NILTA T T ETFE30mg
NS A TS5 ETFE60mg
NS A T ETFEI0mg
NLTA TS ETFE105mg
NILTA TS ETFE150mg
ICE89 S & H

WSLEEHTGLE S T B BUITAR DHER] L OO EIZ D W T DO BRI,
AR RS ICIRB T2 b O TH Y, Yzl H 4w LS o
HRIBRICRIHT A Z LixTcE AL

AR S A
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5 EEZ B, FVII ORER F T e KB E 29 25 AR A BF O H NIV T FiXa
12X D FX OIEMEAL AR L, Z 0O Fio MikEE RS 2R S5,
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B VI K7 XZEBFICHT 5 HIEmomE) o6 - 2R R OHE - HEZBINT 572
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1.6 HNEIZET5FERKRECET HEH
1.6.1 NEIZE T HEZERFIRR

~NLTA 7T R TFE30mg, [A60 mg, [A105mg, [[150 mg (LAT, AF) OHEIZERIT D%
PO EIRIL A DL ISR T 5,

MR ERE 2 VIR 2R354 b B4 —ZRA T DRI A BFICT 5 TS
FEEDS, 201711 H 16 B KEIC CTRRAZ IS L, £, 20184:2H23 HICKIIE A (EU :
European Union) (2B W T HARBEZIG L T\ 5, £/, MgkEEEZF VID K -lox3 514
v X — A LW R AR A BV TIE, KE, EUTZENALEH, 20184E10H4H, 2019
EIANBICAREZERG L TS, 728, EU CHARR SN -#IGE X, MifEEE 5 VI K112 %f
TEHA b BX =2 L WEIER (FVILIEM<1%) O RVEMARR A TH 5,

PRMEMAIR A IZBWTIE, 202284 H FEA T, WO ESUIHUE T HAGE STz,

AFNORF I INERA IR E LT, RERA SCE & ORRNERAT SCEOFIFRBEEL 2 1.6.212,
KEWRMNSCEORC, BINGA CEO RS AR ORFETEET —4 2 — K (Core Data Sheet)
ZENZENL63, 1.64, 1.65ZAMT 5,
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1.6.2 HKRMGHERFMGXEOMRME
1.6.2.1 RERHXEDOMRME
AFNONRERRAMERS CE & LT, KEOWMNICE (20214F12H ) OFFRBEE 2 LI TSR,

1 %hee - $HE

HEMLIBRA 1%, &S VI K254 v e EX—2RET 5, XMEE LW, ik
A Qe RMEMAREERE S VIR 1R ZIE) O AL OFHE R L E O o/ NE A 21T 5 Hi
FB5 T AEER A2 B L L EMR 5 2SS T 5,

2 AE-A=E

2.1 HERE

BHIIE TREOHRETDHZ L,

HLEHEE LT, &0 4 HRITARHES LT3 mgke 28 1 B, D#EZISHERFHESE LT
o 1.5mgkg Zif 1[0], X

e 3mgkg Z 2T 1[H], XX

o 6mgkg & 41 [H]%

BFESRT 5,

MEFFH B, BEOT FET 7V ANEEDLEEZOND LU A EBE L, EFREME Ok
WZHDEEINT D,

HEMLIBRA O EM 52 BT DRTHIC, A S2BH|OERERGEE2FIETE 2L,
HEMLIBRA OJEHI$# 5-Blaat4 e o DARIE, MkEEE S VI K+ (FVID) A o E##& 5 %
fkE LT LT 2720,

BEEENZHE

T HIZ HEMLIBRA %85 L2 725810%, WRIEES TE B L0 & ais o] RAEec &5
L, TO®%ITEFOEEGAr 2 —NVERHT L, 525N 02HO8bE 57 02EES
BELRWZ L,

2.2 RAERUEE

HEMLIBRA [F[EFRZMIEFOFHREDOH L THEHAT L Z EREINTWD, K FERFEIZON

CHO R EAT o 721, EREEEEE DY &pWrhiE, BENE R XL, BEo#ES

NEE L THELZ 22, THARMO/NLO B %5 13HELE X722y, HEMLIBRA OFRH &% O

HEOFAL, HEMLIBRA @ MERBBAE] ICRifish WD [ I#EFFHEZ) 220

e HEMLIBRA %59 5HIIZ, A F-SEANRW ) E ) »EEMAET S Z &, HEMLIBRA
BT EIT A~ ARAI Ch 5, AR 2780 %, XIFEE L TWARANIHEH L
AANIPN

e HEMLIBRA &% A T LRETRY, RTERTH-OICE, vV oy, 74004 —ff
ERTUAT 7 —o— RV R OERS N NETH D,

o NATNVONEREEDLEDEZOIY BN FIEIZOWTIEL, HEMLIBRA @ [ HELHTE )
EHEBOZ L, M ENT-HEZRET DO TLONETREEDLE S L EI12IE, BE
NHI2 3470 30 mg/mL & 150 mg/mL) ZHEH LN &,

