L TVh7euy,

9.1.1 EBEILFE 3b/4 FHERIK
BB\ TN b DEEIT
KENOERIN SN TND Z &
J ONCCDS (S &% E Lz,

9.5 A E A A AR A S50 L
TWRNZ EDLRELE,

9.6 K#FlDOE NFHLT~DOK
ITICEAT AT — 21T/ &
MBRE LTz,

9.7 /IWREZ SR L& LI EIR
PRBRIL S LTV 2R n 2 &

HERE LT,
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1.83 FH EoEE () BXUOZOREIRIL
TUFEH Ry b TAT7 7 GEE TR L)

R LEDOER (R)

B ERHL

1. ®IEH

WOBIERRH b Z 5D T, BlEE 71247V, BE
NRD NG EICIIR G 2R IET 27 E#EU R EEITH 2 &,
1.1 ERZRFEIER

11.1.1 AR ZERE

JE MR A (1.5 %) |« I L8 AR OB ZE , T ZERRIE (45 0.8 %) .
JFESE, FERRtERMZE R O MARSE, BEREIRMARE (4 0.6 %) .
Jo R i, S A E . BAFIRIMARAE (55 0.4 %) . — B MERKE MR8
B, IHEEIRIAZE (% 02%) SOMmBERIEND Hbhd Z &0
H5, [82. 9.1.1 ]

11.1.2 Infusion reaction  (0.4%)

WEL, BUR, Uk, UL IR #E%E 0O Infusion Reaction 238 H L5 =
D5,

112 ZOfhoREIfER

1 YA

Lo DEIE

- B BT R O GO IREE | FEEA

RS I [ 55 3b/4 FHEGR IR BB A
BN CCDS ICESEXHTEL
7~

12, BRRRRARE R RIF T %8

PR Xa KIFEMERIEEIZ Lo TE, AFITREG T T, 5 Xa K+
FLERINT T X ry b TATZ 7 DOEETHZEICE0 &
WHLEE Xa IFEMER RS, To7Fhxy b 77700
FTEPE DS R 8/NEHE S D ATREMEDR B 5, TBRE=Z U 7
(3, kMo, FHimk A EFSR (eEettf ~> b)) Fo
BRIR /N A =2 IZEEDEITH 2 &,

CCDS K O/ GRAT SCEIC H
SEEHE LT,

14. @A EoREE

141  FEAFHREOER

1411 BEICKER AL TR EERT D, AR
WEITHZ L,

1412 20 G DL EOERNEHZ LS Lo RN E 2 T, 1 "7
720 20mL OTESF K CTHEME L, 10 mg/mL DR &
SRR

1413  EH#E T LROPRICEAL, [IEBELRNE IS
T K Z S A TV OBEmIZI > THiAL D £ 5 IS
HEAT D,

1414  NATNVENTIRETY -V LIEKRZ AR ST
BIEIRT D, NATMIIEE H Lisnz &,

14.15  BRRRRITEA~EEGOEBH~bTNIALAtE 2T 2

|

CCDS, /MR CE, R UM
DIEHNTOFHEICHE T THE
L7,
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1.83 FH EoEE () BXUOZOREIRIL
TUFEH Ry b TAT7 7 GEE TR L)

R LEDOER (R)

14.1.6

14.1.7

14.2
14.2.1

14.2.2

BTh D, ERRIRIZHRL TP G720 ) B CHERE S
5Tl MR XITEARRO NS EIZIIEH L2
WZ ok,
20 G LA LS # 2 HEE Lo EHE 2 0T, &5 8IS
& U CHERBDOIRMR E A TANLERT 5, AT
SV DRI L Te IR I I AR E IR 2 2 &0 A
Ny ZNIZE DG EATHHEIE. N A L7 0 VR
RV = A -OEHANy 72 WL ENMEEL
W,
FRFFRRL L | R IR T 5 2 & £, KR
TFEET D &,

R GRS
AR 7 IV VR TR AV, BARATEOR
W02 XX 02 pmDA L TA LT 4NE— (R =—
TIVANVR CBE) Bl TERETHI L,
flDFH| LIRA L2 &y

15. ZOMoEE

15.1
15.1.1

15.1.2

B R P S < 1

% Xa RFPLERTHRBETOBREZ SR E LIZAAANES
TR IC W TC, AR E% 30 HEXZ 45 BHOT
YTXY Ry b TAT7 7 RO Xa K% D HUARHE
EFNT I T DRI, I 8.0% (25/314 i) T 0.3%
(1287 f5l) Todo7=d, Wb HFFURITEED b
<7,

ARFNIA~ANY OFEEIER 2 RET 2 /R & 5, F
WIRTDOARFNBE G2 L0 TR O~ RY ARBINEZ R UTIE
B MEIMZ THEE STV D,

15.1.1 EEREFR 3b/4 FHEER
ARERE RIS LT,

15.1.2 CCDS K ONEsh s 3¢
ST LT,
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1.9 —fxpI% FRICHR D 30
TUFEY Ry b TAT7 7 GEETHZ)

1.9 —RRBIBIRICRDHNXE
1 EARO—HRHIATE (JAN)
AFICH 9 A 3 BAFERASKSEIE 0903 5 5 S K v mm S i,
EEL AL TR
(HAA4) TUFEY Ry b TAT7 7 GBI Z)

(F 4) Andexanet Alfa (Genetical Recombination)
rE
(RAA)

TrTFXxY Ry b TAT 7, Bz e MEERIMEEEES X K1 (FXa) FERIATH
V, LE#IE, FXa® LD 1~5FH K P40~139FH D7 I /BRITAHE L, HEHD 185 FH DT
I BRFRIET Ala [CEBLSNTVWD. TUTR IRy b TAT 7 ETF v A = AL A XN
BMllc L vEESND. ToTXY Ry b TAT 71X 105 HOT 2/ BEEN S5 L #HKk
O 254 fHOT X WRFEE G0 2 HE TR SN DHESY R 7B (078 41,0000 Th 2.

(I 4)

Andexanet Alfa is a recombinant activated human blood coagulation factor X (FXa) analog whose L-
chain corresponds to amino acids at positions 1 — 5 and 40 — 139 of L-chain of FXa, and whose amino acid
residue at position 185 of H-chain is substituted by Ala. Andexanet Alfa is produced in Chinese hamster
ovary cells. Andexanet Alfa is a glycoprotein (molecular weight; ca. 41,000) composed of an L-chain

consisting of 105 amino acid residues and an H-chain consisting of 254 amino acid residues.
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1.9 —fxpI% FRICHR D 30

TUFEY Ry b TAT7 7 GEETHZ)
2 EE—EHMAFF (INN)

INN

andexanet alfa

INN R &S

International Nonproprietary Names for Pharmaceutical Substances (INN) , WHO Drug Information,

Vol. 28, No.3 (2014) List 72 (p.382)
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A FKGE I 0903 5 5 &
S fn ot 4 9 A 3 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )
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Andexanet Alfa is a recombinant activated human blood coagulation factor X (FXa) analog whose L-
chain corresponds to amino acids at positions 1 — 5 and 40 — 139 of L-chain of FXa, and whose amino
acid residue at position 185 of H-chain is substituted by Ala. Andexanet Alfa is produced in Chinese
hamster ovary cells. Andexanet Alfa is a glycoprotein (molecular weight; ca. 41,000) composed of an L-
chain consisting of 105 amino acid residues and an H-chain consisting of 254 amino acid residues.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 72

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can be found in Cumulative List
No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 72

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-109) et recommandées (1-70) dans
la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 72

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciéon de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacién se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) y Recomendadas (1-70) se encuentran
reunidas en Cumulative List No. 15, 2013 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

abametapirum
abametapir

abamétapir

abametapir

acidum bempedoicum
bempedoic acid

acide bempédoique

acido bempedoico

aclerastidum
aclerastide

aclérastide

aclerastida

aducanumabum #
aducanumab

5,5'-dimethyl-2,2'-bipyridinyl
5,5'-diméthyl-2,2'-bipyridinyle
5,5'-dimetil-2,2'-bipiridinilo
Ci2H12N2

H3C N

8-hydroxy-2,2,14,14-tetramethylpentadecanedioic acid
acide 8-hydroxy-2,2,14,14-tétraméthylpentadécanedioique

acido 8-hidroxi-2,2,14,14-tetrametilpentadecanodiéco

Ci19H360s
HOZC>(WM<COQH
HsC CHj OH HsC CHj

[3-(L-2-aminohexanoic acid)]angiotensin II-(1-7)-peptide
[3-(acide L-2-aminohexanoique)]angiotensine II-(1-7)-peptide
[3-(acido L-2-aminohexanoico)]angiotensina II-(1-7)-péptido
Ca2HeaN 12014

H-Asp— Arg—Nle—Tyr—Ille —His—Pro-OH
7

immunoglobulin G1-kappa, anti-[Homo sapiens amyloid beta (Abeta,
AB) peptide], Homo sapiens monoclonal antibody;

gamma heavy chain (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), hinge (223-237), CH2 (238-347), CH3 (348-452), CHS K2>del
(453)) (125-453)], (227-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (233-233":236-236")-
bisdisulfide
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aducanumab

aducanumab

alpelisibum
alpelisib

alpélisib

alpelisib

immunoglobuline G1-kappa, anti-[Homo sapiens peptide amyloide
béta (Abéta, AB)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), charniére (223-237), CH2 (238-347), CH3 (348-452), CHS
K2>del (453)) (125-453)], (227-214")-disulfure avec la chaine légére
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[péptido amiloide beta de Homo
sapiens (Abeta, AB)], Homo sapiens anticuerpo monoclonal;

cadena pesada gamma1 (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), bisagra (223-237), CH2 (238-347), CH3 (348-452), CHS
K2>del (453)) (125-453)], (227-214")-disulfuro con la cadena ligera
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (233-
233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG VVQPGRSLRL SCAASGFAFS SYGMHWVRQA PGKGLEWVAV 50
IWFDGTKKYY TDSVKGRFTI SRDNSKNTLY LQOMNTLRAED TAVYYCARDR 100
GIGARRGPYY MDVWGKGTTV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK RVEPKSCDKT HTCPPCPAPE LLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL 450
SPG 453

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKP GKAPKLLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SYSTPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  151-207  268-328  374-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88' 134'-194'
23M_88" 134194
Inter-H-L (h 5-CL 126) 227-214' 227"-214"
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
304, 304"

(2S)-N"-{4-methyl-5-[1-(1,1,1-trifluoro-2-methylpropan-2-yl)pyridin-
4-yl]-1,3-thiazol-2-yl}pyrrolidine-1,2-dicarboxamide

(2S)-N"-{4-méthyl-5-[1-(1,1,1-trifluoro-2-méthylpropan-2-yl)pyridin-
4-yl]-1,3-thiazol-2-yl}pyrrolidine-1,2-dicarboxamide

(2S)-N'-{4-metil-5-[1-(1,1,1-trifluoro-2-metilpropan-2-il)piridin-4-il]-
1,3-tiazol-2-il}pirrolidina-1,2-dicarboxamida
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andexanetum alfa #
andexanet alfa

andexanet alfa

andexanet alfa

apabetalonum
apabetalone

apabétalone

apabetalona

Ci19H22F3NsO,S

O o}
HN ML
/< N—"" “NH,
HsC  CHs S \N
NS
A

F3C |
N~ CHs

des-(6-39)-human blood-coagulation factor X light chain (98-108')-
disulfide with [185'-alanine (S>A)]lhuman activated factor Xa heavy
chain, produced in Chinese hamster ovary (CHO) cells (glycoform
alfa)

(98-108")-disulfure entre la dés-(6-39)-chaine légére du facteur X de
coagulation humain et la [185'-alanine (S>A)]chaine lourde du
facteur Xa activé de coagulation humain glycosylé, produit par les
cellules ovariennes de hamster chinois (CHO) (glycoforme alfa)

(98-108")-disulfuro entre la des-(6-39)-cadena ligera del factor X de
coagulacién humano y la [185'-alanina (S>A)]Jcadena pesada del
factor Xa activado de coagulacién humano glicosilado, producido por
cultivo de células ovaricas de hamster chino (CHO) (glicoforma alfa)

Light chain / Chaine légére / Cadena ligera

ANSFLFWNKY KDGDQCETSP CQNQGKCKDG LGEYTCTCLE GFEGKNCELF 50
TRKLCSLDNG DCDQFCHEEQ NSVVCSCARG YTLADNGKAC IPTGPYPCGK 100
QTLER 105

Heavy chain / Chaine lourde / Cadena pesada

IVGGQECKDG ECPWQALLIN EENEGFCGGT ILSEFYILTA AHCLYQAKRF 50'
KVRVGDRNTE QEEGGEAVHE VEVVIKHNRF TKETYDFDIA VLRLKTPITF 100'
RMNVAPACLP ERDWAESTLM TQKTGIVSGF GRTHEKGRQS TRLKMLEVPY 150"
VDRNSCKLSS SFIITQNMFC AGYDTKQEDA CQGDAGGPHV TRFKDTYFVT 200'
GIVSWGEGCA RKGKYGIYTK VTAFLKWIDR SMKTRGLPKA KSHAPEVITS 250"
SPLK 254"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes
disulfuro

7-12' 16-27 21-36  27'-43' 38-47  55-66

62-75 77-90 98-108' 156'-170' 181'-209'

Modified residue / Résidu modifié / Resto modificado
D H  NH;
HO,C {
C CO,H
HO H
Glycosylation sites (* confirmed) / Sites de glycosylation (* confirmé) / Posiciones de
glicosilacion (* confirmada)
Ser-56 Ser-72 Ser-76 Thr-82 *Thr-249'

29
(3R)-3-hydroxyAsp

2-[4-(2-hydroxyethoxy)-3,5-dimethylphenyl]-5,7-dimethoxyquinazolin-
4(3H)-one

2-[4-(2-hydroxyéthoxy)-3,5-diméthylphényl]-5,7-diméthoxyquinazolin-
4(3H)-one

2-[4-(2-hidroxietoxi)-3,5-dimetilfenil]-5,7-dimetoxiquinazolin-
4(3H)-ona
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apatorsenum
apatorsen

apatorsen

apatorsén

C20H22N,05
3

CH
O\/\
OH
H3CO. N
N CH3
NH

OCH; O

all-P-ambo-2'-O-(2-methoxyethyl)-P-thioguanylyl-(3'—5')-2'-O-(2-
methoxyethyl)-P-thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-P-
thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-P-thioadenylyl-(3'>5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-thioguanylyl-
(3'>5')-2'-deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-
thioguanylyl-(3'—5')-2'-deoxy-P-thioguanylyl-(3'—5')-2'-deoxy-5-
methyl-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thioguanylyl-(3'—5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-P-thiothymidylyl-(3'—>5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-thioguanylyl-
(3'—>5'")-2"-deoxy-P-thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-5-
methyl-P-thiouridylyl-(3'—5')-2"-O-(2-methoxyethyl)-5-methyl-P-
thiocytidylyl-(3'—5'")-2'-O-(2-methoxyethyl)-P-thioadenylyl-(3'—>5')-2'-
O-(2-methoxyethyl)-5-methyluridine

tout-P-ambo-2'-O-(2-méthoxyéthyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
méthoxyéthyl)-P-thioguanylyl-(3'—5')-2'-O-(2-méthoxyéthyl)-P-
thioguanylyl-(3'—5')-2'-0-(2-méthoxyéthyl)-P-thioadénylyl-(3'—>5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2'-déoxy-P-thioguanylyl-
(3'>5')-2'-déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2"-déoxy-P-
thioguanylyl-(3'—5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-déoxy-5-
méthyl-P-thiocytidylyl-(3'—5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-P-thiothymidylyl-(3'—>5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2"-déoxy-P-thioguanylyl-
(3'—>5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-O-(2-méthoxyéthyl)-5-
méthyl-P-thiouridylyl-(3'—5')-2"-O-(2-méthoxyéthyl)-5-méthyl-P-
thiocytidylyl-(3'—5'")-2"-O-(2-méthoxyéthyl)-P-thioadénylyl-(3'—>5')-2'-
O-(2-méthoxyéthyl)-5-méthyluridine

todo-P-ambo-2'-O-(2-metoxietil)-P-tioguanilil-(3'—5")-2'-O-(2-
metoxietil)-P-tioguanilil-(3'—5")-2'-O-(2-metoxietil )-P-tioguanilil-
(3'—>5")-2'-0-(2-metoxietil)-P-tioadenilil-(3'—>5")-2'-desoxi-5-metil-P-
tiocitidilil-(3'—>5')-2'-desoxi-P-tioguanilil-(3'>5")-2'-desoxi-5-metil- P-
tiocitidilil-(3'—5')-2'-desoxi-P-tioguanilil-(3'—»5')-2'-desoxi-P-
tioguanilil-(3'>5")-2"-desoxi-5-metil-P-tiocitidilil-(3'>5')-2'-desoxi-P-
tioguanilil-(3'—5")-2'-desoxi-5-metil-P-tiocitidilil-(3'>5")-P-tiotimidilil-
(3'—>5'")-2'-desoxi-5-metil-P-tiocitidilil-(3'>5")-2"-desoxi-P-tioguanilil-
(3'>5'")-2'-desoxi-P-tioguanilil-(3'—>5')-2'-O-(2-metoxietil)-5-metil-P-
tiouridilil-(3'>5')-2'-O-(2-metoxietil)-5-metil-P-tiocitidilil-(3'>5')-2'-O-
(2-metoxietil)-P-tioadenilil-(3'—>5")-2'- O-(2-metoxietil)-5-metiluridina
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astodrimerum
astodrimer

astodrimere

astodrimero

C224H304N760116P19S 19

(3'=5')d(P-thio)(rG-rG-rG-rA-mC-G-mC-G-G-mC-G-
mC-T-mC-G-G-rU-rC-rA-rU)

Modified nucleosides / Nucléosides modifiés / Nucleosidos modificados

O, N\ NH,

(0]
o
-
\ 7/
3

OH — OH

N2 N°-bis{N?, N°-bis[N? N°-bis(N? NC-bis{N*,N°-bis[(3,6-
disulfonaphthalen-1-yloxy)acetyl]-L-lysyl}-L-lysyl)-L-lysyl]-L-lysyl}-
N'-(diphenylmethyl)-L-lysinamide

N2 N°-bis{N? N°-bis[N? N°-bis(N? NC-bis{N*, N°-bis[(3,6-
disulfonaphthalén-1-yloxy)acétyl]-L-lysyl}-L-lysyl)-L-lysyl]-L-lysyl}-
N'-(diphénylméthyl)-L-lysinamide

N2 NP-bis{N?, N°-bis[N? N°-bis(IN?, NP-bis{N*,N°-bis[(3,6-
disulfonafthalen-1-iloxi)acetil]-L-lisil}-L-lisil)-L-lisil]-L-lisil}-
N'-(difenilmetil)-L-lisinamida

C583H641 N630287SG4

Al A As-A Al A AsyA
! ! ! !
A\II(/ \K/ \h(A A\}I(/ \K/ \}I(,A
A \ A A / A
A A AL A
SK” K K
y K/l\K ’t
AL oK / NH \ PEGR _A
K7 N K K
S G G .
K K
Al A Al _A
A A A A
Sk - A— = o e
H NH 3
H i
o) HO5S SO3H
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batefenterolum
batefenterol

batéfentérol

batefenterol

bimekizumabum #
bimekizumab

bimékizumab

bimekizumab

1-(3-{[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-
1,2-dihydroquinolin-5-yl)ethylJamino}methyl)-
5-methoxyphenyllamino}-3-oxopropyl)piperidin-4-yl (1,1-biphenyl-
2-yl)carbamate

(1,1-biphényl-2-yl)carbamate de 1-(3-{[2-chloro-4-({[(2R)-2-hydroxy-
2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)éthyllamino}méthyl)-
5-méthoxyphényllamino}-3-oxopropyl)pipéridin-4-yle

(1,1-bifenil-2-il)carbamato de 1-(3-{[2-cloro-4-({[(2R)-2-hidroxi-
2-(8-hidroxi-2-oxo-1,2-dihidroquinolin-5-il)etillamino}metil)-
5-metoxifenilJamino}-3-oxopropil)piperidin-4-ilo