HIESNDT AL ZAA T2 g 2O TUE, UUTORIREEZSBRT 52 L,

e | mL £ T?»HEMLIBRA 521X, | mL YV Y EHTS, ROEELZR-T 1 mL >~
VoV EATES R Fa L UIRY h—Rx— MEH T U Y, Luer-Lock F
THPE, 0.0l mL HEE, WEFASA, EREH, BHEEH, 277270 —, BEWEASE,
KEPN O R b
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o ImL %% 2mL ¥ T» HEMLIBRA O 5-121%, 2mL XiE3mL >V a5, kD
HUEZW 2T 2mL VX3 mL Y VEFEHTES A e L IR Y —Hx— b
#IHBH U Y, Luer-Lock F v 7fF&, 0.1 mL HEE, WEEA, FHEM, ®HEMEHE, 77
v 7 A7 Y —, BEWEARE, KENOT RS

o ROIEMWLTT-T T 4ANT—FtENT VAT 7y —=—RKLVEFEHTDHZE AT L RHEL
Luer-Lock 22 r 7 ¥ —ft&, WEFEA, 18 F'—, EX I~1% AV F, VU TN~ T
YITTUNTF v, HEEH, 7 v AT U —, 5 A a7 4 VH -5, BREWE
g, KENO TR

o WOKRMELTE- TN AHHTXS : A7 L ZA® Luer-Lock =2 %7 #—fFX, JREE I,
26 7 — (GFR#BH : 25~27 7'—2) , BE LWVWE&%A VF IR KERA T, Halfl
M, 77 v 7 A7V —, BEAWERE, =— RKLt—77 ¢ —#GEf &, KENOHR S

o TEHENIMmIE, fEHIFANAEE 2 TIT O Z & (BB, REESUIREERIU 4y FIV94u0s)
L AVRYE, KIEICER, S, RBAR, SRS 58k, KORENIESR Tk
B LT, ERIMU~O BTN #ER IIEFRMET O ETDHZ L,

o Hi[RfE /A TV NIZER S 7oA O HEMLIBRA [3BEHEST 5 Z &,

3 Eifz - &2

HEMLIBRA %, H[alfliH A 7 VA D B~ sl & LTt s,
HEHHA

e 30 mg/mL

e 60 mg/0.4 mL

e 105 mg/0.7 mL

e 150 mg/mL
4 EZ
7L

5 BEERUVUFEALDIE

5.1 HEMLIBRA & aPCC %5 (244 5 mig M/ &S iE

IR ER © HEMLIBRA Z EH#% 5 L2 B& 1B\, MR 7o h o v v AR (aPCC)
Z24BF & 720 100 Ukg Z#iz 2 P R B CARFMU LR E Lz & &, e tEfy & iE
(TMA) DOJEFINIRME SN TW 5D, BEEREICB W TRy B EN A - BE I
0.8% (3/391) , aPCC 2372 < & H1EER G I NZEE TIE8.1% (3/37) Thol=, BEITMm/)
MOBDIE, B0 A8 E M R i S Ve B B C32 2 L722Y, ADAMTSI3{E MO HE AR T
NSy A WAl

aPCC DG ZHIET 5L, THMUNICHELSRO biL, 1#]TiEX, TMA {HE#%IC
HEMLIBRA D523 F S 172,

HEMLIBRA # EHIB T 5 HBFIC aPCC &G L2IT IR 62 0WEAIR, "2 7 v hE D
A %EET 52 &, HEMLIBRA OPEHINEWNZ LD, BTEN7: aPCC & ORI AAEM T
B EER6 T HEHs T D AlREMEN & D, aPCC 2592 & E1Ti%, TMA BRI LARWVMNE
IDERT D Z L, TMA 1289 2 B RIE R AR R AT AN b= HE81%, EHIZ
aPCC O 5 % ik, HEMLIBRA OEHHE G- %2 WL, ERRPOMLEMEICE U CTERET S, TMA
MIERITIHR L7 T HEMLIBRA OEMB G ZHAT 20 E I IO T, X374 v b &
VAT Bl —ANA T —ATEETHZ L,
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5.2 HEMLIBRA & aPCC D#%5 (24 5 Mg EARE