Ca0H42CIN5O-
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immunoglobulin G1-kappa, anti-[Homo sapiens IL17A (interleukin
17A) and Homo sapiens IL17F (interleukin 17F)], humanized
monoclonal antibody;

gamma heavy chain (1-455) [humanized VH (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), hinge (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214")-
disulfide with kappa light chain (1'-214') [humanized V-KAPPA
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimer (234-234":237-237")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens IL17A (interleukine
17A) et Homo sapiens IL17F (interleukine 17F)], anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-455) [VH humanisé (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), charniére (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214')-
disulfure avec la chaine Iégére kappa (1'-214') [V-KAPPA humanisé
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107') -
Homo sapiens IGKC*01 (108'-214")]; dimére (234-234":237-237")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens IL17A (interleukina
17A) et Homo sapiens IL17F (interleukina 17F)], anticuerpo
monoclonal humanizado;

cadena pesada gamma1 (1-455) [VH humanizado (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), bisagra (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214")-
disulfuro con la cadena ligera kappa (1'-214") [V-KAPPA humanizado
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimero (234-234":237-237")-
bisdisulfuro
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bococizumabum #
bococizumab

bococizumab

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS DYNMAWVRQA PGKGLEWVAT 50
ITYEGRNTYY RDSVKGRFTI SRDNAKNSLY LQMNSLRAED TAVYYCASPP 100
QYYEGSIYRL WFAHWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTQTYICNV NHKPSNTKVD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL 250
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ 350
PREPQVYTLP PSRDELTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK 400
TTPPVLDSDG SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera

AIQLTQSPSS LSASVGDRVT ITCRADESVR TLMHWYQQKP GKAPKLLIYL 50
VSNSEIGVPD RFSGSGSGTD FRLTISSLQP EDFATYYCQQ TWSDPWTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  152-208  269-329  375-433
22"-96" 152"-208" 269"-329" 375"-433"
Intra-L (C23-C104) 23'-88' 134'-194'
23M.88"  134"M-194"
Inter-H-L (h 5-CL 126) 228-214' 228"-214"
Inter-H-H (h 11,h 14)  234-234" 237-237"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
305, 305"

immunoglobulin G2-kappa, anti-[Homo sapiens PCSK9 (proprotein
convertase subtilisin/kexin type 9, neural apoptosis-regulated
convertase 1, NARC1, NARC-1, proprotein convertase 9, PC9)],
humanized monoclonal antibody;

gamma2 heavy chain (1-444) [humanized VH (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), hinge (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfide with kappa light chain
(1'-214") [humanized V-KAPPA (Homo sapiens IGKV1-13*02
(91.00%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimer (220-220":221-221":224-224":227-227")-
tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9, convertase 1
régulée par l'apoptose neuronale, NARC1, NARC-1, proprotéine
convertase 9, PC9)], anticorps monoclonal humanisé;

chaine lourde gammaz2 (1-444) [VH humanisé (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), charniére (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfure avec la chaine
légere kappa (1'-214') [V-KAPPA humanisé (Homo sapiens IGKV1-
13*02 (91.00%) -IGKJ2*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure
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bococizumab inmunoglobulina G2-kappa, anti-[Homo sapiens PCSK9 (proproteina
convertasa subtilisina/kexina tipo 9, convertasa 1 regulada por la
apoptosis neuronal, NARC1, NARC-1, proproteina convertasa 9,
PC9)], anticuerpo monoclonal humanizado;
cadena pesada gamma2 (1-444) [VH humanizada (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), bisagra (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfuro con la cadena ligera
kappa (1'-214") [V-KAPPA humanizada (Homo sapiens IGKV1-13*02
(91.00%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimero (220-220":221-221":224-224":227-227")-
tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYYMHWVRQA PGQGLEWMGE 50
ISPFGGRTNY NEKFKSRVTM TRDTSTSTVY MELSSLRSED TAVYYCARER 100
PLYASDLWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNEGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPSSIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL SPGK 444

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQGIS SALAWYQQKP GKAPKLLIYS 50
ASYRYTGVPS RFSGSGSGTD FTFTISSLQP EDIATYYCQQ RYSLWRTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-88'  134'-194'
23M.88™  134™.194™
Inter-H-L (CH1 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 4, h 5,h 11, h 14) 220-220" 221-221" 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
294, 294"

brincidofovirum
brincidofovir 3-(hexadecyloxy)propyl hydrogen ({(1S)-1-[(4-amino-2-oxopyrimidin-
1(2H)-yl)methyl]-2-hydroxyethoxy}methyl)phosphonate

brincidofovir ({(1S)-1-[(4-amino-2-oxopyrimidin-1(2H)-yl)méthyl]-
2-hydroxyethoxy}methyl)hydrogénophosphonate de
3-(hexadécyloxy)propyle

brincidofovir ({(1S)-1-[(4-amino-2-oxopirimidin-1(2H)-il)metil]-
2-hidroxietoxi}metil)hidrégenofosfonato de 3-(hexadeciloxi)propilo
Ca27Hs2N307P
NH,

NZ |
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canoctakinum #
canoctakin

canoctakine

canoctakina

censavudinum
censavudine

censavudine

censavudina

cimaglerminum alfa #
cimaglermin alfa

cimaglermine alfa

cimaglermina alfa

recombinant DNA derived, human interleukin 8 (CXCL8) mutein,
produced in Escherichia coli:

[44,48,97,98-tetra-L-lysinelhuman interleukin 8 precursor-(34-99)-
peptide

mutéine de l'interleukine 8 humaine (CXCLS8), produite dans
Escherichia coli a partir d'ADN recombinant:
[44,48,97,98-tétra-L-lysine]précurseur de l'interleukine 8 humaine-
(34-99)-peptide

muteina de la interleukina 8 humana (CXCL8), producida en
Escherichia coli a partir de ADN recombinante:
[44,48,97,98-tetra-L-lisina]precursor de la interleukina 8 humana-(34-
99)-péptido

C340Hs65N99004S4

CQCIKTY SKPKHPKKIK 50
ELRVIESGPH CANTEIIVKL SDGRELCLDP KENWVQRVVE KFLKRAKKS 99
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
34-61 36-77

1-[(2R,5R)-5-ethynyl-5-(hydroxymethyl)-2,5-dihydrofuran-2-yl]-
5-methylpyrimidine-2,4(1H,3H)-dione

1-[(2R,5R)-5-éthynyl-5-(hydroxyméthyl)-2,5-dihydrofuran-2-yl]-
5-méthylpyrimidine-2,4(1H,3H)-dione

1-[(2R,5R)-5-etinil-5-(hidroximetil)-2,5-dihidrofuran-2-il]-
5-metilpirimidina-2,4(1H,3H)-diona

CﬂZH12NZO4
H
OYN o
0 N\I
HO” > ZcH,
WP =

recombinant DNA derived glial growth factor 2(GGF2), produced in
Chinese hamster ovary (CHO) cells (glycoform alfa):
[253-L-glutamine(R>Q variant 009307)]human pro-neuregulin-1
membrane-bound isoform 9 precursor-(51-422)-peptide

facteur de croissance 2 glial, produit par des cellules ovariennes de
hamster chinois (glycoforme alfa):

[253-L-glutamine(R>Q variant 009307 )]précurseur de l'isoforme 9 de
la pro-neuréguline-1, se liant a la membrane, humain-(51-422)-
peptide obtenu par culture de cellules ovariennes d'hamster chinois
(CHO), glycoforme alfa

factor de crecimiento glial 2, producido por células ovaricas de
hamster chino (glicoforma alfa):

[253-L-glutamina(R>Q variante 009307)]precursor de la isoforma 9
de la pro-neuregulina-1, que se une a la membrana, humano-(51-
422)-péptido obtenido por cultivo de células ovaricas de hamster
chino (CHO), glicoforma alfa
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Sequence / Séquence /Ssecuencia

GNEAAPAGAS VCYSSPPSVG SVQELAQRAA VVIEGKVHPQ RRQQGALDRK 50
AAAAAGEAGA WGGDREPPAA GPRALGPPAE EPLLAANGTV PSWPTAPVPS 100
AGEPGEEAPY LVKVHQVWAV KAGGLKKDSL LTVRLGTWGH PAFPSCGRLK 150
EDSRYIFFME PDANSTSRAP AAFRASFPPL ETGRNLKKEV SRVLCKRCAL 200
PPQLKEMKSQ ESAAGSKLVL RCETSSEYSS LRFKWFKNGN ELNRKNKPQN 250
IKIQKKPGKS ELRINKASLA DSGEYMCKVI SKLGNDSASA NITIVESNAT 300
STSTTGTSHL VKCAEKEKTF CVNGGECFMV KDLSNPSRYL CKCPNEFTGD 350
RCONYVMASFEF YSTSTPFLSL PE 372

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
12-146 195-198 222-277 313-327 321-341 343-352

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-87 Asn-164 Asn-285 Asn-291 Asn-298

cipargaminum
cipargamin (1'R,3'S)-5,7'-dichloro-6'-fluoro-3'-methyl-2',3',4',9'-
tetrahydrospiro[indole-3,1'-pyrido[3,4-bJindol]-2(1H)-one

cipargamine (1'R,3'S)-5,7'-dichloro-6'-fluoro-3'-méthyl-2',3',4',9'-
tétrahydrospiro[indole-3,1'-pyrido[3,4-bJindol]-2(1H)-one

cipargamina (1'R,3'S)-5,7'-dicloro-6'-fluoro-3'-metil-2',3',4',9'-tetrahidrospiro[indol-
3,1'-pirido[3,4-blindol]-2(1H)-ona

C1gH14C|2FN3O

Cl

dapirolizumabum pegolum #

dapirolizumab pegol immunoglobulin Fab' G1-kappa pegylated, anti-[Homo sapiens
CD40LG (CD40 ligand, CD40L, tumor necrosis factor ligand
superfamily member 5, TNFSF5, tumor necrosis factor related
activation protein, TRAP, CD154)], pegylated humanized monoclonal
antibody;
gamma1 heavy chain fragment VH-(CH1-hinge) (1-229) [humanized
VH (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-IGHJ1*01)
[8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-216), hinge
1-11 (217-227)) (119-227) -dialanyl (228-229)], (221-214')-disulfide
with kappa light chain (1'-214") [humanized V-KAPPA (Homo sapiens
IGKV1-NL1*01 (83.20%) -IGKJ1*01) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; conjugated via a linker of the maleimide group
(thioether bond with cysteinyl h 11 (227)) to two linear chains of
methoxy polyethylene glycol 20 (MPEG20).
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dapirolizumab pégol

dapirolizumab pegol

dasotralinum
dasotraline

dasotraline

dasotralina

immunoglobuline Fab' G1-kappa pégylé, anti-[Homo sapiens
CD40LG (CD40 ligand, CD40L, membre 5 de la superfamille des
ligands facteurs de nécrose tumorale, TNFSF5, protéine d'activation
apparentée au facteur de nécrose tumorale, TRAP, CD154)],
anticorps monoclonal humanisé pégylé;

fragment VH-(CH1-charniére) de la chaine lourde gamma1 (1-229)
[VH humanisé (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-
IGHJ1*01) [8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-
216), charniére 1-11 (217-227)) (119-227) -dialanyl (228-229)], (221-
214")-disulfure avec la chaine légére kappa (1'-214") [V-KAPPA
humanisé (Homo sapiens IGKV1-NL1*01 (83.20%) -IGKJ1*01)
[6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214'")]; conjugué via
un linker du groupe maléimide (liaison thioéther avec cystéinyl h 11
(227)) a deux chaines linéaires de méthoxy polyéthyléne glycol 20
(mPEG20).

inmunoglobulina Fab' G1-kappa pegilada, anti-[Homo sapiens
CDA40LG (ligando CD40, CD40L, miembro 5 de la superfamilia de
ligandos factores de necrosis tumoral, TNFSF5, proteina de
activacion relacionada con el factor de necrosis tumoral, TRAP,
CD154)], anticuerpo monoclonal humanizado pegilado;

fragmento VH-(CH1-bisagra) de la cadena pesada gamma1 (1-229)
[VH humanizado (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-
IGHJ1*01) [8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-
216),bisagra 1-11 (217-227)) (119-227) -dialanil (228-229)], (221-
214")-disulfuro con la cadena ligera kappa (1'-214") [V-KAPPA
humanizado (Homo sapiens IGKV1-NL1*01 (83.20%) -IGKJ1*01)
[6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")]; conjugado
mediante un conector del grupo maleimida (enlace tioéter con
cisteinil h 11 (227)) a dos cadenas lineales de metoxi polietilen glicol
20 (mPEG20)

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAVSGFSST NYHVHWVRQA PGKGLEWMGV 50
IWGDGDTSYN SVLKSRFTIS RDTSKNTVYL QMNSLRAEDT AVYYCARQLT 100
HYYVLAAWGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVIVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVIVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCAA 229

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASEDLY YNLAWYQRKP GKAPKLLIYD 50
TYRLADGVPS RFSGSGSGTD YTLTISSLQP EDFASYYCQQ YYKFPFTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 145-201

Intra-L (C23-C104) 23'-88' 134'-194'

Inter-H-L (h 5-CL 126) 221-214'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
None

Pegylation site / Site de pégylation / Posicion de pegilacion
C

227

(1R,4S)-4-(3,4-dichlorophenyl)-1,2,3,4-tetrahydronaphthalen-
1-amine

(1R,4S)-4-(3,4-dichlorophényl)-1,2,3,4-tétrahydronaphthalén-
1-amine

(1R,4S)-4-(3,4-diclorofenil)-1,2,3,4-tetrahidronaftalen-1-amina
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decernotinibum
decernotinib

décernotinib

decernotinib

deldeprevirum
deldeprevir

deldéprévir

deldeprevir

C16H1sCILN

He NH,

(2R)-2-methyl-2-{[2-(1H-pyrrolo[2,3-b]pyridin-3-yl)pyrimidin-
4-yllamino}-N-(2,2,2-trifluoroethyl)butanamide

(2R)-2-méthyl-2-{[2-(1H-pyrrolo[2,3-b]pyridin-3-yl)pyrimidin-
4-yllamino}-N-(2,2,2-trifluoroéthyl)butanamide

(2R)-2-metil-2-{[2-(1H-pirrolo[2,3-b]piridin-3-il)pirimidin-4-ilJamino}-
N-(2,2,2-trifluoroetil)butanamida

C18H19F3N60
HN fo)
Sy
/ DS G
=S N\)/ \CH3
CH,

(2R,6R,12Z,13aS,14aR,16aS)-N-(cyclopropanesulfonyl)-
6-[2-(3,3-difluoropiperidin-1-yl)-2-oxoethyl]-2-({7-methoxy-8-methyl-
2-[4-(propan-2-yl)-1,3-thiazol-2-yl]quinolin-4-yl}oxy)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahydrocyclopropale]pyrrolo[1,2-
a[1,4]diazacyclopentadecine-14a(5H)-carboxamide

(2R,6R,12Z,13aS,14aR,16aS)-N-(cyclopropanesulfonyl)-
6-[2-(3,3-difluoropipéridin-1-yl)-2-oxoéthyl]-2-({7-méthoxy-8-méthyl-
2-[4-(propan-2-yl)-1,3-thiazol-2-yl]quinoléin-4-yl}oxy)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tétradécahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadécine-14a(5H)-carboxamide

(2R,6R,12Z,13aS,14aR,16aS)-N-(ciclopropanosulfonil)-
6-[2-(3,3-difluoropiperidin-1-il)-2-oxoetil]-2-({8-metil-7-metoxi-
2-[4-(propan-2-il)-1,3-tiazol-2-il]quinolin-4-il}oxi)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahidrociclopropale]pirrolo[1,2-a][1,4]diazaciclopentadecina-
14a(5H)-carboxamida

391



Recommended INN: List 72

WHO Drug Information, Vol. 28, No. 3, 2014

duligotuzumabum #
duligotuzumab

duligotuzumab

duligotuzumab

CusHssF2NsOsS2

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB3 (receptor
tyrosine-protein kinase erbB-3, HER3)], humanized monoclonal
antibody;

gamma1 heavy chain (1-451) [humanized VH (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfide with
kappa light chain (1'-214") [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimer (230-230":233-233")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB3 (récepteur
tyrosine-protéine kinase erbB3, HER3)], anticorps monoclonal
humanisé;

chaine lourde gamma1 (1-451) [VH humanisé (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfure avec
la chaine légére kappa (1'-214') [V-KAPPA humanisé (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimére (230-230":233-233")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens ERBB3 (receptor
tirosina-proteina kinasa erbB3, HER3)], anticuerpo monoclonal
humanizado;

cadena pesada gamma1 (1-451) [VH humanizado (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfuro con la
cadena ligera kappa (1'-214") [V-KAPPA humanizado (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimero (230-230":233-233")-bisdisulfuro
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duvelisibum
duvelisib

duvélisib

duvelisib

eftrenonacogum alfa #
eftrenonacog alfa

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTLS GDWIHWVRQA PGKGLEWVGE 50
ISAAGGYTDY ADSVKGRFTI SADTSKNTAY LQMNSLRAED TAVYYCARES 100
RVSFEAAMDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQNIA TDVAWYQQKP GKAPKLLIYS 50
ASFLYSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SEPEPYTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L  23'-88'  134'-194'
23M.88"  134™.194™
Inter-H-L 224-214' 224"-214"
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:
301, 301"

8-chloro-2-phenyl-3-[(1S)-1-(7H-purin-6-ylamino)ethyl]isoquinolin-
1(2H)-one

8-chloro-2-phényl-3-[(1S)-1-(7H-purin-6-ylamino)éthyl]isoquinoléin-
1(2H)-one

8-cloro-2-fenil-3-[(1S)-1-(7H-purin-6-ilamino)etilJisoquinolein-
1(2H)-ona

C2H17CINsO

recombinant DNA derived human blood coagulation factor IX fusion
protein with one Fc fragment of the human immunoglobulin G1 Fc
fragment dimer, produced in HEK293H cells (glycoform alfa):

human blood coagulation factor IX (EC 3.4.21.22, Christmas factor,
plasma thromboplastin component) variant 148-T, fusion protein with
human immunoglobulin G1 Fc fragment (IGHG1*01 H-CH2-CH3)-(6-
231)-peptide (421-6"424-9')-bisdisulfide with human immunoglobulin
G1 Fc fragment (IGHG1*01 H-CH2-CH3)-(6-231)-peptide
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eftrénonacog alfa protéine de fusion entre le facteur IX de coagulation sanguine
humain et I'un des fragments du dimére du fragment Fc de
immunoglobuline G1 humaine, produite par des cellules HEK293H
a partir d’ADN recombinant (glycoforme alfa) :
variant 148-T du facteur IX de coagulation humain (EC 3.4.21.22,
facteur Christmas, thromboplastine composant du plasma) protéine
de fusion avec le fragment Fc de 'immunoglobuline G1 humaine
(IGHG1*01 H-CH2-CH3)-(6-231)-peptide (421-6"424-9")-bisdisulfure
avec le fragment Fc de 'immunoglobuline G1 humaine (IGHG1*01
H-CH2-CH3)-(6-231)-peptide

eftrenonacog alfa proteina de fusién entre el factor IX de coagulacién humano y uno
de los fragmentos del dimero del fragmento Fc de la
inmunoglobulina G1 humana, producida por células HEK293H a
partir de ADN recombinante (glicoforma alfa) :
variante 148-T del factor IX de coagulacion humana (EC 3.4.21.22,
factor Christmas, tromboplastina componente del plasma) proteina
de fusion con el fragmento Fc de la inmunoglobulina G1
humana(IGHG1*01 H-CH2-CH3)-(6-231)-péptido (421-6":424-9')-
bisdisulfuro con el fragmento Fc de I'inmunoglobulina G1 humana
(IGHG1*01 H-CH2-CH3)-(6-231)-péptido

Fusion protein/ Protéine de fusion / Proteina de fusion

YNSGKLEEFV QGNLERECME EKCSFEEARE VFENTERTTE FWKQYVDGDQ 50
CESNPCLNGG SCKDDINSYE CWCPFGFEGK NCELDVTCNI KNGRCEQFCK 100
NSADNKVVCS CTEGYRLAEN QKSCEPAVPF PCGRVSVSQT SKLTRAETVE 150
PDVDYVNSTE AETILDNITQ STQSFNDFTR VVGGEDAKPG QFPWQVVLNG 200
KVDAFCGGST VNEKWIVTAA HCVETGVKIT VVAGEHNIEE TEHTEQKRNV 250
IRIIPHHNYN AAINKYNHDI ALLELDEPLV LNSYVTPICI ADKEYTNIFL 300
KFGSGYVSGW GRVFHKGRSA LVLQYLRVPL VDRATCLRST KFTIYNNMFC 350
AGFHEGGRDS CQGDSGGPHV TEVEGTSFLT GIISWGEECA MKGKYGIYTK 400
VSRYVNWIKE KTKLTDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR 450
TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV 500
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 550
DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 600
LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP G 641

Immunoglobulin Fc fragment / Fragment Fc de I'immunoglobuline / Fragmento Fc de la
inmunoglobulina

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED 50"
PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK 100'
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSRDELTK NQVSLTCLVK 150"
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG 200"
NVFSCSVMHE ALHNHYTQKS LSLSPG 226"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
6-421 9424 18-23 41-101' 51-62  56-71  73-82  88-99  95-109
111-124 132-289 147'-205' 206-222 336-350 361-389 456-516 562-620