@ R#BR C HEMLIBRA % EH#E G L= B2\ T, aPCC %245 H7- 9 100 Ukg =iz %
PR E TR B G L- b &, mEMESEARE S TWD, BERERICE O ik
PEFELNRE SN ZEBEEIT05% (2/391) , aPCC 7 < & H1EES Sz BHE TIE5.4%
(2/37) TH-7,

MARMEELD S LHERBEENLIL L 2o b D17 <, aPCCHG-F1E#% 14 A LINIZSE T
HWERNRD O, 1HITIE, miettFERiEAk#%IC HEMLIBRA O®& 52X HRE I,
HEMLIBRA % E#F 57 5B aPCC 2HH LRI 6WEEE, 274w hE Y
A HBET 5T &, HEMLIBRA OFFHINEWNZ LD, BTER7: aPCC & OF AR I
B ER I R6 T HEHs T D AlREMEN & 5D, aPCC 2% 595 & &12I%, MARTERIENIEH L2
NE D PERTH Z b, MARTEARIEIC — BT D EEARER, W2 T R OO R R AT BN

LI HAIE, EHIC aPCC D54 H 1k, HEMLIBRA OEE G2 W L, EERAMLEM:IC
I CTCTEBT S, MARMEFRNERICIEA L72% C HEMLIBRA OE#HHEZH/ET LN E O
IZOWNWTIE, "R T4y N VRT B —ANAL r—ATEERETHZ L,

5.3 fERME

HEMLIBRA (2 X {8 X HUEM PR F 8 T 2 alietEn ® 5, RSk C© HEMLIBRA &% % %
7285 D5.1% (34/668) THL emicizumab-kxwh FUAN A 4172, L emicizumab-kxwh Hi{k%
HTH5EBEOIZEAEF, MBFEFO HEMLIBRA J#EOE(CHfLA X2 R OBEMIIEERD v
Mo, ENRIEH GEBRI%ARM) TIE, MIETEEOIKRT 2L TR FEIEN A D)
PEOTERICEIE L CW D a[REMEN S D [ TAIEH) (6.1,6.2) =M

BIIWEN S DO BRIR I (] 225807 LA X R DI AR WER L, BlE N8548
TTEHECNTIRIR 2Rl L, $HL emicizumab-kxwh FHRIHLIADN O D GE IZIXIBEIEDOEF %58
THZ &,

5.4 BEBRE~DTFH

HEMLIBRA (%, WA L 2 MEEEEIZE S W2 BERR A IS &L M FE T, 20 X5 720
R, TEM L 2EE R (ACT) , IEMAEE D ba o AR 77 2F Vi @PTT) , KDY
aPTT Z AR L L7222 CoMmAE (MkEEE S VI K+ (FVID OREE— 5 X A iEMERNE L)
NEEND (F1) , - 7T, HEMLIBRA # 58325317 %5 HEMLIBRA iEtEE=4 U v 7, ¥
[ [K] -1 Fe S 1St H LB [ 5 O P B E KON FVIIL A > b B2 — i BIEICIE, NRREEIC
LA MEEEFEICE S BB EE R OTCIER SR [ [EYHEZIES) (7.2) 22/ .
HEMLIBRA |Z L V) 228805 U 2 EEERR A M OB A U WEFERE 2 R IR T,

£1 HEMLIBRA [C& Y EENE L RERERUVEENE CHVVERRE

HEMLIBRA (Z X W 8 2= T DR HEMLIBRA (Z X W &8 2% T 20 iR
EMALES Sy b v R 7T AF M| FVIIL 4 v b B X — izl @E T 5
(aPTT) Bethesda 15 (7 U3 ILE)

FVII 4 v & 4% — fli &z {WET 5 berbeEEHE (TT)
Bethesda 1 (BET v A 2_X—2R L4 7o barr Uil PT) 2EKE L

%) HIR - — Bk

aPTT Z A & U7z B+ — Bk FEHK 1L (FVITL LA *

aPTT %A L L72iEMEL ¢ EAEbuE| ik (BLISA, s L)

(APC-R) BERENFOERFRAE (B VHFO

TEMEALEEE RERE] (ACT) Leiden Z85RZ5HL, 7' b B 2021038
572 &)

* gt FVIINEYEREEICB T 2 BERBRIZOWTL,  EYMAEH) (7.2) %R L,
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6 Bl

WOEELRBIVERD, KROBIOHEIZER I TV,

— HEMLIBRA & aPCC O 5AZLE S MAMMUNNEIE [ [BER O Fo/EE) (1) &
e

— HEMLIBRA & aPCC DAY 5 MARTERIE [ [BLR OEH Lo/tE)  (5.2) #2M]