Modified residues / Résidus modifiés / Restos modificados
H NH,

E D ;
7.815-17.2021.26 1O H NH 64 HOC
27-30-33-36-40 CO,H
4-carboxyGlu HO,C COH 3-hydroxyAsp H OH
H NH,

Yy HO___O. s ;
155 Y H NH, 68-158 O\\P/O\)\CO H
o0 4 O-phosphonoSer "\ 2
O-sulfoTyr CO,H HO OH

Glycosylation sites (N, S, T) / Sites de glycosylation (N, S, T) / Posiciones de
glicosilacion (N, S, T)

Ser-53* Ser-61* Asn-77' Asn-157 Thr-159% Asn-167 Thr-169* Asn-492
* partially modified / modifiés en partie / parcialmente modificados

elbasvirum

elbasvir dimethyl N,N-([(6S)-6-phenyl-6H-indolo[1,2-c][1,3]benzoxazine-
3,10-diyl]bis{1H-imidazole-5,2-diyl-(2S)-pyrrolidine-2,1-diyl[(2S)-3-
methyl-1-oxobutane-1,2-diyl]})biscarbamate

elbasvir N,N-([(6S)-6-phényl-6H-indolo[1,2-c][1,3]benzoxazine-

3,10-diyl]bis{1H-imidazole-5,2-diyl-(2S)-pyrrolidine-2,1-diyl[(2S)-3-
méthyl-1-oxobutane-1,2-diyl]})biscarbamate de diméthyle
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elbasvir

entasobulinum
entasobulin

entasobuline

entasobulina

entospletinibum
entospletinib

entosplétinib

entospletinib

etiguanfacinum
etiguanfacine

étiguanfacine

etiguanfacina

N,N*~([(6S)-6-fenil-6H-indolo[1,2-c][1,3]benzoxazina-3,10-diil]bis{1H-
imidazole-5,2-diil-(2S)-pirrolidina-2, 1-diyl[(2S)-3-metil-1-oxobutano-
1,2-diil[})biscarbamato de dimetilo

CagHs5NgO7

2-{1-[(4-chlorophenyl)methyl]-1H-indol-3-yl}-2-oxo-N-(quinolin-
6-yl)acetamide

2-{1-[(4-chlorophényl)méthyl]-1H-indol-3-yl}-2-oxo-N-(quinoléin-
6-yl)acétamide

2-{1-[(4-clorofenil)metil]-1H-indol-3-il}-2-oxo-N-(quinolein-
6-il)acetamida

C26H15CIN3O;

Cl
6-(1H-indazol-6-yl)-N-[4-(morpholin-4-yl)phenyllimidazo[1,2-
alpyrazin-8-amine

6-(1H-indazol-6-yl)-N-[4-(morpholin-4-yl)phényllimidazo[1,2-
alpyrazin-8-amine

6-(1H-indazol-6-il)-N-[4-(morfolin-4-il)fenillimidazo[1,2-a]pirazin-
8-amina

Ca3H21N;O
(@) /:\
MUY
| H
N \N N\
H ,, N

ethyl N-{[2-(2,6-dichlorophenyl)acetyl]carbamimidoyl}carbamate
N-{[2-(2,6-dichlorophényl)acétyl]carbamimidoyl}carbamate d'éthyle

N-{[2-(2,6-diclorofenil)acetil[carbamimidoil}carbamato de etilo
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ferricum derisomaltosum
ferric derisomaltose

dérisomaltose ferrique

derisomaltosa férrica

fimaporfinum
fimaporfin

fimaporfine

fimaporfina

C12H13ClIoN303

Cl
(0]
Cl

(1—6)-0-D-glucopyranan-(1—6)-D-glucitol iron(lll) complex
complexe de fer(lll) et de (1—6)-a-D-glucopyranan-(1—6)-D-glucitol
complejo hierro(lll) (1—6)-a-D-glucopiranan-(1—6)-D-glucitol

(C6H1105)(CeH1005)n(CsH130s) Fe'"' complex (n = 4.2)

CH,OH
< >\ < >\ < (CHZoH Fe'll complex

4,4'-(15,20-diphenyl-7,8(or 12,13 or 17,18)-dihydro-21H,23H-
porphine-5,10-diyl)bisbenzenesulfonic acid, mixture of three isomers
A, B and C (25%,50%,25%)

acide 4,4'-(15,20-diphényl-7,8(ou 12,13 ou 17,18)-dihydro-21H,23H-
porphine-5,10-diyl)bisbenzénesulfonique, mélange de trois isomeéres
A, B et C (25%,50%,25%)

acido 4,4'-(15,20-difenil-7,8(o 12,13 o 17,18)-dihidro-21H,23H-
porfirina-5,10-diil)bisbencenosulfénico, mezcla de tres isémeros A, B
y C (50%,25%,25%)
Cu4H32N4O6S;

SO4H A (7,8-dihydro)
B (12,13-dihydro)
C (17,18-dihydro)

396



WHO Drug Information, Vol. 28, No. 3, 2014

Recommended INN: List 72

fletikumabum #
fletikumab

flétikumab

fletikumab

fosravuconazolum
fosravuconazole

fosravuconazole

immunoglobulin G4-kappa, anti-[Homo sapiens 1L20 (interleukin 20,
IL-20)], human monoclonal antibody;

gamma4 heavy chain (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), hinge S10>P (235) (226-237), CH2 (238-347), CH3 (348-452),
CHS (453-454)) (128-454)], (141-214")-disulfide with kappa light
chain (1'-214") [Homo sapiens (V-KAPPA (IGKV1-13*02 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (233-
233":236-236")-bisdisulfide

immunoglobuline G4-kappa, anti-[Homo sapiens IL20 (interleukine
20, IL-20)], anticorps monoclonal humain;

chaine lourde gamma4 (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), charniére S10>P (235) (226-237), CH2 (238-347), CH3 (348-
452), CHS (453-454)) (128-454)], (141-214")-disulfure avec la chaine
légére kappa (1'-214") [Homo sapiens (V-KAPPA (IGKV1-13*02
(100.00%) -IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére
(233-233":236-236")-bisdisulfure

inmunoglobulina G4-kappa, anti-[Homo sapiens IL20 (interleukina
20, 1L-20)], anticuerpo monoclonal humano;

cadena pesada gamma4 (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), bisagra S10>P (235) (226-237), CH2 (238-347), CH3 (348-
452), CHS (453-454)) (128-454)], (141-214")-disulfuro con la cadena
ligera kappa (1'-214') [Homo sapiens (V-KAPPA (IGKV1-13*02
(100.00%) -IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero
(233-233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKRPGASVKV SCKASGYTFT NDIIHWVRQA PGQRLEWMGW 50
INAGYGNTQY SQNFQDRVSI TRDTSASTAY MELISLRSED TAVYYCAREP 100
LWFGESSPHD YYGMDVWGQG TTVTVSSAST KGPSVFPLAP CSRSTSESTA 150
ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS 200
SSLGTKTYTC NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSQEDPEV QFNWYVDGVE VHNAKTKPRE 300
EQFNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKGLPSSIE KTISKAKGQP 350
REPQVYTLPP SQEEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL 450
SLGK 454

Light chain / Chaine légere / Cadena ligera

AIQLTQSPSS LSASVGDRVT ITCRASQGIS SALAWYQQKP GKAPKLLIYD 50
ASSLESGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ FNSYPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 154-210  268-328  374-432
22"-96" 154"-210" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88'  134'-194'
53M_88"  134"-194™
Inter-H-L (CH1 10-CL 126) 141-214' 141"-214™
Inter-H-H (h 8, h 11) 233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 .4:
304, 304"

{(1R,2R)-2-[4-(4-cyanophenyl)-1,3-thiazol-2-yl]-
1-(2,4-difluorophenyl)-1-[(1H-1,2,4-triazol-1-yl)methyl]propoxy}methyl
dihydrogen phosphate

dihydrogénophosphate de {(1R,2R)-2-[4-(4-cyanophényl)-1,3-thiazol-
2-yl]-1-(2,4-difluorophényl)-1-[(1H-1,2,4-triazol-
1-yl)méthyl]propoxy}méthyle
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fosravuconazol

gemilukastum
gemilukast

gémilukast

gemilukast

grapiprantum
grapiprant

grapiprant

grapiprant

dihidrégenofosfato de {(1R,2R)-2-[4-(4-cianofenil)-1,3-tiazol-2-il]-
1-(2,4-difluorofenil)-1-[(1H-1,2,4-triazol-1-il)metil]propoxi}metilo

Ca3H20F2NsOsPS

4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-
2-methylphenyl)butoxy]phenyl}ethynyl)-2-methyl-1H-indole-
1,3-diyl]dibutanoic acid

acide 4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-
2-méthylphényl)butoxy]phényl}éthynyl)-2-méthyl-1H-indole-
1,3-diyl]dibutanoique

acido 4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-2-metilfenil)butoxilfenil}etinil)-
2-metil-1H-indol-1,3-diilldibutanoico

CasH37F2NOs

HO,C

N-{2-[4-(2-ethyl-4,6-dimethyl-1H-imidazo[4,5-c]pyridin-
1-yl)phenyl]ethyl}-N'-[(4-methylphenyl)sulfonyl]urea

N-{2-[4-(2-éthyl-4,6-diméthyl-1H-imidazo[4,5-c]pyridin-
1-yl)phényl]éthyl}-N'-[(4-méthylphényl)sulfonyl]urée

N-{2-[4-(2-etil-4,6-dimetil-1H-imidazo[4,5-c]piridin-1-il )fenil]etil}-
N'-[(4-metilfenil)sulfonillurea

C26H29NSOSS

CHs
HaC H H
s N/©/
TR
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grazoprevirum
grazoprevir

grazoprévir

grazoprevir

icosabutas
icosabutate

icosabutate

icosabutato

idalopirdinum
idalopirdine

idalopirdine

(1aR,5S,8S,10R,22aR)-5-tert-butyl-N-{(1R,2S)-1-

[(cyclopropylsulfonyl)carbamoyl]-2-ethenylcyclopropyl}-14-methoxy-

3,6-dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tetradecahydro-
8H-7,10-

methanocyclopropa[18,19][1,10,3,6]dioxadiazacyclononadecino[11,1

-b]quinoxaline-8-carboxamide

(1aR,58,8S,10R,22aR)-5-tert-butyl-N-{(1R,2S)-1-

[(cyclopropylsulfonyl)carbamoyl]-2-éthénylcyclopropyl}-14-méthoxy-

3,6-dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tétradécahydro-
8H-7,10-

méthanocyclopropa[18,19][1,10,3,6]dioxadiazacyclononadécino[11,1

2-b]quinoxaline-8-carboxamide

(1aR,5S,8S,10R,22aR)-5-terc-butil-N-{(1R,2S)-1-
[(ciclopropilsulfonil)carbamoil]-2-etenilciclopropil}-14-metoxi-3,6-

dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tetradecahidro-8H-7,10-
metanociclopropa[18,19][1,10,3,6]dioxadiazaciclononadecino[11,12-

b]lquinoxalina-8-carboxamida

Ci3sH50Ns09S

o)
H H
Oél\NH
H O o o
HiC o > N H N\
f N N,s
HsC CH30 H H \/
© A
H CH,

rac-2-[(52,82,112,14Z,17Z)icosa-5,8,11,14,17-pentaen-
1-yloxy]butanoic acid

acide rac-2-[(52,82,112,142,17 Z)icosa-5,8,11,14,17-pentaén-
1-yloxy]butanoique

acido rac-2-((52,82,112,142,17 Z)icosa-5,8,11,14,17-pentaen-
1-iloxi]butanoico

Ca4H3503

| CHj H_COoH

—_— —_— —_— —_— CH
0 3

and enantiomer
et énantiomere
y enantiémero

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tetrafluoropropoxy)phenyllmethyl}ethanamine

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tétrafluoropropoxy)phényllméthyl}éthanamine
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idalopirdine

idalopirdina

lefamulinum
lefamulin

léfamuline

lefamulina

lerimazolinum
lerimazoline

lérimazoline

lerimazolina

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tétrafluoropropoxy)phényllméthyl}éthanamine

2-(6-fluoro-1H-indol-3-il)-N-{[3-(2,2,3,3-
tetrafluoropropoxi)fenillmetil}etanamina

CZOH19F5NZO

HN \ E

(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-ethenyl-5-hydroxy-4,6,9,10-
tetramethyl-1-oxodecahydro-3a,9-propanocyclopenta[8]annulen-8-yl
{[(1R,2R,4R)-4-amino-2-hydroxycyclohexyl]sulfanyl}acetate

Iz

{[(1R,2R,4R)-4-amino-2-hydroxycyclohexyl]sulfanyl}acétate de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-éthényl-5-hydroxy-4,6,9,10-
tétraméthyl-1-oxodécahydro-3a,9-propano-
3aH-cyclopenta[8]annulén-8-yle

{[(1R,2R,4R)-4-amino-2-hidroxiciclohexil]sulfanil}acetato de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-etenil-5-hidroxi-4,6,9,10-
tetrametil-1-oxodecahidro-3a,9-propanociclopenta[8]anulen-8-ilo

CosHasNOsS

2-[(2,4,6-trimethylphenyl)methyl]-4,5-dihydro-1H-imidazole
2-[(2,4,6-triméthylphényl)méthyl]-4,5-dihydro-1H-imidazole
2-[(2,4,6-trimetilfenil)metil]-4,5-dihidro-1H-imidazol
Ci3H1gN2

H3C CHg N
D
N
H
CHj
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lifastuzumabum vedotinum #
lifastuzumab vedotin

lifastuzumab védotine

lifastuzumab vedotina

immunoglobulin G1-kappa auristatin E conjugate, anti-[Homo
sapiens SLC34A2 (solute carrier family 34 sodium phosphate
member 2, sodium/phosphate cotransporter 2B, NaPi2b, NaPi3b)],
humanized monoclonal antibody conjugated to auristatin E;
gamma heavy chain (1-450) [humanized VH (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), hinge (219-233),
CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)], (223-
219'")-disulfide with kappa light chain (1'-219') [humanized V-KAPPA
(Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01) [11.3.9] (1'-112")
-Homo sapiens IGKC*01 (113'-219')]; dimer (229-229":232-232")-
bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidocaproyl-
valyl-citrullinyl-p-aminobenzyloxycarbonyl (mc-val-cit-PABC) type
linker

For the vedotin part, please refer to the document "INN for pharmaceutical
substances: Names for radicals, groups and others".

immunoglobuline G1-kappa conjuguée a I'auristatine E, anti-[Homo
sapiens SLC34A2 (membre 2 de la famille 34 sodium phosphate de
transporteurs de solutés, cotransporteur 2B de sodium/phosphate,
NaPi2b, NaPi3b)], anticorps monoclonal humanisé conjugué a
l'auristatine E;

chaine lourde gamma1 (1-450) [VH humanisé (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), charniere (219-
233), CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)],
(223-219")-disulfure avec la chaine Iégére kappa (1'-219') [V-KAPPA
humanisé (Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (229-
229":232-232")-bisdisulfure; conjugué, sur 3 a 4 cystéinyl en
moyenne, au monométhylauristatine E (MMAE), via un linker clivable
de type maléimidocaproyl-valyl-citrullinyl-p-aminobenzyloxycarbonyl
(mc-val-cit-PABC)

Pour la partie védotine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and others"*.

inmunoglobulina G1-kappa conjugada con la auristatina E, anti-
[Homo sapiens SLC34A2 (miembro 2 de la familia 34 sodio fosfato
de transportadores de solutos, cotransportador 2B de sodio/fosfato,
NaPi2b, NaPi3b)], anticuerpo monoclonal humanizado conjugado
con auristatina E;

cadena pesada gamma1 (1-450) [VH humanizada (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), bisagra (219-
233), CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)],
(223-219")-disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA
humanizado (Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01)
[11.3.9] (1-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (229-
229":232-232")-bisdisulfuro; conjugado, en una media de 3 a 4
restos cisteinil, con monometilauristatina E (MMAE), mediante un
conector separable de tipo maleimidocaproil-valil-citrulinil-
p-aminobenciloxicarbonilo (mc-val-cit-PABC)

Para la fraccién vedotina pueden referirse al documento "INN for
pharmaceutical substances: Names for radicals, groups and others".
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lotilanerum
lotilaner

lotilaner

lotilaner

lubabegronum
lubabegron

lubabégron

lubabegron

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFSFS DFAMSWVRQA PGKGLEWVAT 50
IGRVAFHTYY PDSMKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCARHR 100
GFDVGHFDFW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRSSETLV HSSGNTYLEW YQQKPGKAPK 50
LLIYRVSNRF SGVPSRFSGS GSGTDFTLTI SSLQPEDFAT YYCFQGSEFNP 100
LTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428

22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-93'  139-199'

237.93"  139"199™
Inter-H-L (h 5-CL 126) * 223-219' 223"-219"
Inter-H-H (h 11, h 14) *  229-229" 232-232"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des ponts disulfures inter-chaines ne sont pas présents, 3 a 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Faltan dos o tres puentes disulfuro inter-catenarios, una media de 3 a 4 cisteinil esta
conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:
300, 300"

3-methyl-N-{2-ox0-2-[(2,2,2-trifluoroethyl)amino]ethyl}-5-[(5S)-
5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydro-1,2-oxazol-
3-yllthiophene-2-carboxamide

3-méthyl-N-{2-ox0-2-[(2,2,2-trifluoroéthyl)amino]éthyl}-5-[(5S)-5-
(3,4,5-trichlorophényl)-5-(trifluorométhyl)-4,5-dihydro-1,2-oxazol-
3-yllthiophéne-2-carboxamide

3-metil-N-{2-ox0-2-[(2,2,2-trifluoroetil)amino]etil}-5-[(5S)-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidro-1,2-oxazol-3-iltiofeno-
2-carboxamida

CaoH14Cl3FeN303S

Cl H
N._CFs

Cl (0]

2-{4-[2-({(2S)-2-hydroxy-3-[2-(thiophen-2-yl)phenoxy]propyl}amino)-
2-methylpropyl]phenoxy}pyridine-3-carbonitrile

2-{4-[2-({(2S)-2-hydroxy-3-[2-(thiophén-2-yl)phénoxy]propyl}amino)-
2-méthylpropyl]phénoxy}pyridine-3-carbonitrile

2-{4-[2-({(2S)-2-hidroxi-3-[2-(tiofen-2-il)fenoxi]propil}amino)-
2-metilpropil]fenoxi}piridina-3-carbonitrilo
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luspaterceptum #
luspatercept

luspatercept

luspatercept

Ca9H29N303S

CN
0

HsC_ CHs \©
N~

0" N

/Y\H

H OH
s

fusion protein for immune applications (FPIA) comprising the Homo
sapiens ACVR2B (activin receptor type 2B, activin A receptor type
IIB, activin receptor type 1B, ACTR-IIB, ActR-1IB) extracellular
domain, fused with Homo sapiens immunoglobulin G1 Fc fragment;
Homo sapiens ACVR2B precursor fragment 25-131 L79>D (55) (1-
107) -linker triglycyl (108-110) -gamma1 chain H-CH2-CH3 fragment
[Homo sapiens IGHG1*03 (hinge 8-15 (111-118), CH2 (119-228),
CH3 (229-333), CHS (334-335))] (111-335); dimer (114-114"117-
117')-bisdisulfide

protéine de fusion pour applications immunitaires (FPIA) comprenant
le domaine extracellulaire d'Homo sapiens ACVR2B (récepteur de
type 2B de I'activine, récepteur de type IIB de l'activine A, récepteur
de type IIB de I'activine, ACTR-IIB, ActR-IIB), fusionné au fragment
Fc de 'Homo sapiens immunoglobuline G1;

Homo sapiens ACVR2B fragment 25-131 du précurseur L79>D (55)
(1-107) -linker triglycyl (108-110) -fragment H-CH2-CH3 de la chaine
gamma1 [Homo sapiens IGHG1*03 (charniére 8-15 (111-118), CH2
(119-228), CH3 (229-333), CHS (334-335))] (111-335); dimere (114-
114"117-117")-bisdisulfure

proteina de fusion para aplicaciones inmunitarias (FPIA) que
comprende el dominio extracelular d'Homo sapiens ACVR2B
(receptor de tipo 2B de la activina, receptor de tipo IIB de la activina
A, receptor de tipo IIB de la activina, ACTR-IIB, ActR-IIB), fusionada
con el fragmento Fc de la inmunoglobulina G1 de Homo sapiens ;
Homo sapiens ACVR2B fragmento 25-131 del precursor L79>D (55)
(1-107) -linker triglicil (108-110) -fragmento H-CH2-CH3 de la
cadena gamma1 [Homo sapiens IGHG1*03 (bisagra 8-15 (111-118),
CH2 (119-228), CH3 (229-333), CHS (334-335))] (111-335); dimero
(114-114":117-117")-bisdisulfuro