- RN [ LR O EoEE)  (5.3) 2]

6.1 BRERDIRER

BRI TON DRI S T E 2D T, b D ERMLOERRER TH O NT-RIVEHREREZ 5]
DEIL ORI D RIWEFA B L BT 5 2 L IXTE 7, BIKRBY TALNDH
BIREZNKMT 5L HRLWVWEREDND,

WOEIWERIZ, AR ONFERE LGSR L 2 o EEL B (HAVEN 1 & O HAVEN

3) , BAKOEFREEZ R E Lo 1 RO REGE (HAVEN4) |, /NEEFZRE L 14
DOHRAERE (HAVEN2) KO HOHERERBROFET — XISV TnD, b OB
TI%, #1391 Hlo BPEMANS A #5512 HEMLIBRA O ESR G807 &b 1 BfT S 7,
281 1] (72%) 23pR AN (18 kLA k) , 5061 (13%) 2HFHE (12505 18 Ad) , 556
(14%) /N Qs 12 maR0iE) , 561 (1%) BRI B HANS 25K Tholz,
NSRRI TORBEHIRI P REIL 341 (0.1~224438) THoT2,
BKLHRENL - T-RIWER (HEMLIBRA 3% 5 S 72 BE D 10%LL ETHEIER) 1%, EFHTNI
Ji~,  5EYR M ORISR Cd o 70,

HEMLIBRA % T 5 L= BRRBRIZBWNT, 441 (1%) TRWERAO-DEERFIE S,
TS TR NI B E, RS EESE, RAEMEMARTERRIRS, TEIE M OVERENL RS T o 12,
141 (1/668) T, HU emicizumab-kxwh HFFIHUARELIfENALIMEREL L, ZO%RFEGAFIEE
nWic [ TEZEROEH EoME)  (5.3), @IEH 6.2) &),

HEMLIBRA N & 5- SN2 BEICB W TR bNTZEWER 2% 2 [Z5RT,

#&2 HEMLIBRA QERREAR (BIET—%) ICEVWTS%ULEDBEEBETHRESNI-EMER

BEE
SESHE BIVER n (%)

(N=391)
s A EEER IO SRS 85 (22%)
AN FEEN 23 (6%)
R R IR FIEYS 57 (15%)
H G b T 22 (6%)
e 2B XL ONEAMMREE | B 59 (15%)

*OYESTERALN L, VRSO, TESRRARLEE, VESTERALALE, ESHEALAERS, AR
A, TESRALZ O FERE, TESEMLIES, ESENLAOE, TEFERALEAR, TESEALEERRE M OEST
LB 2 E T,

[tk TD aPCC DB
aPCC O H1Z37HNT Kk L TI30HAT04L, 2D 9 H134H (10%) TiX24K5# & 720 100 Ukg % ik
2 5 V)R ED aPCC 3240 B G- S viz, 2o 13fFdf cifketE g, 134 F34F
T TMA B L7 (F£3) . 2SO aPCC #5- & TMA K OUMAFR M & o B 2o
77

x3 BERKRAREATO aPCC 5 KR
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aPCC D24IEH & 7= 0 BRI & (U/kg/24#H)
aPCC ¢ 5-FEfH]
<50 50 —100 > 100
< 245 11 76 18
24 — 48Hjﬂ‘:FEﬁ 0 6 33
> 48K 1 5 10abbb

* [ U T 5, 36HFMER G L 72 5 F TORTOaPCCHE (HAZMbRw) %, 1o
aPCCHTE-LEFRL TS,
11l o
b i AR PR S L E
TES EBL SIS
ESHRAL RS (ISR) 1 LEH85H (22%) TH#iE & 47z, HEMLIBRA DGR CHE Iz
ISR A THREE & I & s S 4L, BUIXIEEEZITORWEEHEA L, MENRELh-T-
ISR JEMRIE, TEGHFAALEE (11%) , IEHEAER (4%) K OVESHTIALZ 9 & (4%) Th

277,

FEDOMDIHE (< 1%) DRI

o R Rl fRIE
BHE RS B R EIR 2 D e WIER O IyE 7 VT F o F—B @l & b iz ik N EBE 241
T, MEBRAEE S E STe, WTHILOERI T, ZOFRZGIIHFRIFEINZICER LT b
DTH-T,