Fused chain / chaine fusionnée / cadena fusionada

ETRECIYYNA NWELERTNQS GLERCEGEQD KRLHCYASWR NSSGTIELVK 50
KGCWDDDFNC YDRQECVATE ENPQVYFCCC EGNFCNERFT HLPEAGGPEV 100
TYEPPPTGGG THTCPPCPAP ELLGGPSVFL FPPKPKDTLM ISRTPEVTCV 150
VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV VSVLTVLHQD 200
WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP PSREEMTKNQ 250
VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG SFFLYSKLTV 300
DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 335

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intrachain  ACVR2B 5-35  25-53  60-79 66-78  80-85
5'-35' 25'-53' 60-79' 66'-78' 80'-85'
IGHGI1 (C23-C104) 149-209 255-313
149'-209" 255'-313'
Interchain IGHG1 (h 11, h 14) 114-114' 117-117'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
ACVR2B:

18,41, 18", 41'

IGHG1 CH2 N84.4:

185, 185"
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mipsagarginum
mipsagargin

mipsagargine

mipsagargina

modotuximabum #
modotuximab

sarcoplasmic/endoplasmic reticulum Ca®* dependent ATPase
(SERCA) inhibitor conjugated to a peptide targeting prostate-specific
membrane antigen (PSMA):
N*-(12-{[(3S,3aR,4S,6S,6aR,7S,8S,9bS)-6-(acetyloxy)-
3,3a-dihydroxy-3,6,9-trimethyl-8-{[(2Z)-2-methylbut-2-enoyl]oxy}-
7-(octanoyloxy)-2-ox0-2,3,3a,4,5,6,6a,7,8,9b-decahydroazuleno[4,5-
b]furan-4-ylJoxy}-12-oxododecyl)-L-asparaginyl-L-y-glutamyl-
L-y-glutamyl-L-y-glutamyl-L-glutamic acid

inhibiteur de I'ATPase dépendante du Ca®* du réticulum
sarcoplasmique/endoplasmique conjugué a un peptide ciblant
I'antigéne prostatique membranaire spécifique (APMS):

acide N*-(12-{[(3S,3aR,4S,6S,6aR,7S,85,9bS)-6-(acétyloxy)-
3,3a-dihydroxy-3,6,9-triméthyl-8-{[(2Z)-2-méthylbut-2-énoyl]oxy}-
7-(octanoyloxy)-2-oxo0-2,3,3a,4,5,6,6a,7,8,9b-décahydroazuléno[4,5-
b]furan-4-ylJoxy}-12-oxododécyl)-L-asparaginyl-L-y-glutamyl-
L-y-glutamyl-L-y-glutamyl-L-glutamique

inhibidor de la ATPasa dependiente de Ca* de reticulo
endoplasmico/sarcoplasmico (SERCA) conjugado con un péptido
cuya diana es el antigeno de membrana especifico de la prostata
(PSMA):

acido N*-(12-{[(3S,3aR,4S,6S,6aR,7S,8S,9bS)-6-(acetiloxi)-
3,3a-dihidroxi-3,6,9-trimetil-8-{[(2Z)-2-metilbut-2-enoil]oxi}-
7-(octanoiloxi)-2-oxo-2,3,3a,4,5,6,6a,7,8,9b-decahidroazuleno[4,5-
b]furan-4-ilJoxi}-12-oxododecil)-L-asparaginil-L-y-glutamil-
L-y-glutamil-L-y-glutamil-L-glutamico

CesH100NsO27

H3C

immunoglobulin G1-kappa, anti-[Homo sapiens EGFR (epidermal
growth factor receptor, ERBB1, HER1) domain IlI], chimeric
monoclonal antibody;

gamma heavy chain (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219'")-disulfide with kappa light chain (1'-
219'") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; (228-228":231-231")-
bisdisulfide dimer
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modotuximab

modotuximab

osilodrostatum
osilodrostat

osilodrostat

osilodrostat

immunoglobuline G1-kappa, anti-[Homo sapiens EGFR (récepteur
du facteur de croissance épidermique ERBB1, HER1) domaine ],
anticorps monoclonal chimérique;

chaine lourde gamma1 (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219")-disulfure avec la chaine légére kappa
(1'-219") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (228-
228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[EGFR de Homo sapiens (receptor
del factor de crecimiento epidérmico ERBB1, HER1) dominio IIl],
anticuerpo monoclonal quimérico;

cadena ligera gamma1 (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219")-disulfuro con la cadena ligera kappa
(1-219'") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (228-
228":231-231")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQPGAE LVEPGGSVKL SCKASGYTFT SHWMHWVKQR PGQGLEWIGE 50
INPSSGRNNY NEKFKSKATL TVDKSSSTAY MQFSSLTSED SAVYYCVRYY 100
GYDEAMDYWG QGTSVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPG 448

Light chain / Chaine légére / Cadena ligera

DIVMTQAAFS NPVTLGTSAS ISCRSSKSLL HSNGITYLYW YLQKPGQSPQ 50
LLIYQMSNLA SGVPDRFSSS GSGTDFTLRI SRVEAEDVGV YYCAQNLELP 100
YTFGGGTKLE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202 263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-93'  139'-199'
23M.93" 139".199™
Inter-H-L 222-219" 222"-219"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
299, 299"

4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-
3-fluorobenzonitrile

4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-climidazol-5-yl]-
3-fluorobenzonitrile

4-[(5R)-6,7-dihidro-5H-pirrolo[1,2-c]imidazol-5-il]-3-fluorobenzonitrilo

C13H10FN3
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otlertuzumabum #
otlertuzumab

otlertuzumab

otlertuzumab

immunoglobulin G1-kappa heavy chain dimer, anti-[Homo sapiens
CD37 (tetraspanin-26, TSPAN26)], humanized monoclonal antibody;
gamma-kappa heavy chain ‘VH-linker-V-KAPPA-hinge-CH2-CH3'
(1-483) [humanized VH (Homo sapiens IGHV5-51*01 (84.70%) -
(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker pentakis(tetraglycyl-seryl)
(117-141) -humanized V-KAPPA (Homo sapiens IGKV3-NL2
(89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker glycyl-aspartyl-
glutaminyl (249-251) -Homo sapiens IGHG1*01 (hinge C5>S (256),
C11>S (262) (252-266), CH2 (267-376), CH3 (377-481), CHS (482-
483)) (252-483)]; dimer (265-265'")-disulfide

immunoglobuline G1-kappa chaine lourde dimere, anti-[Homo
sapiens CD37 (tétraspanine-26, TSPAN26)], anticorps monoclonal
humanisé;

gamma-kappa chaine lourde ‘VH-linker-V-KAPPA-charniere-CH2-
CH3' (1-483) [VH humanisé (Homo sapiens IGHV5-51*01 (84.70%) -
(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker pentakis(tétraglycyl-séryl)
(117-141) -V-KAPPA humanisé (Homo sapiens IGKV3-NL2
(89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker glycyl-aspartyl-
glutaminyl (249-251) -Homo sapiens IGHG1*01 (charniere C5>S
(256), C11>S (262) (252-266), CH2 (267-376), CH3 (377-481), CHS
(482-483)) (252-483)]; dimeére (265-265")-disulfure

inmunoglobulina G1-kappa cadena pesada dimero, anti-[Homo
sapiens CD37 (tetraspanina-26, TSPAN26)], anticuerpo monoclonal
humanizado;

gamma1-kappa cadena pesada ‘VH-linker-V-KAPPA-bisagra-CH2-
CH3' (1-483) [VH humanizado (Homo sapiens IGHV5-51*01
(84.70%) -(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker
pentakis(tetraglicil-seril) (117-141) -V-KAPPA humanizado (Homo
sapiens IGKV3-NL2 (89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker
glicil-aspartil-glutaminil (249-251) -Homo sapiens IGHG1*01
(bisagraC5>S (256), C11>S (262) (252-266), CH2 (267-376), CH3
(377-481), CHS (482-483)) (252-483)]; dimero (265-265')-disulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYSFT GYNMNWVRQM PGKGLEWMGN 50
IDPYYGGTTY NRKFKGQVTI SADKSISTAY LQWSSLKASD TAMYYCARSV 100
GPFDSWGQGT LVTVSSGGGG SGGGGSGGGG SGGGGSGGGG SEIVLTQSPA 150
TLSLSPGERA TLSCRASENV YSYLAWYQQK PGQAPRLLIY FAKTLAEGIP 200
ARFSGSGSGT DFTLTISSLE PEDFAVYYCQ HHSDNPWTFG QGTKVEIKGD 250
QEPKSSDKTH TSPPCPAPEL LGGPSVFLFP PKPKDTLMIS RTPEVTCVVV 300
DVSHEDPEVK FNWYVDGVEV HNAKTKPREE QYNSTYRVVS VLTVLHQDWL 350
NGKEYKCKVS NKALPAPIEK TISKAKGQPR EPQVYTLPPS RDELTKNQVS 400
LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSF FLYSKLTVDK 450
SRWQQGNVFEFS CSVMHEALHN HYTQKSLSLS PGK 483

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  164-229  297-357  403-461

22"-96" 164"-229" 297"-357" 403"-461"
Inter-H-H (h 14) 265-265'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
333,333"
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pembrolizumabum #
pembrolizumab

pembrolizumab

pembrolizumab

pexmetinibum
pexmetinib

immunoglobulin G4-kappa, anti-[Homo sapiens PDCD1
(programmed cell death 1, PD-1, PD1, CD279)], humanized
monoclonal antibody;

gamma4 heavy chain (1-447) [humanized VH (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13] (1-
120) -Homo sapiens IGHG4*01 (CH1 (121-218), hinge S10>P (228)
(219-230), CH2 (231-340), CH3 (341-445), CHS (446-447)) (121-
447)], (134-218")-disulfide with kappa light chain (1'-218') [humanized
V-KAPPA (Homo sapiens IGKV3D-11*01 (85.10%) -IGKJ4*01)
[10.3.9] (1'-111') -Homo sapiens IGKC*01 (112'-218")]; dimer (226-
226":229-229")-bisdisulfide

immunoglobuline G4-kappa, anti-[Homo sapiens PDCD1 (protéine 1
de mort cellulaire programmée, PD-1, PD1, CD279)], anticorps
monoclonal humanisé;

chaine lourde gamma4 (1-447) [VH humanisé (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13]
(1-120) -Homo sapiens IGHG4*01 (CH1 (121-218), charniére S10>P
(228) (219-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218")-disulfure avec la chaine légere kappa (1'-218")
[V-KAPPA humanisé (Homo sapiens IGKV3D-11*01 (85.10%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G4-kappa, anti-[PDCD1 de Homo sapiens (proteina
1 de muerte celular programada, PD-1, PD1, CD279)], anticuerpo
monoclonal humanizado;

cadena pesada gamma4 (1-447) [VH humanizado (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13]
(1-120) -Homo sapiens IGHG4*01 (CH1 (121-218), bisagra S10>P
(228) (219-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218")-disulfuro con la cadena ligera kappa (1'-218")
[V-KAPPA humanizado (Homo sapiens IGKV3D-11*01 (85.10%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGVE VKKPGASVKV SCKASGYTFT NYYMYWVRQA PGQGLEWMGG 50
INPSNGGTNF NEKFKNRVTL TTDSSTTTAY MELKSLQFDD TAVYYCARRD 100
YRFDMGFDYW GQGTTVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTKT 200
YTCNVDHKPS NTKVDKRVES KYGPPCPPCP APEFLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSQED PEVQFNWYVD GVEVHNAKTK PREEQFNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS SIEKTISKAK GQPREPQVYT 350
LPPSQEEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSRL TVDKSRWQEG NVFSCSVMHE ALHNHYTQKS LSLSLGK 447

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASKGVS TSGYSYLHWY QQKPGQAPRL 50
LIYLASYLES GVPARFSGSG SGTDFTLTIS SLEPEDFAVY YCQHSRDLPL 100
TFGGGTKVEI KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 200
THQGLSSPVT KSFNRGEC 218

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  261-321  367-425
22"-96" 147"-203" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-92'  138-198"
23m.9m  138M.198™
Inter-H-L (CH1 10-CL 126) 134-218' 134"-218"

Inter-H-H (h 8, h 11) 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:

297, 297"

N-[3-tert-butyl-1-(4-methylphenyl)-1H-pyrazol-5-yl]-N"-[(5-fluoro-
2-{[1-(2-hydroxyethyl)-1H-indazol-5-ylJoxy}phenyl)methyllurea
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pexmétinib

pexmetinib

pretomanidum
pretomanid

prétomanid

pretomanid

ralpancizumabum #
ralpancizumab

N-[3-tert-butyl-1-(4-méthylphényl)-1H-pyrazol-5-yl]-N"-[(5-fluoro-
2-{[1-(2-hydroxyéthyl)-1H-indazol-5-yl]Joxy}phényl)méthyllurée

N-[3-terc-butil-1-(4-metilfenil)-1H-pirazol-5-il]-N"-[(5-fluoro-
2-{[1-(2-hidroxietil)-1H-indazol-5-ilJoxi}fenil)metiljurea

C31 H33FN603

CHs
E
H H
Y
N
o] o] |y o
H
N 3
pd G

\/\z’ S

I
e

(6S)-2-nitro-6-{[4-(trifluoromethoxy)phenyllmethoxy}-6,7-dihydro-
5H-imidazo[2,1-b][1,3]oxazine

(6S)-2-nitro-6-{[4-(trifluorométhoxy)phényllméthoxy}-6,7-dihydro-
5H-imidazo[2,1-b][1,3]oxazine

(6S)-2-nitro-6-{[4-(trifluorometoxi)fenillmetoxi}-6,7-dihidro-
5H-imidazo[2,1-b][1,3]oxazina

C14H12F3N305

immunoglobulin G2-kappa, anti-[Homo sapiens PCSK9 (proprotein
convertase subtilisin/kexin type 9, neural apoptosis-regulated
convertase 1, NARC1, NARC-1, proprotein convertase 9, PC9)],
humanized monoclonal antibody;

gamma2 heavy chain (1-444) [humanized VH (Homo sapiens
IGHV1-46*01 (91.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), hinge (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfide with kappa light chain
(1'-214') [humanized V-KAPPA (Homo sapiens IGKV1-33*01
(85.10%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimer (220-220":221-221":224-224":227-227")-
tetrakisdisulfide
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ralpancizumab

ralpancizumab

relamorelinum
relamorelin

rélamoréline

relamorelina

immunoglobuline G2-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9, convertase 1
régulée par I'apoptose neuronale, NARC1, NARC-1, proprotéine
convertase 9, PC9)], anticorps monoclonal humanisé;

chaine lourde gamma2 (1-444) [VH humanisé (Homo sapiens
IGHV1-46*01 (91.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), charniére (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfure avec la chaine
légere kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-
33*01 (85.10%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*0
(108'-214")]; dimére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure

1

inmunoglobulina G2-kappa, anti-[Homo sapiens PCSK9 (proproteina

convertasa subtilisina/kexina tipo 9, convertasa 1 regulada por la
apoptosis neuronal, NARC1, NARC-1, proproteina convertasa 9,
PC9)], anticuerpo monoclonal humanizado;

cadena pesada gammaz2 (1-444) [VH humanizado (Homo sapiens

IGHV1-46*01 (91.80%) ~(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11] (1-

118) -Homo sapiens IGHG2*01 (CH1 (119-216), bisagra (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfuro con la cadena ligera

kappa (1'-214") [V-KAPPA humanizado (Homo sapiens IGKV1-33*01
(85.10%) -IGKJ2*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-

214")]; dimero (220-220":221-221":224-224":227-227")-
tatrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYYMHWVRQA PGQGLEWMGE 50
IHPSGGRTNY NEKFKSRVTM TRDTSTSTVY MELSSLRSED TAVYYCARER 100
PLYASDLWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTIVP SSNEGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPSSIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVEF SCSVMHEALH NHYTQKSLSL SPGK 444

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASQDVH TAVAWYQQKP GKAPKLLIYH 50
ASYRYTGVPS RFSGSGSGTD FTFTISSLQP EDIATYYCQQ RYSLWRTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro

Intra-H (C23-C104) 22-96  145-201  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-88'  134'-194'
23M_88"™  134"_194™
Inter-H-L (CH1 10-CL 126) 132-214"  132"-214™
Inter-H-H (h 4, h 5, h 11, h 14) 220-220" 221-221" 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
294, 294"

[3-(1-benzothiophen-3-yl)-N-(piperidin-4-ylcarbonyl)-D-alanyl]-
D-tryptophyl-L-phenylalanyl-(4-aminopiperidine-4-carboxamide)

[3-(1-benzothiophén-3-yl)-N-(pipéridin-4-ylcarbonyl)-D-alanyl]-
D-tryptophyl-L-phénylalanyl-(4-aminopipéridine-4-carboxamide)

[3-(1-benzotiofen-3-il)-N-(piperidin-4-ilcarbonil)-D-alanil]-D-triptofil-
L-fenilalanil-(4-aminopiperidina-4-carboxamida)
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ribuvaptanum
ribuvaptan

ribuvaptan

ribuvaptan

samatasvirum
samatasvir

samatasvir

samatasvir

Ci43HsoNgOsS

ZT

HN o) H o}

(2R)-2-({3-(4-chlorophenyl)-5-ox0-4-[(2S)-3,3,3-trifluoro-
2-hydroxypropyl]-4,5-dihydro-1H-1,2,4-triazol-1-yl}acetamido)-
2-[3-(trifluoromethyl)phenyl]ethyl carbamate

carbamate de (2R)-2-({3-(4-chlorophényl)-5-ox0-4-[(2S)-3,3,3-
trifluoro-2-hydroxypropyl]-4,5-dihydro-1H-1,2,4-triazol-
1-yl}acétamido)-2-[3-(trifluorométhyl)phényl]éthyle

carbamato de (2R)-2-({3-(4-clorofenil)-5-ox0-4-[(2S)-3,3,3-trifluoro-
2-hidroxipropil]-4,5-dihidro-1H-1,2,4-triazol-1-il}acetamido)- 2-[3-
(trifluorometil)fenil]etilo

C23H20CIFgN505

methyl {(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-
[(methoxycarbonyl)amino]-3-methylbutanoyl}pyrrolidin-2-yl]-
1H-benzimidazol-5-yl}thieno[3,2-b]thien-3-yl)phenyl]-1H-imidazol-
2-yl}pyrrolidin-1-yl]-2-oxo-1-phenylethyl}carbamate

{(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-[(méthoxycarbonyl)amino]-
3-méthylbutanoyl}pyrrolidin-2-yl]-1H-benzimidazol-5-yl}thiéno[3,2-
b]thién-3-yl)phényl]-1H-imidazol-2-yl}pyrrolidin-1-yl]-2-oxo-
1-phényléthyl}carbamate de méthyle

{(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-[(metoxicarbonil)amino]-
3-metilbutanoil}pirrolidin-2-il]-1H-benzoimidazol-5-il}tieno[3,2-b]tien-
3-il)fenil]-1H-imidazol-2-il}pirrolidin-1-il]-2-oxo-1-feniletil}carbamato
de metilo
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selinexorum
selinexor

sélinexor

selinexor

sepetaprostum
sepetaprost

sépétaprost

sepetaprost

Ca7H4sNgO6S>

(22)-3-{3-[3,5-bis(trifluoromethyl)phenyl]-1H-1,2,4-triazol-1-yl}-
N'-(pyrazin-2-yl)prop-2-enehydrazide

(22)-3-{3-[3,5-bis(trifluorométhyl)phényl]-1H-1,2,4-triazol-1-yl}-
N'-(pyrazin-2-yl)prop-2-énehydrazide

(22)-3-{3-[3,5-bis(trifluorometil)fenil]-1H-1,2,4-triazol- 1-il}-N"-(pirazin-
2-il)prop-2-enohidrazida

C17H11F6N7O

CF3

N—N

Fee Y o A @
S

propan-2-yl 4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-
difluorophenoxy)-3-hydroxybut-1-en-1-yl]-7-hydroxyoctahydro-
2H-cyclopenta[bloxepin-3-yl}butanoate

4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-difluorophénoxy)-
3-hydroxybut-1-én-1-yl]-7-hydroxyoctahydro-
2H-cyclopenta[bloxépin-3-yl}butanoate de propan-2-yle

4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-difluorofenoxi)-
3-hidroxibut-1-en-1-il]-7-hidroxioctahidro-2H-ciclopenta[b]oxepin-
3-il}butanoato de propan-2-ilo

CasH36F20s
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sofituzumabum vedotinum #
sofituzumab vedotin

sofituzumab védotine

sofituzumab vedotina

immunoglobulin G1-kappa auristatin E conjugate, anti-[Homo
sapiens MUC16 (mucin 16, MUC-16, cancer antigen 125, CA125)],
humanized monoclonal antibody conjugated to auristatin E;
gamma heavy chain (1-446) [humanized VH (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), hinge (215-229),
CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)], (219-
214")-disulfide with kappa light chain (1'-214') [humanized V-KAPPA
(Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimer (225-225":228-228")-
bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidocaproyl-
valyl-citrullinyl-p-aminobenzyloxycarbonyl (mc-val-cit-PABC) type
linker

For the vedotin part, please refer to the document "INN for pharmaceutical
substances: Names for radicals, groups and others"*.

immunoglobuline G1-kappa conjuguée a l'auristatine E, anti-[Homo
sapiens MUC16 (mucine 16, MUC-16, antigéne de cancer 125,
CA125)], anticorps monoclonal humanisé conjugué a l'auristatine E;
chaine lourde gamma1 (1-446) [VH humanisé (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), charniere (215-
229), CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)],
(219-214")-disulfure avec la chaine légere kappa (1'-214') [V-KAPPA
humanisé (Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01) [6.3.9]
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimére (225-
225"228-228")-bisdisulfure; conjugué, sur 3 a 4 cystéinyl en
moyenne, au monométhylauristatine E (MMAE), via un linker clivable
de type maléimidocaproyl-valyl-citrullinyl-p-aminobenzyloxycarbonyl
(mc-val-cit-PABC)

Pour la partie védotine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and others"*.

inmunoglobulina G1-kappa conjugada con la auristatina E, anti-
[Homo sapiens MUC16 (mucina 16, MUC-16, antigeno de cancer
125, CA125)], anticuerpo monoclonal humanizado conjugado con la
auristatina E;

cadena pesada gamma1 (1-446) [VH humanizado (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), bisagra (215-
229), CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)],
(219-214")-disulfuro con la cadena ligera kappa (1'-214') [V-KAPPA
humanizada (Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01)
[6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")]; dimero (225-
225":228-228")-bisdisulfuro; conjugado, en una media de 3 a 4
restos cisteinil, con monometilauristatina E (MMAE), mediante un
conector separable de tipo maleimidocaproil-valil-citrulinil-
p-aminobencilloxicarbonilo (mc-val-cit-PABC)

Para la fraccion vedotina pueden referirse al documento "INN for
pharmaceutical substances: Names for radicals, groups and others"*.
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sotagliflozinum
sotagliflozin

sotagliflozine

sotagliflozina

taladegibum
taladegib

taladégib

taladegib

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGYSIT NDYAWNWVRQ APGKGLEWVG 50
YISYSGYTTY NPSLKSRFTI SRDTSKNTLY LQMNSLRAED TAVYYCARWT 100
SGLDYWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQOGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASDLIH NWLAWYQQKP GKAPKLLIYG 50
ATSLETGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YWTTPFTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88'  134'-194'
23™-88" 134"-194"
Inter-H-L (h 5-CL 126) * 219-214' 219"-214"
Inter-H-H (h 11, h 14) *  225-225" 228-228"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des ponts disulfures inter-chaines ne sont pas présents, 3 a 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker.
*Faltan dos o tres puentes disulfuro inter-catenarios, una media de 3 a 4 cisteinil esta
conjugada a conectores de principio activo.
N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 .4:
296, 296"

methyl (5S)-5-C-{4-chloro-3-[(4-ethoxyphenyl)methyl]phenyl}-1-thio-
B-L-xylopyranoside

(5S)-5-C-{4-chloro-3-[(4-éthoxyphényl)méthyl]phényl}-1-thio-
B-L-xylopyranoside de méthyle

(5S)-5-C-{4-cloro-3-[(4-etoxifenil)metillfenil}-1-tio-B-L-xilopirandsido
de metilo

C21H25ClOsS

07 CH,

Cl

HSC\

OH
HO
OH

4-fluoro-N-methyl-N-{1-[4-(1-methyl-1H-pyrazol-5-yl)phthalazin-
1-yl]piperidin-4-yl}-2-(trifluoromethyl)benzamide

4-fluoro-N-méthyl-N-{1-[4-(1-méthyl-1H-pyrazol-5-yl)phtalazin-
1-yl]pipéridin-4-yl}-2-(trifluorométhyl)benzamide

4-fluoro-N-metil-N-{1-[4-(1-metil-1H-pirazol-5-il)ftalazin-1-il]piperidin-
4-il}-2-(trifluorometil)benzamida
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talazoparibum
talazoparib

talazoparib

talazoparib

tilapertinum
tilapertin

tilapertine

tilapertina

Ca6H24F4NsO

(8S,9R)-5-fluoro-8-(4-fluorophenyl)-9-(1-methyl-1H-1,2,4-triazol-
5-yl)-2,7,8,9-tetrahydro-3H-pyrido[4,3,2-de]phthalazin-3-one

(8S,9R)-5-fluoro-8-(4-fluorophényl)-9-(1-méthyl-1H-1,2,4-triazol-
5-yl)-2,7,8,9-tétrahydro-3H-pyrido[4,3,2-de]phtalazin-3-one

(8S,9R)-5-fluoro-8-(4-fluorofenil)-9-(1-metil-1H-1,2,4-triazol-5-il)-
2,7,8,9-tetrahidro-3H-pirido[4,3,2-delftalazin-3-ona

C19H14F2N60

(4-{(R)-phenyl[3-(trifluoromethyl)phenyl]methyl}piperazin-1-yl)acetic
acid

acide (4-{(R)-phényl[3-(trifluorométhyl)phényliméthyl}pipérazin-
1-yl)acétique

acido (4-{(R)-fenil[3-(trifluorometil)feniljmetil}piperazin-1-il)acético

CZOH21 F3N202

FsC {
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ulocuplumabum #

ulocuplumab immunoglobulin G4-kappa, anti-[Homo sapiens CXCR4 (chemokine
(C-X-C motif) receptor 4, fusin, stromal cell-derived factor 1 receptor,
SDF-1 receptor, CXCL12 receptor, CD184)], human monoclonal
antibody;
gamma4 heavy chain (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), hinge S10>P (233) (224-235), CH2 (236-345), CH3 (346-450),
CHS K2>del (451)) (126-451)], (139-214")-disulfide with kappa light
chain (1'-214") [Homo sapiens (V-KAPPA (IGKV1D-16*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (231-
231":234-234")-bisdisulfide

ulocuplumab immunoglobuline G4-kappa, anti-[Homo sapiens CXCR4 (récepteur
4 de chimiokine (C-X-C motif), fusine, récepteur du facteur 1 dérivé
des cellules stromales, récepteur du SDF-1, récepteur du CXCL12,
CD184)], anticorps monoclonal humain;
chaine lourde gamma4 (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), charniere S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K2>del (451)) (126-451)], (139-214")-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens (V-KAPPA (IGKV1D-
16*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimere (231-231":234-234")-bisdisulfure

ulocuplumab inmunoglobulina G4-kappa, anti-[Homo sapiens CXCR4 (receptor 4
de quimiokina (C-X-C motif), fusina, receptor del factor 1 derivado de
células estromales, receptor del SDF-1, receptor del CXCL12,
CD184)], anticuerpo monoclonal humano;
cadena pesada gamma4 (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), bisagra S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K2>del (451)) (126-451)], (139-214")-disulfuro con la
cadena ligera kappa (1'-214") [Homo sapiens (V-KAPPA (IGKV1D-
16*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimero (231-231":234-234")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAAAGFTFS SYSMNWVRQA PGKGLEWVSY 50
ISSRSRTIYY ADSVKGRFTI SRDNAKNSLY LQMNSLRDED TAVYYCARDY 100
GGQPPYYYYY GMDVWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPPCPAPEFL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEVH NAKTKPREEQ 300
FNSTYRVVSV LTVLHODWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQPRE 350
PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL 450
G 451

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQGIS SWLAWYQQKP EKAPKSLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFVTYYCQQ YNSYPRTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  152-208  266-326  372-430
22"-96" 152"-208" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88' 134'-194'
23M.88"  134"-194™
Inter-H-L (CHI 10-CL 126) 139-214' 139"-214"

Inter-H-H (h 8, h 11) 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 .4:

302, 302"
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veledimexum
veledimex

vélédimex

veledimex

verdinexorum
verdinexor

verdinexor

verdinexor

zastumotidum #
zastumotide

zastumotide

N'-(3,5-dimethylbenzoyl)-N*-[(3R)-2,2-dimethylhexan-3-yl]-2-ethyl-
3-methoxybenzohydrazide

N'-(3,5-diméthylbenzoyl)-N*-[(3R)-2,2-diméthylhexan-3-yl]-2-éthyl-
3-méthoxybenzohydrazide

N'-(3,5-dimetilbenzoil)-N-[(3R)-2,2-dimetilhexan-3-il]- 2-etil-
3-metoxibenzohidrazida

CZ7H38N203
CHsz OCHs
HsC
CH3
H,C” HsC

(2Z2)-3-{3-[3,5-bis(trifluoromethyl)phenyl]-1H-1,2,4-triazol-1-yl}-
N*(pyridin-2-yl)prop-2-enehydrazide

(22)-3-{3-[3,5-bis(trifluorométhyl)phényl]-1H-1,2,4-triazol-1-yl}-
N'-(pyridin-2-yl)prop-2-énehydrazide

(22)-3-{3-[3,5-bis(trifluorometil)fenil]-1H-1,2,4-triazol-1-il}-N*-(piridin-
2-il)prop-2-enohidrazida

C18H12F6N60

CF;

N _
N\3_>\_N’H \—7

19,137,308,342,395-penta[S-(2-amino-2-oxoethyl)]-{[2-aspartic
acid(K*>D),3-proline(L*>P)]glycerophosphoryl diester
phosphodiesterase (Haemophilus influenzae strain 86-028NP EC
3.1.4.46)-(1-127)-peptide fusion protein with [2-aspartic
acid(P?>D)Jhuman melanoma-associated antigen 3 (MAGE-3
antigen, antigen MZ2-D, cancer/testis antigen 1.3 or CT1.3) fusion
protein with diglycylheptahistidine}

19,137,308,342,395-penta[ S-(2-amino-2-oxoéthyl)]-{[2-acide
aspartique(K2>D),3-proIine(L3>P)]phosphodiestérase du diester de
glycérophosphoryle (Haemophilus influenzae souche 86-028NP EC
3.1.4.46)-(1-127)-peptide, protéine de fusion avec le [2-acide
aspartique(P2>D)]antigéne 3 humain associé au mélanome
(antigene MAGE-3, antigene MZ2-D, antigen 1.3 associé au cancer
des testicules ou CT1.3) protéine de fusion avec la
diglycylheptahistidine}
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zastumotida

19,137,308,342,395-penta[ S-(2-amino-2-oxoetil)]-{[2-acido
aspartico(K>>D),3-prolina(L*>P)]fosfodiestarasa del diéster de
glicerofosforilo (Haemophilus influenzae cepa 86-028NP EC
3.1.4.46)-(1-127)-péptido, proteina de fusion con el [2-acido
aspartico(P?>D)]Jantigeno 3 humano asociado al melanoma
(antigeno MAGE-3, antigeno MZ2-D, antigeno 1.3 asociado al
cancer de testiculos o CT1.3) proteina de fusion con la
diglicilheptahistidina}

MDPKTLALSL LAAGVLAGCS SHSSNMANTQ MKSDKIIIAH RGASGYLPEH 50
TLESKALAFA QQADYLEQDL AMTKDGRLVV IHDHFLDGLT DVAKKFPHRH 100
RKDGRYYVID FTLKEIQSLE MTENFETMDL EQRSQHCKPE EGLEARGEAL 150
GLVGAQAPAT EEQEAASSSS TLVEVTLGEV PAAESPDPPQ SPQGASSLPT 200
TMNYPLWSQS YEDSSNQEEE GPSTFPDLES EFQAALSRKV AELVHFLLLK 250
YRAREPVTKA EMLGSVVGNW QYFFPVIFSK ASSSLQLVFG IELMEVDPIG 300
HLYIFATCLG LSYDGLLGDN QIMPKAGLLI IVLAIIAREG DCAPEEKIWE 350
ELSVLEVFEG REDSILGDPK KLLTQHFVQE NYLEYRQVPG SDPACYEFLW 400
GPRALVETSY VKVLHHMVKI SGGPHISYPP LHEWVLREGE EGGHHHHHHH 450

Modified residues / Résidus modifiés / Restos modificados

c
19-137-308-342-395 Q H NHz
S-(2-amino-2-oxoethyl)cysteine )J\/S /
HoN COzH

# Electronic structure available on Mednet: http://mednet.who.int/
# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electronica disponible en Mednet: http://mednet.who.int/

* http://www.who.int/entity/medicines/services/inn/Radical Book 2012.pdf
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Dénominations communes internationales recommandées (DCI Rec.): Liste 4
(Chron. Org. mond. Santé, Vol. 16, No. 3, 1962)

p. 120 penicillinasum
pénicillinase remplacer la description par la suivante
enzyme obtenue par fermentation a partir de cultures de Bacillus cereus

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 29
(Informacién Farmacéutica de la OMS, Vol. 3, No. 3, 1989)
p.2 suprimase insertese

atosiban atosiban

Recommended International Non Proprietary Names (Rec. INN): List 58
Dénominations communes internationales recommandées (DCI Rec.): Liste 58
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 58
(WHO Drug Information, Vol. 21, No. 3, 2007)

p. 255 delete/supprimer/suprimase insert/insérer/insertese
methylnaltrexonii bromidum methylnaltrexoni bromidum
bromure de méthylnaltrexone remplacer le nom chimique et la structure par les suivants
bromuro de metilnaltrexona sustitilyase el nombre quimico y la estructura por los siguientes

bromure de (17R)-17-(cyclopropylméthyl)-4,5a-époxy-
3,14-dihydroxy-17-méthyl-6-oxomorphinanium

bromuro de (17R)-17-(ciclopropilmetil)-4,5a-epoxi-3,14-dihidroxi-17-metil-
6-oxomorfinanio

VAV G

Br

Recommended International Non Proprietary Names (Rec. INN): List 66
Dénominations communes internationales recommandées (DCI Rec.): Liste 66
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 66
(WHO Drug Information, Vol. 25, No. 3, 2011)

p. 307 egaptivonum pegolum
egaptivon pegol replace the structure by the following
égaptivon pégol remplacer la structure par la suivante
egaptivon pegol sustitiyase la estructura por la siguiente

(3-5")-(R-p-Gm-Cm-Gm-Um-dG-dC-dA-Gm-Um-Gm-Cm-Cm-
Um-Um-Cm-Gm-Gm-Cm-dC-Gm-sp-dT-Gm-dC-dG-dG-dT-
Gm-Cm-dC-Um- dC-dC-Gm-Um-dC-Am-Cm-Gm-Cm3'-3'dT)
Legend:

d = 2'-deoxy

m = 2'-O-methyl

-sp- = P-thiophosphate

R-p— = o

H3;CO /\/\/\/O\ (o]
3 ‘P/\OPLN p” \(C5')
n H 7\
O OH
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Recommended International Non Proprietary Names (Rec. INN): List 69
Dénominations communes internationales recommandées (DCI Rec.): Liste 69
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 69
(WHO Drug Information, Vol. 27, No. 1, 2013)

p. 42 actoxumabum #
actoxumab replace the description and the structure by the following ones
actoxumab remplacer la description et la structure par les suivantes
actoxumab sustitiyase las descripcion y la estructura por las siguientes

immunoglobulin G1-kappa, anti-[Clostridium difficile toxin A], Homo sapiens
monoclonal antibody;

gamma heavy chain (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -(IGHD)-
IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), hinge (221-235), CH2 (236-
345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214'")-disulfide with kappa
light chain (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -IGKJ1*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (231-231":234-234")-bisdisulfide

immunoglobuline G1-kappa, anti-[Clostridium difficile toxine A], Homo sapiens
anticorps monoclonal;

chaine lourde gamma1 (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -(IGHD)-
IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), charniere (221-235), CH2
(236-345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214')-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (231-231":234-234")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Clostridium difficile toxina A], anticuerpo monoclonal
de Homo sapiens;

cadena pesada gamma1 (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -
(IGHD)-IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), bisagra (221-235),
CH2 (236-345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214")-disulfuro con
la cadena ligera kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (231-231":234-234")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG VVQPGRSLRL SCAASGFSFS NYGMHWVRQA PGKGLEWVAL 50
IWYDGSNEDY TDSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCARWG 100
MVRGVIDVFD IWGQGTVVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
PQVYTLPPSR EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS SWLAWYQHKP GKAPKLLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ ANSFPWTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 149-205  266-326  372-430
22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88'  134'-194'
23M_88"  134-194™
Inter-H-L (h 5-CL 126) 225-214' 225"-214"
Inter-H-H (h 11, h 14)  231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
302, 302"
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p. 51

p. 68

p. 77-78

crisantaspasum #
crisantaspase
crisantaspase
crisantaspasa

nivolumabum #
nivolumab
nivolumab
nivolumab

rovatirelinun
rovatirelin
rovatiréline
rovatirelina

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustitiyase la descripcion y la estructura por las siguientes

L-asparaginase (EC 3.5.1.1, L-asparagine amidohydrolase) Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi) tetramer a4

L-asparaginase (EC 3.5.1.1, L-asparagine amidohydrolase) Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi), tétrameére a4

L-asparaginasa (EC 3.5.1.1, L-asparagina amidohidrolasa) de Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi), tetramero a4

Monomer / Monomeére / Monémero

ADKLPNIVIL ATGGTIAGSA ATGTQTTGYK AGALGVDTLI NAVPEVKKLA 50
NVKGEQFSNM ASENMTGDVV LKLSQRVNEL LARDDVDGVV ITHGTDTVEE 100
SAYFLHLTVK SDKPVVFVAA MRPATAISAD GPMNLLEAVR VAGDKQSRGR 150
GVMVVLNDRI GSARYITKTN ASTLDTFKAN EEGYLGVIIG NRIYYQNRID 200
KLHTTRSVFD VRGLTSLPKV DILYGYQDDP EYLYDAAIQH GVKGIVYAGM 250
GAGSVSVRGI AGMRKAMEKG VVVIRSTRTG NGIVPPDEEL PGLVSDSLNP 300
AHARILLMLA LTRTSDPKVI QEYFHTY 327

replace the description by the following
remplacer la description par la suivante
sustitiyase la descripcién por la siguiente

immunoglobulin G4-kappa, anti-[Homo sapiens PDCD1 (programmed cell
death 1, PD-1, PD1, CD279)], Homo sapiens monoclonal antibody;

gamma4 heavy chain (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 hinge S10>P (221) (114-440)],
(127-214")-disulfide with kappa light chain (1'-214") [Homo sapiens V-KAPPA
(IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
(219-219":222-222")-bisdisulfide dimer

immunoglobuline G4-kappa, anti-[Homo sapiens PDCD1 (protéine 1 de mort
cellulaire programmée, PD-1, PD1, CD279)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma4 (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 charniere S10>P (221) (114-
440)], (127-214")-disulfure avec la chaine légere kappa (1'-214") [Homo sapiens
V-KAPPA (IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-
214")]; dimere (219-219":222-222")-bisdisulfure

inmunoglobulina G4-kappa, anti-[PDCD1 de Homo sapiens (proteina 1 de
muerte celular programada, PD-1, PD1, CD279)], anticuerpo monoclonal de
Homo sapiens;

cadena pesada gamma4 (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 bisagra S10>P (221) (114-440)],
(127-214")-disulfuro con la cadena ligera kappa (1'-214') [Homo sapiens
V-KAPPA (IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-
214")]; dimero (219-219":222-222")-bisdisulfuro

replace the chemical name by the following
remplacer le nom chimique par le suivant
sustitiyase el nombre quimico por el siguiente

(4S,5S)-5-methyl-N-{(2S)-1-[(2R)-2-methylpyrrolidin-1-yl]-1-oxo-3-(1,3-thiazol-
4-yl)propan-2-yl}-2-oxo-1,3-oxazolidine-4-carboxamide
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(4S,5S)-5-méthyl-N-{(2S)-1-[(2R)-2-méthylpyrrolidin-1-yl]-1-oxo-3-(1,3-thiazol-
4-yl)propan-2-yl}-2-oxo-1,3-oxazolidine-4-carboxamide

(4S,5S)-5-metil-N-{(2S)-1-[(2R)-2-metilpirrolidin-1-il]-1-oxo-3-(1,3-tiazol-
4-il)propan-2-il}-2-oxo-1,3-oxazolidina-4-carboxamida