6.2 HERME
oD E 8K & FIER, RO RREMNEN H 5, TUREALADPRE IS0 E I 0E, Ty'AD
JRIE L BRI IRITET D, £72, HDT vEA TROLNLHUEEMRIT, 7 v A Kk,
B Y Py, BUBHRIUREH], OFH3E, EMEEREN O ORI L Y 2B LT 5 hetk
NbH, ZOlw, LLTIZFER T 23 BRIZI 1T 5 emicizumab-kxwh FUAFEBLHE %, HlORERIC K
T DR BLRCM O AN T D HUARBLR L i35 Z &1, BBIRIC O n D RN D 5,
HEMLIBRA DA% JFMEIE, $T emicizumab-kxwh LR D 72 OEER R E L (ELISA) XIXER
fb5% 9 (ECL) BTSNz, 7o0% I MEEKRER CIX, BuREEREE, &£ L7
FVIII A3 (585 %2 FHO C, BT emicizumab-kxwh HFFIFUAZ & 5 IZFEM L 7=, A iF66861 0 &
HFIZHOWT, HU emicizumab-kxwh HURDR A Z 1T > 72, OFE L7258 I FAEEAKRERIZIBWT, B
emicizumab-kxwh HUAD G & 72 o 72 B OEIE1X5.1% (34/668) , in vitro THANEEZH T 5
P1 emicizumab-kxwh FLIANFEHL L 72 BE OEIE132.7% (18/668) TH ->7=, Pt emicizumab LKL
MEERT, WEEORANLIEDVRE I NS AREENR D D, 186D 5 5, 146D HT emicizumab-
kxwh FFIHTARIE, HEMLIBRA OFEMENRESAINEIZERRANICER O & 2B % KX S 2o Tz
23, 445 (0.6%) T emicizumab-kxwh O i #E 18 B DK T 23389 H417=, HAVEN 20D B35 14
(0.2%) 1%, Pt emicizumab-kxwh FFRIPLIAZFEIL L, MHEH emicizumab-kxwh J8 & 2K T S,
SR OIEHEBICADIMEDOMEI (2RI E LTHREL) Z#5k L, HEMLIBRA % AV 7-iRk
Zik L7z, &K< LT, HEMLIBRA OZEMET 17 7 A4 VX, U emicizumab-kxwh Hifl (F
iRz at) 28T BB LAIBRVWEECRIK Ch o7z [ [EELR M LEDOEE)
(5.3) , AIEH 6.1) =M

1 EYHEER
7.1 aPCC M#HIZ & 5185 E
i RARERIZ &2 W, HEMLIBRA & aPCC OFEWMHAAERPRIESIVTCWD [ [ZLER O £
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e (.1, 5.2) 2],

1.2 EY—ERKEEHEEER

HEMLIBRA %, #EMAUMFZEEES VIT K+ (FVIIa) OXKIEIC LY kbhi-7 F—BHK+i%
PEAERT B, NIRRBRRIZIC L A MEEEIC S < BEME (aPTT) CIXAEE R A E X
NWBHM, FOEFRIZIE, FVII 28 hu B A L0 IEMAL & T FVIa 1272 5 72 OB 72 RE
HEEN TS, HEMLIBRA (X b B K ATEMELEZLE L Ligni=d, WNIRRBERIKIZE
DL O XD A TITG O L EEE R A RN 2, NERERIC X 2 EEERM O Z 0
X O 7R 2 AL, aPTT Z#XAKE L2 TORK A (BEE BRI LD FVIL IEENE
70 8) \THEEREE KT T, LLenn, FEEEOmEIEIC X2 KA IX HEMLIBRA |2 X
LB EZ TN, BHEFOREART A -T2 ) U ICRATE D, BOEICLD
FVIIL {EMERIE (Z DWW THRIICEL T Tk 5,

FEJEIZ XL D FVITIEHERAE S v ME, B MEEEA T Y VEEEACHRIETE S, b M
[E K- Z & T e dr X HEMLIBRA (2 UG5 75, HEMLIBRA O AR A4 72 1k ifi /E FH A 3@ RIS HEE
LEREMED B D, ZAUTxFL, U R R A2 F AL HEMLIBRA (ZFREEZMETH Y (THME
PHIE SV, R, AMEME FVIT IEEDOE =2 1 o Z°F0 FVIIL A > b B &2 —IEICf#
HT& 5,

HEMLIBRA (& FVIII A > & B4 —{F{E F CHIEMEZRFFT 572, FVII ORERIMLEIZREIT %
GEE 7 v A BX— R & 5 Bethesda I TIIAREMEEZAE LD, T0RDOVIC, VHKEREAZH
VD 30 FVIT R MRS 2 VN 5 F6 (4 Bethesda 75 (HEMLIBRA FEESZ M) 2MEHATE 5,
HEMLIBRA (3 EHINE V20, BEERAEICA U DB IEERENORET 6 1 HR#EHT
L[ TEERFERE)  (12.3) 220

8 BEEHICHTIERE
8.1 HEhE

U R 7 OB
IR % 95 HEMLIBRA #5007 — X 13550 TE 53, FHHRIERKEE L5y B
U AZIZOWTOH AL 72, Emicizumab-kxwh (22T, B/ EERER X171 TV 720,
HEMLIBRA Z4TIlc# 5 Lz & S RIICHEL R A RRERH D500 E 5 D, K OVEIEREIC 2
Z RIETRREMERH D0 E O IR Th D, IEEY O HEMLIBRA O 51X, RHAICk L TTF
BENDEZIRT 4w EBRRIBIZHT DV A7 % ERIZGEOHRETH I &,
BTOIRIZEBWNT, EREE, WEZOMAERBFOE R XA 703D 5, #HikE 7258
BIFDERHRERAEE LREOHTEIE R ) AZIIAHTH D, KERADICBWT, BRI
RS NIRRT 2 FI R REY EMEOHEY 7 U A 71X, TN 2~4% K 15~
20% T D,

8.2 #Z3Lim

U AT O
Emicizumab-kxwh 23t NREFLFUZ WIS NDE 0 E D), HHE G2 oA RICkT 5%, &
OEFLAT WK T B BT O T O FIE7Z2, B M IgGlde MREALFIZOWMIND Z ENHD
NTWs, BABFEROFEERE@BER TCONRT 4 v ME, FEICXT 2% HEMLIBRA # 5 Ol
AL, R ORI G- 2 7= 3L I12%F L C HEMLIBRA S REE O FLfs R BN 8 5 K
ETRREME L EHICEBETH L,
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8.3 HMERAELB L
HELE
IR R HE 72 2ok 1Y, HEMLIBRA #5458 % = &,

8.4 INEADEE

/NRHEEIZE T D5 HEMLIBRA OZ2 2 & ARINEIIMENL STV 5, /AN A BT %
HEMLIBRA D%, 2 HoME/EA{LAER (HAVEN 1 2 TY HAVEN 3) KON 2 o HEELER
(HAVEN 2 }. (" HAVEN 4) TEfHIT SR TW5, & TORKRRIC, HFEAE (12 @D 18
RA) 47 B E EN TS, HAVEN 2 OFE, FEfEL: L CTNEEBRE Qs 12 mAim)
55 B R OFLIRERE (1 AL 2 R SHIREGEENTWD, T OFERIER CEIMED T
RO NIRRT [ KA (14) 22H]

Emicizumab-kxwh OEFIREIZIBIT A1 b7 7IREIX, KEICESFEZEHEIZBWT, kA
BELOUAZBZDNIBETCHETH =, 60 ARMO/NEEE TIX, emicizumab-kxwh 2
EAR TR TR SN [ THRERE) (12.3) 220 .

—#%Z, HEMLIBRA 7235 X i-/NEERFICB T 2EIWEMAIL, RAMAR A BFH THLIZE]
EROFE R L =N 2ot [ TAITER)  (6.1) &2,

8.5 BEE~NDKRE

HEMLIBRA DK ER TlI6s5m Ll EOBEEN 53 TlhrhoToiz, T b BRENIEEIEE
ERRDRIGERTINE IDITHETE R -T2, MESNTWD 2R DOERRER T, &l
BE LIEEIBE ORIGDOZEITHER STV,
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1.6.22  ERMBRMAXEDMREE
AFNORERIZLIMEIRMSCGE & LT, BINOBAICE (20214810 3 i) OFFREEE 2 LU TR T,

4 BRIRBEESEIE
4.1 BEIGHE
HEMLIBRA %, LT OREIZEBIT DML FO-o0E#EGICHN NS,

o IMPEREREF VILK FA > b X —Z2RAT DA A e RVEMEEER 55 VI A K ZAE)
o MUEEEEE VIN H7A b B —Z2RA LAVEEROMAE A CERIEMEEERS VI
K+ KZJE, FVII<1%)

HEMLIBRA [T X COEMBIZHEHTHZ ENTE S,

4.2 R%-HRE
BRI, AR KO/ ST AR B OTR iR 2 A 5 ERTOB7E T TR T %,

A&

INA RZBHF] (aPCC J O rFVIa %) (2 X 275% (EW@EREEE 5Te) 1%, HEMLIBRA ik
ZBRETAETAICHIET A 2 W4EBR) |

MR EEE 5 VI K7 (EVID) O TBi#% 503, HEMLIBRA {EEDRAIOTH BTG LT LU,
HEEHE L LCiE, RYo4EMITARHARE S LT3 mgke 1R, DIZISMERHEL LTLS
mg/kg 1], XiE3 mg/kg #2iIZ1[F], XiX6 mgkg Z4BIZ1EIDOWTINE L TIERNT 5,