Recommended International Non Proprietary Names (Rec. INN): List 70
Dénominations communes internationales recommandées (DCI Rec.): Liste 70
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 70
(WHO Drug Information, Vol. 27, No. 3, 2013)

p. 291 filgotinibum
filgotinib replace the chemical name by the following
filgotinib remplacer le nom chimique par le suivant
filgotinib sustitiyase el nombre quimico por el siguiente
N-(5-{4-[(1,1-dioxo-A°-thiomorpholin-4-yl)methyl]phenyl}[1,2,4]triazolo[1,5-
alpyridin-
2-yl)cyclopropanecarboxamide
N-(5-{4-[(1,1-dioxo-A°-thiomorpholin-4-yl)méthyllphényl}[1,2,4]triazolo[1,5-
alpyridin-2-yl)cyclopropanecarboxamide
N-(5-{4-[(1 ,1-dioxo-)\e-tiomorfolin-4-il)metil]fenil}[1 ,2,4triazolo[1,5-a]piridin-
2-il)ciclopropanocarboxamida
p. 320 delete/supprimer/suprimase insert/insérer/insertese
methylnaltrexonii bromidum methylnaltrexoni bromidum
methylnaltrexone bromide replace the chemical name by the following one

(17R)-17-(cyclopropylmethyl)-4,5-epoxy-3,14-dihydroxy-17-methyl-
6-oxomorphinanium bromide

Recommended International Non Proprietary Names (Rec. INN): List 71
Dénominations communes internationales recommandées (DCI Rec.): Liste 71
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 71
(WHO Drug Information, Vol. 28, No. 1, 2014)

p. 94 mavatrepum
mavatrep replace the chemical name by the following
mavatrep remplacer le nom chimique par le suivant
mavatrep sustituyase el nombre quimico por el siguiente
2-[2-(2-{(1E)-2-[4-(trifuoromethyl)phenyl]ethenyl}-1H-benzimidazol-
5-yl)phenyl]propan-2-ol
2-[2-(2-{(1E)-2-[4-(trifluorométhyl)phényl]éthényl}-1H-benzimidazol-
5-yl)phényl]propan-2-ol
2-[2-(2-{(1E)-2-[4-(trifluorometil)fenilletenil}-1H-benzoimidazol-5-il)fenillpropan-
2-ol
p. 106 roniciclibum
roniciclib replace the chemical name by the following
roniciclib remplacer le nom chimique par le suivant
roniciclib sustituyase el nombre quimico por el siguiente

(R)-cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-ylJoxy}-
5-(trifluoromethyl)pyrimidin-2-ylJamino}phenyl)imino-A®-sulfanone
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p. 111 topsalysinum #
topsalysin
topsalysine
topsalisina

R)-cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-yl]Joxy}-
5-(trifluorométhyl)pyrimidin-2-ylJamino}phényl)imino-A°-sulfanone

(R)-ciclopropil(4-{[4-{[(2R,3 R)-3-hidroxibutan-2-ilJoxi}-5-(trifluorometil)pirimidin-
2-ilJamino}fenil)imino-A°-sulfanona

replace the description by the following
remplacer la description par la suivante
sustitiyase la descripcién por la siguiente

recombinant DNA derived proaerolysin, pore-forming protein, from Aeromonas
hydrophila, with the furin site substituted with a prostate specific antigen (PSA)
cleavage site, fusion protein with 6 histidines, produced in Escherichia coli
(nonglycosylated):
[427-L-histidine(K>H),428-L-serine(V>S),429-L-serine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaerolysin Aeromonas
hydrophila fusion protein with hexa-L-histidine

proaérolysine, protéine formant des pores, d'Aeromonas hydrophila dont le site
furine est substitué par le site de clivage reconnu par l'antigéne prostatique
spécifique (APS), protéine de fusion avec 6 histidines, produite par Escherichia
coli a partir d'/ADN recombinant (non glycosylée) :
[427-L-histidine(K>H),428-L-sérine(V>S),429-L-sérine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaérolysine
d'Aeromonas hydrophila protéine de fusion avec I'hexa-L-histidine

proaerolisina, proteina formadora de poros, d'’Aeromonas hydrophila cuyo sitio
furina esta substituido por el sitio de clivaje reconocido por el antigeno
prostatico especifico, proteina de fusion con 6 histidinas, producida por
Escherichia coli a partir de ADN recombinante (no glicosilada) :
[427-L-histidina(K>H),428-L-serina(V>S),429-L-serina (R>S),430-L-
lisina(R>K),431-L-leucina(A>L),432-L-glutamina(R>Q)]proaerolisina
d'Aeromonas hydrophila proteina de fusion con hexa-L-histidina

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical

Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales

applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacién para formar denominaciones comunes internacionales para

sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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328 FXE
3251 —BiE#R
3.2.8.1.1 — NOMENCLATURE [Andexanet, Lonza] — — 9N NGB SEAT —
3.2.8.1.2 — STRUCTURE [Andexanet, Lonza] — — o+ NS B SEATL —
32513 . SENERAL PROPERTIES [Andexanet, . . sk P AT .
onza]
3252 HE
32521 . yANUFACTURER(S) [Andexanet, . . ot — . _
onza]
DESCRIPTION OF MANUFACTURING
3.2.8.2.2 — PROCESS AND PROCESS CONTROLS — — tEZaS B APl —
[Andexanet, Lonza]
328231 . CONTROL OF MATERIALS . . st - = .
[Andexanet, Lonza]
3.2.8.2.3-2 — Stability Report for Cell Bank — — fZAs PR al Al —
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32,8233 — gﬁ%ﬁi@; Danic Andexanet Alfa — — WSk | kbR | AT —
CONTROL OF CRITICAL STEPS AND s . . .
3.2.8.2.4 - INTERMEDIATES [Andexanet, Lonza] o o 57 FEPIEORE gl
PROCESS VALIDATION AND/OR . _— . .
3.28.2.5 o EVALUATION [Andexanet, Lonza] - o 7 FERETR aFfif
MANUFACTURING PROCESS
3.2.5.2.6-1 — DEVELOPMENT GENI [Andexanet, — — AN NGB SEATG —
CMC Biologics]
MANUFACTURING PROCESS
3.2.5.2.6-2 — DEVELOPMENT GEN2 [Andexanet, — — VAN NGB LA —
Lonza]
NC-15-0614-R0001: Andexanet Alfa DS N - - .
3.28.2.6-3 o Comparability Report (01Dec2015) o o 17} FEPEER at il
Final Comparability Report: Process 3
Andexanet Alfa Drug Substance
(CMC Biologics, Bothell) to Generation 2 . . . - . .
3.2.8.2.6-4 — Process Andexanet Alfa Drug AN RN R A
Substance (Lonza Biologics, Porrifio) and
Corresponding Drug Products
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3283 Bt
ELUCIDATION OF STRUCTURE AND
3.2.8.3.1-1 — OTHER CHARACTERISTICS GENI1 — — AN B APl —
[Andexanet, CMC Biologics]
ELUCIDATION OF STRUCTURE AND
3.2.8.3.1-2 — OTHER CHARACTERISTICS GEN2 — — HIZ4x KPR A —
[Andexanet, Lonza]
32832 — IMPURITIES [Andexanet, Lonza] — — s BB SEAT —
3284 RENEH
PECIFICATI And t Alfa f( N el =
3.2.84.1 — SPECIFICATION [Andexanet Alfa for — — wEsh | rbeviE | A —
Injection, Lonza Biologics Porrifio]
ANALYTICAL PROCEDURES . - =
3.2.8.4.2 — ¢ — — HIZ4x KPR A it —
[Andexanet, Lonza]
VALIDATION OF ANALYTICAL
PROCEDURES [And t Alfa f . - =
3.2.8.4.3-1 — ROCEDURES [Andexanet Alfa for — — wask | kbRl | EEE —
Injection, Lonza Biologics Porrifio and
CMC Biologics]
MVR-0014: TME-0626, A86 - PEPTIDE
3.2.8.4.3-2 — MAPPING METHOD VALIDATION — — Iz FEPN B AL —
REPORT
ES GENI [And t . - =
32S.4.4-1 . BATCH ANALYS [Andexanet, . . o - o _

CMC Biologics]
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3.2.5.4.42 _ BATCH ANALYSES [Andexanet Alfa — — Mgk | ke | e —
for Injection, Lonza Biologics Porrifio]
JUSTIFICATION OF SPECIFICATION

3.2.5.4.5-1 — [Andexanet Alfa for Injection, — — V4N g R ST —
Lonza Biologics Porrifio]
NC-17-0764-R0001: TOXICOLOGICAL
RISK ASSESSMENT OF A POTENTIAL s - .

3.2.8.4.5-2 — IMPURITY: SOYBEAN TRYPSIN — — A AR Al —
INHIBITOR (9FEB2017)

3285 RERXIIREMH
REFERENCE STANDARDS OR
MATERIALS [And t Alfa fi . s =

32585 — All [Andexanet Alfa for — — Wk | kbeer | FEA —
Injection, Lonza Biologics Porrifio and
CMC Biologics]

3256 BREUVMEER
CONTAINER CLOSURE SYSTEM § - =

3.2.8.6 — — — s PR sl —
[Andexanet, Lonza]

3287 REM
STABILITY SUMMARY AND

3.2.8.7.1 — CONCLUSIONS [Andexanet Alfa for — — EZAS FENE R B —
Injection Lonza Biologics Porrifio]
POST-APPROVAL STABILITY

3.2.8.7.2 — PROTOCOL AND STABILITY — — EZAS B R M —

COMMITMENT [Andexanet, Lonza]
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3.2.8.7.3-1 _ STABILITY DATA [Andexanet Alfa for — — wpsk | ARNEEE | B —
Injection, Lonza Biologics Porrifio]
DRUG SUBSTANCE STABILITY s _— .
3.2.8.7.322 — TABLES — — 5 PR rAMh —
3.2P HAE
32P.1 HHERUVMA
DESCRIPTION AND COMPOSITION
3.2.P.1 — OF THE DRUG PRODUCT — — sk PR Al —
[Andexanet, Injection 200 mg]
32P.2 RAIFFEDREE
COMPONENTS OF THE DRUG
39P21 . PRO]?UCT [Andexanet A.xl.fa for Injection; . . st LR A .
Injection, Powder, Lyophilized, for
Solution]
DRUG PRODUCT [Andexanet Alfa for
32P22 — Injection; Injection, Powder, — — AN N S —
Lyophilised, for Solution]
MANUFACTURING PROCESS
3.2.P.2.3-1 — DEVELOPMENT GENI [Andexanet, — — 2N RN R FEAT —

Injection 100 mg]
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MANUFACTURING PROCESS

3.2.P.2.3-2 — DEVELOPMENT GEN2 [Andexanet, — — g N A —
Injection 200 mg]
CONTAINER CLOSURE SYSTEM

32.P24 — [Andexanet Alfa for Injection; Injection, — — VYN HNE R SEAT —
Powder, Lyophilized, for Solution]
MICROBIOLOGICAL ATTRIBUTES
[Andexanet Alfa for Injection; e e -

3.2P25 o Injection, Powder, Lyophilized, for o o 7 FEPYETRY el o
Solution]
COMPATIBILITY [Andexanet Alfa for

3.2.P.2.6 — Injection; Injection, Powder, — — YN NGB LA —
Lyophilized, for Solution]

32P3 &
MANUFACTURER(S) [Andexanet Alfa

32.P3.1 — for Injection; Injection, Powder, — — YN PGB LA —
Lyophilised, for Solution]
BATCH FORMULA [And t . - =

3232 — et Andexanet - — || wees em| -
Injection 200 mg]
DESCRIPTION OF MANUFACTURING

3.2.P.3.3 — PROCESS AND PROCESS CONTROLS — — st B R A —
[Andexanet, Injection 200 mg]
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CONTROLS OF CRITICAL STEPS
AND INTERMEDIATES [Andexanet . - .

3.2.P.3.4 - Alfa; Injection, Powder, Lyophilized, for - - HESH YRR Al i -
Solution]
PROCESS VALIDATION AND/OR
EVALUATION [And t Alfa fi , - =

32P35 _ VALUATION [Andexanet Alfa for _ _ wesh | rbme | i —
Injection; Injection, Powder, Lyophilized,
for Solution]

32P4 FnFlOEE
SPECIFICATIONS [Andexanet Alfa for

3.2.P4.1 — Injection; Injection, Powder, Lyophilized, — — YN HNEE SEAT —
for Solution]
ANALYTICAL PROCEDURES

32.P42 — [Andexanet Alfa for Injection; Injection, — — YN BB SEAT —
Powder, Lyophilized, for Solution]
VALIDATION OF ANALYTICAL
PROCEDURES [A Alfa f § el =

32.P43 — ROCEDURES [Andexanet Alfa for — — TN <o O i —
Injection, Injection, Powder, Lyophilized
for Solution]
JUSTIFICATION OF SPECIFICATIONS

32.P4.4 — [Andexanet Alfa for Injection; Injection, — — HESH B R A —

Powder, Lyophilized, for Solution]
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EXCIPIENTS OF HUMAN OR

3.2.P45 — ANIMAL ORIGIN [Andexanet, Injection — — 24N KPR A —
200 mg]
NOVEL EXCIPIENTS [A t N , .

3246 - 1> [Andexanet - R S T ) -
Injection 200 mg]

32P5 HHEDEH
SPECIFICATION(S) [Andexanet Alfa for

32.P5.1 — Injection; Injection, Powder, Lyophilized, — — N4 g R ST AT —
for Solution]
ANALYTICAL PROCEDURES . - . .

3.2.P.5.2 o [Andexanet, Injection 200 mg] o o 14 FEPIEORE ¥l
VALIDATION OF ANALYTICAL
PROCEDURES [And t Alfa fi , _ =

3253 _ ROCEDURES [Andexanet Alfa for _ _ wish | kbl | i —
Injection; Injection, Powder, Lyophilized,
for Solution]
BATCH ANALYSES GENI1 [And t ; _ =

32P.54-1 — et Andexanet - — | wees em| —
Injection 100 mg]
BATCH ANALYSES [Andexanet Alfa

32.P.54-2 — for Injection; Injection, Powder, — — MTYAN G B SEAT —
Lyophilised, for Solution]
CHARACTERIZATION OF

32.P55 — IMPURITIES [Andexanet Alfa; Injection, — — YN HNEE SEAT —

Powder, Lyophilized, for Solution]
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JUSTIFICATION OF SPECIFICATION

3.2.P5.6 — [Andexanet Alfa for Injection; Injection, — — YN BB SEAT —
Powder, Lyophilized, for Solution]

32P6 REMXIIREME
REFERENCE STANDARDS OR

3.2.P.6 — MATERIALS [Andexanet, Injection 200 — — 24 FEPE R A —
mg]

32P.7 BHREUMER
CONTAINER CLOSURE SYSTEM , _— =

3.2.P.7 — - — — st FNER il —
[Andexanet, Injection 200 mg]

32P8 WEM
STABILITY SUMMARY AND

3.2.P8.1 — CONCLUSIONS [Andexanet, Injection — — AN NGB SEATG —
200 mg]
POST-APPROVAL STABILITY
PROTOCOL AND STABILITY e - -

3.2.p.82 o COMMITMENT [Andexanet, Injection o o 7 FEPYETRY Al o
200 mg]

TABILITY DATA [A ; , .

32P83-1 — e Andexanet - — || weme em| -
Injection 200 mg]
DRUG PRODUCT STABILITY . _— .

3.2.P.8.3-2 — TABLES — — Tz PR r A —
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FACILITIES AND EQUIPMENT
32.A.1-1 — [Andexanet Alfa for Injection; Baxter — — i%4Y NGBk ST —
Pharmaceutical Solutions, LLC]
FACILITIES AND EQUIPMENT
3.2.A.1-2 — [Andexanet Alfa for Injection, Lonza — — EZAN FENE R S A —
Biologics Porrifio]
ADVENTITIOUS AGENTS SAFETY
3.2.A2 — EVALUATION [Andexanet Alfa; Lonza — — EZ4 B AL —
Biologics Porrifio]
32.A3 — EXCIPIENTS — — ok PR At —
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42 RBRBEE
421 EBEFHER
4211 MNEEMFTHHEAR
Characterization of the interaction of Portola
PRT064445 with small molecule fXa . [ . =3
4.2.1.1-1-1 - inhibitors by kinetic measurements of fXa (20.$IH . H) Pharmilceutlcals, A4S FEPE R Al -
chromogenic activity ne.
Portola
42.1.1-1-2 - Addendum (ZO.E. A . H) |Pharmaceuticals,| HFE5t N E R 5% —
Inc.
In Vitro Characterization of Edoxaban Portola
3 ; ¥ s 2 _
42.1.1-2 - Andexanet Interaction (20.$IH . H) Pharmilzsutlcals, - TRER AEA
PRT064445 Phase I PD Assay (Anti-fXa) Portola
42.1.1-3 : AN Yoo ol e) |Pharmaceuticals, | #Esk | ALNERE | FEAG —
Qualification and Acceptance Criteria Inc
Characterization of PRT064445 activity
towards small molecule fXa Inhibitors Portola
42.1.1-4 - (betrixaban, rivaroxaban and apixaban) by (20.£|5IH . H) |Pharmaceuticals,| ##5+ N R S —
anti-fXa chromogenic activity assay in Inc.

human plasma
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Characterization of PRT064445 activity
toward small molecule direct fXa Portola
42.1.1-5 - inhibitors (betrixaban, rivaroxaban and (20.$Iﬂ . H) |Pharmaceuticals,| ¥4+ RN FFA —
apixaban) by TF-initiated thrombin Inc.
generation in human plasma
Reversal of Rivaroxaban Anticoagulation Portola
with PRT064445 Reduces Blood Loss in . e o - o
42.1.1-6 I Aspirin Ccoll=h ) Phann?;,z:utlcals, wEsh | AR | RN
PRT064445 Acts as a Universal Reversal Portola
42.1.1-7 - Agent for Direct Factor Xa Inhibitors (ZO.EIFJ . H) |Pharmaceuticals,| 5+ LB R FEAT —
Inc.
Sustained Reversal of Rivaroxaban-
Induced Anticoagulation with PRT064445 Portola
42.1.1-8 - Correlates to Decrease in Plasma (20.$I H . H) |Pharmaceuticals,| ¥#F5+ g R STA _
Unbound Fraction Inc.
PRT064445 but not rfVIIa or PCC
Reverses Rivaroxaban-Induced
Anticoagulation as Measured by Portola
. 3 s Evr —
_ Reduction in Blood Loss in a Rabbit Liver (20.$.H I A) | Pharmaceuticals, | 7 FEEER s
Laceration Model Inc.
4.2.1.1-9
Amended Portola
- (ZO.EIE . H) |Pharmaceuticals,| &4k HNE R FFA —
Inc.
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Andexanet Reverses Edoxaban-Induced
Anticoagulation Administered Prior to Portola
- Injury as Measured by Reduction in Blood (20.$Iﬂ . H) |Pharmaceuticals,| 5t RN R FEAh —
Loss in a Rabbit Liver Laceration Model Inc.
42.1.1-10
Addendum Portola
- (20.@.)3 . H) |Pharmaceuticals,| HF5t+ LB R R —
Inc.
Reversal of Rivaroxaban-Induced
Bleeding and Coagulation Markers with
Andexanet in a Rabbit Liver Laceration Portola
H i SRETS B2 —_
- Model: Comparison with Four-Factor (20.$IH . H) Pharmi:utlcals, 7 FEPIRORE ¥l
421.1-11 Prothrombin Concentrates
Addendum Portola
- (20.ﬁ5l0ﬂ . H) |Pharmaceuticals,| ¥#5+ N E R BRI —
Inc.
Andexanet Reverses Rivaroxaban-Induced
Anticoagulation Administered as
Measured by Reduction in Blood Loss and Portola
42.1.1-12 - Reversal of Pharmacodynamics Markers (20.$Iﬂ I H) |Pharmaceuticals,| #F5} B 2] —
in a Rabbit Liver Laceration Treatment Inc.
Model
Reversal of Apixaban using Andexanet
42.1.1-13 _ Alfa: Trauma Model in Pigs (20.$Iﬂ . H) 4N B AT —

4212 BIRAFEBHER
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Characterization of the interaction of
PRT064445 with ATIII and ATIII- Portola
42.1.2-1 - fondaparinux complex by inhibition (20.$Iﬂ . H) [Pharmaceuticals,| ¥F5+ g B 20 _
kinetics of fXa chromogenic activity Inc.
Characterization of PRT064445 activity
towards ATIII-dependent fXa Inhibitors
(enoxaparin and fondaparinux) by anti- Portola
: y oy E)A —
4.2.1.2-2 - fXa chromogenic activity assay in human (ZO.EIE.H . H) Pharrn';t;eutlcals, 7 FEPIEORE gl
plasma <
Reversal of Enoxaparin and Heparin Anti- Portola
42.1.2-3 - ITa Activity by Andexanet Alfa (20.EIJEJ I H) |Pharmaceuticals,| ¥4+ B 2% —
Inc.
Characterization of PRT064445 activity
toward ATIII-dependent fXa inhibitors
(enoxaparin and fondaparinux ) by TF- Portola. . " =
42.1.24 - initiated thrombin generation in human (20.$IH . H) Pharmi‘r‘isuncals’ s R w Al -
plasma ’
Inhibition of TF-initiated Thrombin
Generation by ATIII-dependentFactor Xa Portola
42.1.2-5 - Inhibitors and Its Reversal by Andexanet (ZO.E.)EJ . H) |Pharmaceuticals,| ###+ &R 5% —
as Assessed by the CAT Assay Inc.
Analysis of Binding Affinity by Surface
Plasmon Resonance: Human Factor Xa Portola
42.1.2-6 - and Recombinant FXa Inhibitor Antidote (20.£|5IH . H) |Pharmaceuticals,| ¥#4} B R i —
(LOT DEV II-16) Binding to Analytes Inc.
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Analysis of Binding Affinity by Surface
Plasmon Resonance: Human Factor Xa Portola
42.1.2-7 - and Recombinant FXa Inhibitor Antidote (20.$Iﬂ . H) [Pharmaceuticals,| JE4+ BB FFA —
Binding to Analytes Inc.
Analysis of Binding Affinity by Surface
Plasmon Resonance: Human Factor Xa
and Recombinant FXa Inhibitor Antidote Portola
42.1.2-8 - binding to Prothrombin, Antithrombin III, (ZO.EIH . H) |Pharmaceuticals,| &4+ B R ST _
Factor VII, and Tissue Factor Pathway Inc.
Inhibitor
Characterization of the interaction of Portola
42.1.2-9 I iﬁ?ﬁfﬁﬁflﬁgh tissue factor pathway | - llF)  |Pharmaceuticals, | #4% | tLivERE | EAE —
Inc.
Functional Consequences of PRT064445
Binding To Peripheral Blood Leukocytes Portola
: N Yy E)A _
_ and HUVEC Cells (EO.E.E I H) Pharmellzsutlcals, 1k FENE R il
4.2.1.2-10
Amended Portola
I Coll=17) |Pharmaceuticals, | #Esh | kLPUEEEE | A —
Inc.
Interaction of Andexanet Alfa with TFPI
as Measured by Calibrated Automated Portola
-’ Thrombogram (CAT) and Anti-fXa (20.EIJ5J I H) |Pharmaceuticals,| ¥4+ B A —
Assays Inc.
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4.2.1.2-11 ) Portola )
Addendum-1 (20.EIFJ I H) |Pharmaceuticals,| ¥4+ &R A —
Inc.
Portola
Addendum-2 (20.4*:!5IH . H) |Pharmaceuticals,| ¥#F5+ &R S —
Inc.
In Vitro Functional Characterization of Portola
42.1.2-12 - Andexanet in Frozen or Reconstituted (20.415')5] I H) |Pharmaceuticals,| ¥4k FENE R FFAm —
Lyophilized Powder Formulation Inc.
In Vitro Functional Characterization of Portola
42.1.2-13 - Andexanet in Reconstituted Lyophilized (ZO.EI A I H) |Pharmaceuticals,| ##5+ HERE 20 _
Powder Formulation from Two GMP Lots Inc.
Effect of andexanet alfa on prothrombin Portola
activation by the prothrombinase complex . 5 e .
42.1.2-14 - in a reconstituted system (20.$I A I H) Pharmzllr(i(e:utlcals, HEF B R 5
Characterization of PRT064445 activity Portola
and its interaction with fXa-EGR by TF- . . - - .
4.2.1.2-15 - initiated thrombin generation in human (20.$IH . H) Pharmallzsutlcals, A FEPETR A
plasma ’
Effect of PRT064445 on F1 +2 and TAT Portola
_ . N/ (g /N = _
4.2.1.2-16 _ Biomarkers in Human Whole Blood (WB) (20.$IH . H) Pharm?szutlcals, 5t PR Hi
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The Activity of PRT064445 in Cell-based Portola
4212217 | [ |7ss2ys ol | Pharmaceuticals, | #4F | kPR | REAE —
Inc.
Reduction in Blood Loss in Enoxaparin Portola
Anticoagulated Rats with Bolus Only . ; e
. ; s % —
42.1.2-18 .| A dministration of PRT064445 (ZO.EIH . H) Pharmaltzsutlcals, S L& R =
Reversal of Enoxaparin-Induced Portola
Anticoagulation Reduces Blood Loss in . ; -
. ; ; % —
4.2.1.2-19 _ the Rat Tail Transection Model (ZO.QEIH . H) Pharmzllr(isutlcals, SN B R =
Reversal of Fondaparinux-Induced Portola
Anticoagulation Reduces Blood Loss in . ; e
- D & —
4.2.1.2-20 _ the Rat Tail Transection Model (ZO.EIH . H) Pharmilzzzutlcals, TZAN HNE R ¥
PRT064445 Can Reduce Blood Loss in a
Setting of Active Bleeding with Only Portola
4.2.1.2-21 | |Partial and Transient Reversal of (EO.EIH . H) |Pharmaceuticals,| ¥4+ N 2% —
Enoxaparin Anticoagulation Inc.
Andexanet Reverses Lovenox-Induced
Anticoagulation as Measured by Portol
421220 _ Reduction in Blood Loss and Reversal of (ZO.EIH . 1) |pn orto Etl. s | WEsk KR Bk L
I Pharmacodynamic Markers in a Rabbit armallzsu 1eals, - =

Liver Laceration Model
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The Effect of PRT064445 in fVIII- Portola
42.1.2-23 _ Deficient Mice in a Bleed Time and Blood (ZOIEIH I H) |Pharmaceuticals,| ¥4k LB R FFAm —
Loss Model Inc.
Effects of PRT064445 in the Rat Wessler Portola
_ : N iy ENA —
4.2.1.2-24 s [ Venous Stasis Thrombosis Model (20.$Iﬂ . H) Pharme;;sutlcals, L PSR Al
PRT064445 Alone Does Not Affect Blood
Loss in the Rat Tail Transection model - Portola
42.1.2-25 A . . . (ZO.EIH . H) |Pharmaceuticals,| 5} BB FF A —
No Anticoagulative or Procoagulative in
. Inc.
Vivo Effect
Administration of PRT064445 Does Not
Promote a Pro- or Anticoagulative Effect Portola
- . 3 s =7 —
4.2.1.2-26 = | When Co-Administred with an Inactive (ZO.EIﬂ . H) Pharmitceutlcals, TN N R AR
fXa Molecule (EGR-Xa) ne.
PRT064445 does not Reverse
Anticoagulation of Direct Thrombin Portola
4.2.1.2-27 _ Inhibitor, Angiomax®, in a Rabbit Blood (2O.E|EIH . H) |Pharmaceuticals,| ¥#4} B R BE —
Loss Model Inc.
4213 REMEERER
Respiratory Safety Pharmacology
Evaluation Using Head-out
42.13-1 I [P chysmography of PRT064445 e = JEl [ED ‘ wEsh | bR | AR —

following Intravenous Administration to
Male Rats
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Central Nervous System Safety
Pharmacology Evaluation of PRT064445 e B -

4.2.1.3-2 _ following Intravenous Injection (20.E.H . H) ‘ 7% FEPYETR il o
Administration to Male Rats
2-Week Intravenous Injection Toxicity
and Toxicokinetic Study with PRT064445

4.2.1.3-3-1 B |~ o:c and after Dosing Rivaroxaban or o= o) ‘ AN B R At —
Enoxaparin in Cynomolgus Monkeys with '
a 4-Week Recovery Phase
Histopathology for Fibrin Evaluati . . .

w2052 | (oo et oogega | ool i | e || -
Analysis of Thrombin-Antithrombin
Complex and Fibrin Degradation Product
D-Dimer in Plasma Samples from Portola

e . N s ENA _

42.1.3-3-3 e Cynomolgus Monkeys Administered e G JEl [ Pharm?ceutlcals, HESL e Pl
PRT064445 or PRT064445 and ne-
Rivaroxaban

422 EMBHEHAR

4221 SERUVNYT—LavBEE
Validation of an Electrochemiluminescent

422.1-1 I - for the Quantification of llEFIVEY | o | avEr | _

PRT064445 in Rat Plasma
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4.22.1-2

Validation of an Electrochemiluminescent
Assay for the Quantification of
PRT064445 in Monkey Plasma

oIV

FEPNEEE

FEfl

4.2.2.1-3

Partial Validation of an
Electrochemiluminescent Assay for the
Quantification of PRT064445 in Modified
Citrated Monkey Plasma

o= o)

EZAS

N

AT

422.1-4

Validation of an Electrochemiluminescent
Assay for the Detection of Anti-
PRT064445 Antibodies in Citrated Rat
Plasma

el 5 kBB

st

FEEE

AF

422.1-5

Validation of an Electrochemiluminescent
Assay for the Detection of Anti-
PRT064445 Antibodies in Citrated
Cynomolgus Monkey Plasma

coll )

A

B

i

4.2.2.1-6

Quantitation of Rivaroxaban in
Cynomolgus Monkey Plasma via HPLC
with MS/MS Detection

coll= )

FEPNE B

AT

4.22.1-7

e
|I I|| || |I || II M

HPLC/MS/MS Assay Validation for the
Determination of Apixaban from
Cynomolgus Monkey Sodium Citrate
Plasma

colls )

A

BB

AF
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Determination of PRT054021 and
422.1-8 - PRT062802 in Cynomolgus Monkey o= ) ws | AR | BB —
Sodium Citrate Plasma by LC-MS-MS
Validation of Chromogenic Assay for
Quantification of Enoxaparin in
422.1-9 Cynomolgus Monkey Plasma (Collected (EOIEIH . H) AN FENE R 2% —
1:9 Sodium Citrate:Blood) using Factor
Xa
4222 BRIR
Pharmacokinetics of PRT064445 in the Portola
422.2-1 - Sprague-Dawley Rat in the Presence or (ZO.EIEI . H) |Pharmaceuticals,| &4+ N E R FFAT —
Absence of Rivaroxaban Inc.
Pharmacokinetics of PRT064445 in Portola
_ . N My BN —
42222 - Nephrectomized Rat Model (20.4*:!5IH . H) Pharmailrclzutlcals, sk N AR
Pharmacokinetics of a Single Intravenous
Dose of Engineering Lot (DEV11-16),
42223 B GV lot1and GMP Lot2 of 10mgke | Qo= IlP) ‘ wEsh | RRNEEE | R —
PRT064445 (Andexanet alfa) to :
Cynomolgus Monkeys
. . Portola
Ph kinet f PRT064445 in th ; - =
4222-4 Armacoxnetes o e (ZO.EIH .Ei) Pharmaceuticals, | 7+ RN R A —
Rhesus Monkey Inc

4227 FOHDEMEIREAER
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Effect of PRT064445 on Portola
42.2.7-1 - Pharmacokinetics of Rivaroxaban in the (ZO.EIH . H) [Pharmaceuticals,| #E5+ &R 2 _
Sprague-Dawley Rat Inc.
Effect of Rivaroxaban on the
42.2.7-2 _ Pharmacokinetics of Andexanet Alfa (ZO.EIH . H) ‘ g5t HAE R Al —
Administered in Cynomolgus Monkeys
423 EtEHB
4231 HEHREEMHR
Two Dose Toxicokinetic and Clinical
Pathology Intravenous Injection Study N e - .
423.1-1 - with PRT064445 in Cynomolgus o=l sk B R Rt
Monkeys
Evaluation of TAT and D-Dimer Plasma
Levels in Cynomolgus Monkeys Portola .
- > g % —
4.2.3.12 I Following PRT064445 Administration - colli+lln) |p hami‘ceumals’ ok AR =
UC Davis Study ne.
4232 REHBSEUHR
2-Week Intravenous Twice-Daily Bolus
_ Injection Toxicity and Toxicokinetic 2 O. EI A . A1) ‘ didh P STAl .

4.2.3.2-1

Week Recovery Phase
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Report Amendment No. 1

ol )

B

AP

4.23.2-2

2-Week Intravenous Injection Toxicity
and Toxicokinetic Study with PRT064445
Alone and after Dosing Rivaroxaban or
Enoxaparin in Cynomolgus Monkeys with
a 4-Week Recovery Phase

coll )

EZAs

B R

AF

Histopathology for Fibrin Evaluation
Report

e 5 El kB

EZAS

FEPNEE )

FE

Analysis of Thrombin-Antithrombin
Complex and Fibrin Degradation Product
D-Dimer in Plasma Samples from
Cynomolgus Monkeys Administered
PRT064445 or PRT064445 and
Rivaroxaban

e 5 Gl B

Portola
Pharmaceuticals,
Inc.

-
=

FEN B

AF

423.2-3

2-Week Intravenous Injection Toxicity
and Toxicokinetic Study with PRT064445
in Cynomolgus Monkeys after
Administration of Apixaban or Betrixaban
with a 4-Week Recovery

el 4 Vil [EB

B

FEfl
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42324

A GLP 2-Week Toxicity Study of
Andexanet Alfa by Intravenous Injection
in Cynomolgus Monkeys with a 4-Week
Recovery Period Evaluated in the
Presence and Absence of a fXa Inhibitor,
Apixaban

o=l

FEPEE

AF

FINAL REPORT AMENDMENT No. 1

A GLP 2-Week Toxicity Study of
Andexanet Alfa by Intravenous Injection
in Cynomolgus Monkeys with a 4-Week
Recovery Period Evaluated in the
Presence and Absence of a fXa Inhibitor,
Apixaban

ol P

FEN B
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43 SEXH
A comparative study of prothrombinase
431 S. Hollenbach, et |and thrombin inhibitors in a novel rabbit . . . Thromb Haemost. Bz .
= al. model of non-occlusive deep vein 1994;71:357-62. | ~
thrombosis.
A specific antidote for reversal of Nat Med
43-2 Genmin Lu, et al. |anticoagulation by direct and indirect — — — at viec. B —
s . 2013;19:446-51.
inhibitors of coagulation factor Xa.
Andexanet alfa effectively reverses PLoS ONE. 2018
. edoxaban anticoagulation effects and Mar
- — — — B —
4.3-3 Genmin Lu, et al. associated bleeding in a rabbit acute 28;13(3):¢019512 i
hemorrhage model. 2.
Andexanet-alfa and PER977 (Arapazine) Journals@Ovid
S. Hollenbach. et Correct Blood Loss in a Rabbit Liver Full Text.
4.3-4 - 1o erll A, €U aceration Model — Only Andexanet — — — 100003017- BE —
ak Reverses Markers of fXa-mediated 201411251~
Anticoagulation. 01693.
Clin
Clinical pharmacokinetic and Pharmacokinet.
- — — — % —
4.3-5 W. Mueck, et al. pharmacodynamic profile of rivaroxaban. 2014 Sep;53:1- %
16.
Comparison of the efficacy and safety of
436 C.T. Ruff, et al. new oral anticoagulants with warfarin in . . . Lancet. BE .
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Discovery of 1-(4-Methoxyphenyl)-7-oxo-
6-(4-(2-oxopiperidin-1-yl)phenyl)-4,5,6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-
4.3-7 D. J. P. Pinto, et al. |[carboxamide (Apixaban, BMS-562247), a — — —_ 201)2/'[568'5(:311363156 S —
Highly Potent, Selective, Efficacious, and T —
Orally Bioavailable Inhibitor of Blood
Coagulation Factor Xa.
Discovery of betrixaban (PRT054021), N-
5-chl idin-2-yl)-2-(4-(N,N-
ety earbamimide l)l()en(Z;nido)—S— Bioorg Med
4.3-8 P. Zhang, et al. Y ndoy’ — — — Chem Lett. 5% —
methoxybenzamide, a highly potent, 2009:19:2179-85
selective, and orally efficacious factor Xa T o
inhibitor.
DU-176b, a potent and orally active factor J Thromb
43-9 T. Furugohri, et al. [Xa inhibitor: in vitro and in vivo — — — Haemost. 2% —
pharmacological profiles. 2008;6:1542-9.
Fondaparinux sodium mechanism of Clin
. action: identification of specific binding to Pharmacokinet.
- — — — % —
4.3-10 F. Paolucc, et al. purified and human plasma-derived 2002;41(Suppl 5
proteins. 2):11-8.
Histopathology of incidental findings in .
4.3-11 J. Sato, et al. cynomolgus monkeys (Macaca — — _ |1 Toxicol Pathol. B —

fascicularis) used in toxicity studies.

2012;25:63-101.
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In vitro and in vivo studies of the novel J Thromb
4.3-12 E. Perzborn, et al. |antithrombotic agent BAY 59-7939--an — — — Haemost. 2% —
oral, direct Factor Xa inhibitor. 2005;3:514-21.
Incidences and range of spontaneous
findings in control cynomolgus monkeys Toxicol Pathol. | .
4.3-13 R. Chamanza, et al. (Macaca fascicularis) used in toxicity o o 2010;38:642-57. | ~ 5
studies.
Inhibitory Effect of Apixaban Compared Hospital Practice.
4.3-14 P. C. Wong, et al. [With Rivaroxaban and Dabigatran on — — — 2013; 41:1,19- | &3& —
Thrombin Generation Assay. 25.
In: Wang W,
Singh M, editors.
Biological Drug
Key Regulatory Guidelines for the Products:
4.3-15 R. Kingham, et al. |Development of Biologics in the United — — — | Development and | &% —
States and Europe. Strategies. John
Wiley & Sons,
Inc; 2014. pp. 75-
109.
.. J Thromb
4.3-16 Genmin Lu, et al. Preclinical safe.ty an.d efficacy of — — — Haemost. BE —
andexanet alfa in animal models. 2017:15:1-10
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4317 G. M. V\;illliams, et zg?\j:iitples of testing for carcinogenic . . . St C}:I;lglgile’szs?:m' p i
' v 1,270.
Exp Toxicol
4.3-18 A. Kast Pulmonary hair embolism in monkeys. — — — Pathol. 5% —
1994;46:183-8.
Regulation of extrinsic pathway factor Xa J Biol Chem.
4.3-19 R. J. Baugh, et al. [formation by tissue factor pathway — — — 1998;273:4378- | &% —
inhibitor. 86.
Relative efficacy of active site-blocked Thromb H )
4.3-20 A. G. Wong, et al. |factors IXa, Xa in models of rabbit venous — — — romy Hacmost 5% —
. . 1997;77:1143-7.
and arterio-venous thrombosis.
Reversal of Apixaban Anticoagulation Can.
4.3-21 O. Grottke, et al. |with Reduced Doses of Andexanet Alfa in — — __ |Blood. 2018:132: B —
. 2456.
a Porcine Polytrauma Model.
Reversal of rivaroxaban and dabigatran by AHA Journals.
4392 E. S. Eerenberg, et [prothrombin complex concentrate: a . . . Circulation. sE .
" al. randomized, placebo-controlled, crossover 2011;124:1573- | —
study in healthy subjects. 1579.
Synthetic analogues of the antithrombin AHA qurnals.
. . Arterioscler
R.G.M.van |lI-binding pentasaccharide sequence of
4.3-23 Amsterdam., et al. [heparin. Prediction of in vivo residence o o o Thromb Vase | £% o
- R parim. Bi0l.1995;15:495-
times. 503
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Transient or extended reversal of apixaban British J of
anticoagulation by andexanet alfa is Anaesthesia. s .
4.3-24 O. Grottke, et al equally effective in a porcine polytrauma o o 2019; 123(2):186- 5
model. 195
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53 BRARHABRBESRUBEERR
531 &MEAFHRRBEE
53.1.1 NAATFRAFEY T« (BA) RBRBEE
11-501: A Randomized, Double-Blind,
Placebo-Controlled Single Ascending
Dose Study to Assess the Safety, 2012476 HjH ~ Portola
5.3.1.1 — Tolerability, Pharmacokinetics, and 2012FR @ H Pharmaceuticals, | ##4} NG R B Fli3
Pharmacodynamics of Intravenously (20.545 HERR) Inc.
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16-512, DIRECT INHIBITORS: A Phase
1 Randomized, Double-Blind, Placebo-
L Ko, Dol i, Pt | sz~ | pono
53.1.2-1 — ey | 20174p9 AR |Pharmaceuticals, | #ESk | kENEER | BE H
Pharmacokinetics, Safety, and Tolerability % 0. EI ) I
of Second Generation Andexanet Alfa ne.
Administered to Healthy Subjects
16-512, INDIRECT INHIBITOR: A
Phase 1, Randomized, Double-Blind,
Placebo-Controlled Study to Evaluate the 20174 I EI ~ Portola
5.3.1.2-2 - Pharmacokinetics, Pharmacodynamics, 20174F Pharmaceuticals, | #F7h B R HE H
Safety, and Tolerability of Second ZO.E Inc.
Generation Andexanet Alfa Administered
to Healthy Subjects
19-514: A Phase 1 Randomized, Open-
Label, Cross-over Study to Compare the Portola
5.3.1.2-3 - Pharmacokinetics of Generation 1 and Pharmaceuticals, | ¥4+ LN R B e
Generation 2 Andexanet Alfa in Healthy Inc.
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5.3.14-1