HERFR B LU A L 2hb 6T, Al LU A INIRICTH D,

HERFHBEL YA, TReT 7022 R— 15, EHiNOBRE/NNEE OO LY
A ANHEDETEIRT B,

HREOME (mg HAL) KOBGARE (mL BAD) OFFEITKO LB LT 2,

o IRHID4EBOME 1 BIOAKTHE (3 mgkg)
BEOKE (kg) x AE Gmgkg) = RETRETIVATTOMRE (mg)

o SHAHLIKE 1.5 mgkg & 1#IC 18], 3 mg/kg & 2 #IZ 1 [A1FE721% 6 mgkg % 4 IZ 1 [BDW
FTHOHERFH &
BEOKRE (kg x HE (15 3 F/iE6mgky = HH5TREI VAT ORE (ng)

& TSR3 % HEMLIBRA ORFEOFEIIRDO LB L35,
BHFREDI VAT ORE (mg) + A TRE (mgml) = FE4H3 %X HEMLIBRA O
AR (mL)

BHTRERRBEZ RIS D & X%, [ CEREICIEDR /225 HEMLIBRA (30 mg/mL &K O°
150 mg/mL) ZAHAE DO TITR SR,

1 OFHREEIT2mL UL T &5,
)

(KE16 kg DEE ZRRICHERFHE L U A > & LT1L5 mgkg & LEIZ1AFR 5T 554
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o  ATMHE (WO 4HE) OB : 16kgx 3 mgkg=48 mg (AfTHEL L THERTI T A~
7 D)

o BHIREREEZHETDHITE, ETHELZHE4mg % 150mg/mL TH S : =I v X~
7 48 mg + 150 mg/mL =032 mL (73457~ & HEMLIBRA 150 mg/mL D% &

o HHFEERIBED A T ALY e &K OFEZRINT 5,

o HMEFFRIE (SEHLIE) OB : 16 kg x 1.5 mg/kg =24 mg (HEFFHE L L CHERT IV A~
7 D)

o RETREIEFELFHAETLHICE, ETHELEMAE24 mg% 30 mg/mL THIZ : =I X<
7' 24 mg + 30 mg/mL = 0.8 mL (1 #(Z 1 B 53 53545 OEF 3% HEMLIBRA 30 mg/mL
DI &

o HFEERIBED A T ALY e &K OFEZIRINT 5,

{KEE 40 kg DEBEFRICHERFHEL U A & LT 3mgkg & 212 1 [M#EET 5854 -

o  AMHE (WO 4HE) OF : 40 kg x 3 mgkg =120 mg (AMAEE L THELTI X
~ 7 D)

o RETREIFELFHETLHICE, ETHHELEZHAEI120 mg % 150 mg/mL TH S : =3I X
~ 7 120 mg + 150 mg/mL = 0.8 mL (JE4+3 <& HEMLIBRA 150 mg/mL D% &

o HFBERIBED A T A0 BiEY) e &R OFEZRINT 5,

o HMEFFRIE (SHEHLIE) OB : 40 kg x 3 mg/kg = 120 mg (HEFFHE L L T ERT IV A~
7 D)

o RETREIFELFHETDHICE, ETHELEZHAEI120 mg % 150 mg/mL TH S : =3I X
~ 7 120 mg + 150 mg/mL = 0.8 mL (2 #IZ 1 57 5356 OER 3<% HEMLIBRA 150
mg/mL D55

o HFEERIBED A T ALY e &K OFEZRINT 5,

IREE60 kg DRBEFH X RITHEFFHE L U A & LT6 mg/kg #4IZ1EHR 53 5545 -

o  ATMHE (WO 4HE) OF : 60 kg x 3 mgkg =180 mg (AMMAE L L THELTI X
~7 D)

o RETRIFELFHETDHICE, ETHHELZHEI180 mg % 150 mg/mL THSH : =I X
~ 7 180 mg + 150 mg/mL = 1.20 mL (347X % HEMLIBRA 150 mg/mL D% &

o HFEERIBED A T ALY e &K OFEZRINT 5,

o HMEFFRIE (SHEHLIE) OB : 60 kg x 6 mg/kg =360 mg (HEFFHE L L CHERT I VA~
7 D)