NC-15-0639-R0001 ([J-11-042-057-
REP): BIOANALYTICAL
VALIDATION REPORT-VALIDATION
OF AN
ELECTROCHEMILUMINESCENT
ASSAY FOR THE QUANTIFICATION
OF PRT064445 IN CITRATED HUMAN
PLASMA

coll=

EZAs

B

NC-15-0639-R0001-1 (- 11-042-
057.01-REP): AMENDED
BIOANALYTICAL VALIDATION
REPORT-VALIDATION OF AN
ELECTROCHEMILUNINESCENT
ASSAY FOR THE QUANTIFICATION
OF PRT064445 IN CITRATED HUMAN
PLASMA

ol )

A

B R

NC-15-0639-R0001-2 (- 11-042-
057.02-REP): BIOANALYTICAL
VALIDATION REPORT ADDENDUM-
VALIDATION OF AN
ELECTROCHEMILUNINESCENT
ASSAY FOR THE QUANTIFICATION
OF PRT064445 IN CITRATED HUMAN
PLASMA

coll )

st

FEPN B
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NC-17-0791-R0001 (J16-042-147-
REP): Evaluation of Interference by Anti- . S
- y 5 = Eiiig
53.1.4-2 _ FX and Anti-Factor Xa antibodies in the (20.$Iﬂ . H) - L FEPETR 2%
Andexanet Alfa PK Assay (15Feb2017)
o o 2 El ERS . .
5.3.1.4-3 - Laboratory Investigation 90 >l B HEAk NS B S 4%
NC-15-0640-R0001 ([ 12-042-106-
REP): VALIDATION OF AN
5.3.1.4-4 I (1 :CTROCHEMILUMINESCENT coll=blm - ok | AENEE | 3% 1
ASSAY FOR THE QUANTIFICATION
OF PRT064445 IN HUMAN URINE
NC-15-0657-R0001: [J|12-APIXABAN-
02 VALIDATION STUDY:
_ HPLC/MS/MS Assay Validation for the (20.$IH I H) ‘ AN FNE R 5% pii3
Determination of Apixaban from Human
Sodium Citrate Plasma
NC-15-0657-R0001-1: Addendum 1 to
HPLC/MS/MS Assay Validation for the
_ Determination of Apixaban in Human (20.EEIH I H) ‘ AN FENE B 5% pili3
5.3.1.4-5 Sodium Citrate Plasma Selectivity in the
Presence of PRT064445
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Nc-15-0657-R0001-2: || GGGG_
Validation Study: [J|12-Apixaban-02 -
Addendum 2 to HPLC/MS/MS Assay . -
P 5 = A
I e | B |l | | s
Apixaban from Human Sodium Citrate
Plasma
NC-15-0656-R0001: [J|12-AP1XABAN-
03 VALIDATION STUDY:
53.1.4-6 B (1 iPLC/MS/MS Assay Validation for the coll= ‘ Wk | HNEE | 3% 0L
Determination of Apixaban from Human
Urine
NC-15-0653-R0001: [Jfj12-
RIVAROXABAN-01 AMENDMENT 2
TO HPLC/MS/MS ASSAY
53.1.4-7 I | AL DATION FOR THE coll ) ‘ Wk | HENEE | 3% 4
DETERMINATION OF
RIVAROXABAN FROM HUMAN
K2EDTA PLASMA
NC-15-0653-R0001-2: [JJ12-
RIVAROXABAN-01 ADDENDUM 1 TO
HPLC/MS/MS ASSAY VALIDATION ‘ e
] ; % 45
s3047 | ||-CMSMS ASSAY VALIDAT ol | gl | | e ||

RIVAROXABAN FROM HUMAN
K2EDTA PLASMA
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NC-17-0802-R0001: HPLC/MS/MS
ASSAY VALIDATION FOR THE

53.1.4-8 I D TERMINATION OF coll=pln) ‘ sk | AR | 3% "
RIVAROXABAN FROM HUMAN 3.2%
SODIUM CITRATE PLASMA
NC-15-0654-R0001: [JJ13-
RIVAROXABAN-01 HPLC/MS/MS
ASSAY VALIDATION FOR THE \ -

i ~ B |z I

saiao | |S5AY VALIDATION cltble | gl | | e B
RIVAROXABAN FROM HUMAN
URINE
[l 4-525: HPLC/MS/MS
BIOANALYSIS OFEDOXABAN AND " "

B} ; 5 % 1

saiaio | [P0 OtPOXAN | ool B | g | | e | BE|m
HEPARIN PLASMA
[l 4-Edoxaban-01: HPLC/MS/MS
Assay Validation for the Determination of

53.1.4-11 B (:cox:ban and D21-2393 from Human ol P ‘ sk | gE | % e

Lithium Heparin and Sodium Citrate
Plasma
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NC-15-0661-R0001: [J14-
EDOXABAN-01 VALIDATION
STUDY: HPLC/MS/MS Assay Validation e e . i
3:3.1.4-11 _ for the Determination of Edoxaban and (20.$IH . H) ‘ 7% FEPYETR 2%
D21-2393 from Human Lithium Heparin
and Sodium Citrate Plasma
(MVR-2013-012.001) ASSAY
VALIDATION REPORT: EFFECT OF
PRT064445 ON ROTACHROM ANTI- ; s
) 3 % A
sat4-2 | R FACTOR XA ASSAY IN THE =l | M | 5 | s | 3%
PRESENCE AND ABSENCE OF
ENOXAPARIN
NC-13-0518-R0001: Method
Qualification and Assay Accept Criteria Portola
_ b : N sy 5/2% 4{&
531413 - for Anti-fXa Activity in PRT064445 Proof] CONF-HI/H) Phamaceuticals, Ll e = 4
of Concept Study (Module I, Apixaban) ne.
NC-13-0520-R0001: METHOD
QUALIFICATION AND ASSAY Portola
ACCEPT CRITERIA FOR ANTI-FXA . . s
} . 3 % A
5.3.1.4-14 - ACTIVITY IN PRT064445 PROOF OF (ZO.QE.H . H) Pharm?ceutlcals, AN FENE R 5
CONCEPT STUDY (MODULE 2, ne.
RIVAROXABAN)
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NC-15-0669-R0001: ANTI-FXA AND Portola
THROMBIN GENERATION ASSAY . o - 5,% -

5.3.1.4-15 F QUALIFICATION FOR EDOXABAN IN (EOIEIH . H) Pharmallceutlcals, st RN R BE
CITRATED HUMAN PLASMA ne.
NC-12-0468-R0001: PRT064445 Phase I Portola

53.1.4-16 - PD Assay (Anti-fXa) Qualification and CollfE) E) | Pharmaceuticals, | 5% AR Bk L
Acceptance Criteria Inc.
NC-15-0650-R0001: ANTI-FXA AND Portola
THROMBIN GENERATION ASSAY . ‘ _—

_ 3 IS %% ﬁ}\{\

5.3.1.4-17 . QUALIFICATION FOR ENOXAPARIN (20.$IH . H) Pharm?ceutlcals, AN FENE B =
IN CITRATED HUMAN PLASMA ne.
NC-15-0621-R0001: VALIDATION

5314185 | EGR REPORT: APIXABAN ASSAY ol &2 Ji] [ ‘ sk | ANEE | 3% e
(MODIFIED ANTI-XA)
NC-15-0620-R0001: VALIDATION

53149 | EGR REPORT: RIVAROXABAN ASSAY oy G2 Ji] [ ‘ wish | AR | 3% 0
(MODIFIED ANTI-XA)
NC-15-0618-R0001: VALIDATION

5.3.1.4-20 . REPORT: EDOXABAN ASSAY ) G2 K B ‘ W HmgE | 4

(MODIFIED ANTI-XA)
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NC-15-0617-R0001: VALIDATION
53.1.4-21 BB (REPORT: ENOXAPARIN oy 48 Jil [ ‘ wisk | e | % e
ASSAY(MODIFIED ANTI-XA)
NC-15-0702-P0001: Neutralizing Activit Portola
531422 | N Assay Profoool 8 | ClllslBE) |pharmaceuticals, | #Esh | iR | BB L
Inc.
NC-17-0814-R0001: Validation of an ; e
_ ; y 72% ,45\8\%
>.3.1.4-23 . Enoxaparin Assay (Modified Anti-Ila) 20.£EIH I a ‘ S PR 5
NC-17-0777-R0001: REVERSAL OF
FXA INHIBITOR-INDUCED
INHIBITION OF THROMBIN Portola
531424 | R GENERATION IN HUMAN PLASMA Cofll =i le)  |Pharmaceuticals,| SN | KBRS | 3% i
MEASURED BY THREE VERSIONS Inc.
OF THE THROMBIN GENERATION
ASSAY
NC-13-0519-R0001: METHOD
QUALIFICATION AND ASSAY Portola
5.3.1.4-25 . ACCEPT CRITERIA FOR PRT064445 | o}/ /7)) |Pharmaceuticals,| 55k | #hivigkl | 2% e
PROOF OF CONCEPT STUDY Inc.

(MODULE 1 - APIXABAN)
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NC-13-0521-R0001: METHOD
QUALIFICATION AND ASSAY Portola
5.3.1.4-26 . ACCEPT CRITERIA FOR PRT064445 Colll 7)) | Pharmaceuticals, | S B R 5% fE
PROOF OF CONCEPT STUDY Inc.
(MODULE 2 - RIVAROXABAN)
NC-15-0622-R0001: VALIDATION
53.1.4-27 BB (REPORT: THROMBIN GENERATION 2w le ‘ SN rEE | b
(CAT)
NC-17-0806-R0001: VALIDATION
5.3.1.4-28 . REPORT: Tissue Factor Independent ZOIEI)EJ I H ‘ AN FENE R 5% 4HE
Thrombin Generation (CAT)
CQ-12-4-002-R4-A1: EVALUATION OF
PROTHROMBIN FRAGMENT 1 +2
(F1.2), THROMBIN-ANTITHROMBIN
(TAT), AND TISSUE FACTOR H~
531429 | |2 THWAY INHIBITOR (TEPI) H sk | e | s 15

ENZYME LINKED
IMMUNOSORBENT ASSAYS (ELISA)
METHODS FOR PRT064445-SAD
STUDY

H)
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CQ-12-4-002-R6-A1: TESTING
ANTITHROMBIN III AND TISSUE
FACTOR PATHWAY INHIBITOR oly G VI IR I | -
- ; 5 % i

sares | |7 TOR PATHWAY INE (20'4 ﬂllm Pl TR P
IMMUNOASSAYS (ELISA'S) FOR
INTERFERENCE WITH PRT064445
NC-17-0770-R0001: Analysis of Total
Tissue Factor Pathway Inhibitor Protein

5.3.1.4-31 _ Levels in Human Plasma Using (20.$IH . H) _ H: &R B#E b3
AssayMax Total TFPI ELISA (Assaypro
Catalog # ET1005-1)
CQ-12-4-002-R5-A1: EVALUATION OF
STAGO ASSERACHROM FREE
TISSUE FACTOR PATHWAY 200<FR H _ ; o

) ; : % 40

3-3.1.4-32 _ INHIBITOR (FREE TFPI) ELISA KIT (20'%‘)3‘ H) 7% AR “
FOR PRT064445-SINGLE ASCENDING
DOSE (SAD) STUDY
NC-17-0767-R0001: Analysis of Free
Tissue Factor Pathway Inhibitor (fTFPI)

5.3.1.4-33 _ Levels in Human Plasma using (2O.£|5IH . H) _ W7 HNE R SE iz

Asserachrom FREE TFPI kit (Stago
Catalog # 00262)
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CQ-17-04-024-R1-A1: Validation of
Quantikine® Human TFPI Immunoassay

53.14-34 | | R&D Systems Inc) for Measuring the ol | | s | dhas | 3% G
Tissue Factor Pathway Inhibitor Levels in
Human Plasma (Reference Cat# DTFP10)
NC-16-0755-R0001: TFPI Portola

53.1.4-35 [ ACTICHROME ACTIVITY ASSAY Coll Il P) |Pharmaceuticals, | WS | iR | 3% (L3
QUALIFICATION Inc.
NC-17-0807-R0001: Validation of
Actichrome TFPI Activity Assay for

5.3.1.4-36 s Measuring the Tissue Factor Pathway CclllEl R | | 5 PR 2% pii3
Inhibitor Activity in Human Plasma
(Referencett 848)
NC-17-0768-R0001: Quantitative
Determination of Plasma D-dimer Levels

531437 | NG by 1mmuno-Tubidimetric Assay Using | ColElA e | R | i+ | +res | = e
STA-LIATEST-D-DI Kit (Catalog
#00515)
CQ-12-4-004-R1-Al: TESTING
PROTHROMBIN FRAGMENT 1.2 (F
1.2), THROMBIN-ANTITHROMBIN
(TAT), TOTAL TISSUE FACTOR 0TI E ~

531438 (I [H1BITOR PATHWAY INHIBITOR o G2 Gl EREE 3 BRI el (= 15
(TFPI) AND STA-LIATEST D-DI KITS ey @8 JEl |=B)
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5.3.1.4-39

CQ-12-4-004-R18: TESTING THE
INTERFERENCE EFFECTS OF
RIVAROXABAN + PRT064445 ON
PLATELET FACTOR 4 (PF4), B-
THROMBOGLOBULIN (B-TG),
SOLUBLE THROMBOMODULIN
(STM), TISSUE PLASMINOGEN
ACTIVATOR (TPA), PLASMIN-
ANTIPLASMIN COMPLEX (PAP),
THROMBIN ACTIVATABLE
INHIBITOR (TAFI), AND FREE
TISSUE FACTOR PATHWAY
INHIBITOR (FTFPI) ELISA ASSAYS

200FR A ~
ply @2 Bl [|E
@Iy == JE1 =N

A

FENE B

5.3.1.4-40

CQ-12-4-004-R20: TESTING
PROTHROMBIN FRAGMENT 1.2 (F
1.2), THROMBIN-ANTITHROMBIN
COMPLEX (TAT), AND TOTAL
TISSUE FACTOR PATHWAY
INHIBITOR (TTFPI) ELISA KITS FOR
INTERFERENCE WITH EDOXABAN
AND EDOXABAN + PRT064445

20 H
@y == JEl =N

EZAS

FENEE )

5.3.1.4-41

CQ-12-4-004-R8: Testing Prothrombin
Fragment 1.2 (F 1.2), Thrombin-
Antithrombin (TAT), and Total Tissue
Factor Pathway Inhibitor (TFPI) ELISA
kits for Interference with Enoxaparin and
Enoxaparint+ PRT064445

200 R H R H
oy &= Kl =)

B
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NC-0623-R0001: D-DIMER
QUANTITATIVE ASSAY METHOD 3 Tz % i
sata42 (I | oN SUMMARY coll=1ln) Wk | e | B
(-
NC-17-0769-R0001: Analysis of for the
Quantitative Determination of Human
5.3.1.4-43 _ ProthrombinFragment F1+2 using the (ZO.EEIH . H) _ AN &R 5 i
Enzygnost F 1+2 (monoclonal) Enzyme
Immunoassay (Catalog # OPBD03)
CQ-12-4-004-R3-A1l: TESTING
ASSERACHROM FREE TISSUE
FACTOR PATHWAY INHIBITOR 200 - _ ; Lo
- ; : % 11
53.1.4-44 I (FTFPI) ELISA KIT FOR (2(‘%‘)%'5 ) L FLPSERY s B
INTERFERENCE WITH APIXABAN
AND APIXABAN+ PRT064445
CQ-12-4-004-R19: TESTING THE
INTERFERENCE EFFECTS OF
RIVAROXABAN ON TOTAL TISSUE ol e
3.1.4-4 FACTOR PATHWAY INHIBITOR [ AR s % 1
530445 | <20I$|ﬂla> o | weEn | %

(TTFPI) ELISA IN PLASMA SAMPLES
TREATED WITH A FIXED
CONCENTRATION OF PRT064445
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5.3.1.4-46

CQ-12-4-004-R22: Testing the
Interference Effects of Edoxaban +
PRT064445 on Platelet Factor 4 (PF4), B-
Thromboglobulin (B-TG), soluble
Thrombomodulin (sTM), Tissue
Plasminogen Activator (tPA), Plasmin-
Antiplasmin Complex (PAP), Thrombin
Activatable Fibrinolytic Inhibitor (TAFI),
and free Tissue Factor Pathway Inhibitor
(fTFPI) ELISAs

20,
20,
(20]

FLTRE ~
& Gl [E
GE Gl N

A

BB

5.3.1.4-47

CQ-12-4-004-R13: TESTING THE
INTERFERENCE EFFECTS OF
ENOXAPARIN AND ENOXAPARIN +
PRT064445 ON PLATELET FACTOR 4
(PF4), B-THROMBOGLOBULIN (B-TG),
SOLUBLE THROMBOMODULIN
(STM), TISSUE PLASMINOGEN
ACTIVATOR (TPA), PLASMIN-
ANTIPLASMIN COMPLEX (PAP),
THROMBIN ACTIVATABLE
FIBRINOLYTIC INHIBITOR (TAFI),
AND FREE TISSUE FACTOR
PATHWAY INHIBITOR (FTFPI) ELISA
ASSAYS

20
20|
(20

IR~
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o+

FEPEE

43




L12 i8R
TUFERFF Y N TAT 7 GEEGTRZ)

CTD No.- = . SERHAR HERE E3[ Vg e BHO| HEEF
EHES ool i (& H) 57 mo | BEETOR "ma 2T snam

NC-15-0619-R0001 (I
I 1 VR396V0):

5.3.1.4-48 - VALIDATION OF PROTHROMBIN o=l e ‘ Sk trae |z 4
FRAGMENT F 1+2 DS2 ANALYZER
S.N. IDSA1214
NC-17-0765-R0001: Analysis of ATIII in
Human Plasma using AssayMax Human . e

i ; |z %

5.3.1.4-49 I ELISA Kit (AssayPro Catalog # o= I WS FEPER = i
EA3303-1)
CQ-12-4-004-R5-A1: TESTING THE
EFFECTS OF APIXABAN ON
DETECTION OF TISSUE FACTOR o1l

5314-50 | |2 THWAY INHIBITOR (TEPI) (20' EL H‘ o) wisk | e | = 15
LEVELS IN PLASMA SAMPLES
TREATED WITH A FIXED
CONCENTRATION OF PRT064445
NC-17-0766-R0001: Determination of
dilute Russell's Viper V lotti \ ‘

Sres (N | el e v Clee | el | D | o | e | su|

Time idRVVT) using DV Vtest (
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5.3.1.4-52

NC-17-0792-R0001: ([ co-16-
04-015-R1-A1) Testing Interference
Effects of Anti-FXa Antibodies in
Coagulation Assays, and Evaluation of
Methods for Development of an Assay for
Detection of anti-FXa Levels

200FR A ~
200F I R E
©ly == El  ED

FEPNEEE

NC-15-0643-R0001 (- 11-042-060-
REP): VALIDATION OF AN
ELECTROCHEMILUMINESCENT
ASSAY FOR THE DETECTION OF
ANTI-PRT064445 ANTIBODIES IN
CITRATED HUMAN PLASMA

e G il [ED)

A

B

5.3.1.4-53

NC-15-0643-R0001-1 (- 11-042-060):
BIOANALYTICAL VALIDATION
REPORT ADDENDUM-VALIDATION
OF AN
ELECTROCHEMILUMINESCENT
ASSAY FOR THE DETECTION OF
ANTI-PRT064445 ANTIBODIES IN
CITRATED HUMAN PLASMA

colll )

s

FENE
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NC-15-0645-R0001 (- 11-042-093):
VALIDATION OF AN
ELECTROCHEMILUMINESCENT ‘ _—
3 o %= Fiiis
' ASSAY FOR THE DETECTION OF coll+ il - W HENER | 25
ANTI-FACTOR X ANTIBODIES IN
CITRATED HUMAN PLASMA
5.3.1.4-54
NC-15-0645-R0001-1 (J11-042-
093.01) BIOANALYTICAL
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