o RETREIFELFHETDHICE, ETHHELEZMAE360 mg % 150 mg/mL THS : =3I X
~7 360 mg + 150 mg/mL = 2.4 mL (4 @2 1 [ 55 58546 O 3% HEMLIBRA 150
mg/mL D55

o HHFEERBE D A T ALY e &K OFEZRINT 5,

TE IR
HEMLIBRA %, EMOTEHIERGICHEHTS Z ENEEINTWVD,

TGS 1 D J] 1A
HEMLIBRA O H EFHFIIHESE X720,

RGPV 555 KT RG22 1 7 B
FE ST/ HEMLIBRA DO FiEH 257z & &i1X, ®kEIO¥REYERORTIA ZRE S LT,
TEX LTRSS ENT OB E21TH L5, BFIHERLTEL, ZOROESIE, TEEELD
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DOEHRICET D, BHEEENT-0EHOAEDLEL ORI CHIR2HEEZRG LN &,

el 70 B EEE T

IE
INEBEICBOWTHEZHET S Z L3RS 52IEBR) |, USREOBREICBITST
—ZFE LTV,

E
65 LA EDOBEFICE W THELZRET 2 2 i3y (5.1, 522M) | TT8E B 25
BEICBIT 2T —21IE 00T 70,

EREREIE 2 R DR RENE 2

IR R RE PR S I IS RE R E O BB B W THEZRE T Z L3R sy (521ES
), PEEOBEEEREE UIFKREREOBRET 2RI L I VA7 O HIZ SN T,
R O T2 AAE LS BV TR, BB E U EREOBE 24 Lo I v X
~ 7 OFBRITFERM I TV e,

ST D P

SRR EREICB T 5 2 v XA~ 7 OREME R OARIED ERXRFHME R S Tunen, B
FILERRBR T I VAT OEMEG 2P LT 2 Z L ARBLEEZZ T T D,
JEMTENC S A R ABIHF] (aPCC KON rFVIIa 25) NLEEREAIE, 44O/ A S Z8UHI O 2B
TEHERETA X A SR &,

JETHNC FVIL 8UAIN LB L e o - A0E, 45HEEZBROZ &,

IEMIEERFRRICH 5 BEEE=F ) 7T 5856, TI VAT ORBESZIT 2O KRS
DONWTIF44HZZ RO Z &,

FHIEENEA (AT &5
IS EREANRE LRSI OBREICBIT A I VAT O KR OHEIMEIIRMESL TH D, =
UZOWTIET —# 56TV,

B 551k

HEMLIBRA O 513 FeG-OH L L, #UR 8@ ks AnCiE35 (6.6 HEMR) |
WL, HEREREAL, TR BIEE, ERAMAUKL OSKEREICIR S (5.2 THBM) |

gl -~ HEMLIBRA O 2 FiES X, /Mi#E UTEFREEE N FEET 5,

WAL 2 R 2 5 Z L 1X, HEFRTALS O PRI UTERICE N B0 (48 HEBM) | K&
WZHEAR, FTEEE, IR L <UTERE D & 25000, XUTIE< A8 L <IIHRBRN & 20021,
HEMLIBRA D fZ F{EH 21T > TIER 5720,

HEMLIBRA |Z X 216 PO TG HBFI 2T 5 & &1, B2 M5 A 5
THZENLEE L,

R OV XTI N L 5 R

HEMLIBRA (%, EEEFEOREOL &L THEMAT L Z ERESNTND, K FENFHIZO
WCTEGI 7R AR A AT - 7o, HHYEDE Y &L, B3 25 HEMLIBRA % B S T,
BEONHEHENEG L TELEZZR,

/NRIZ K % HEMLIBRA O H CEFHZOW T, EML O #EE N 0@k Hr+s b o L
T 5, 1221, TEARmO/NEIC X D B CiERITHELE S R0,

HEMLIBA O 551k OFEMIE, 6.65E N CBEHIRMN CEEZSROZ L,
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4.3 EE

TEPEVE SUR6. VI HIZE U 72BNk 2 i iUE,

4.4 BATEERVERLOEE

FL—HE 7o

EPERBAID | L—3 €U T 4 RO, 5 LR RAIO LT RO » FE S % B f
]\/Tis<0

HEMLIBRA K ONEMRL 7 o | o o v ARSI B 5 i A Mo ) i & e

g PERABR C HEMLIBRA % EH# 5 L2 BE IR W, A7 0 oo v @A (aPCC)
% 24K 372 0 100 U/kg % 8 2 25 “-45) SR8 A & C4REM UL B 5 L7234, e ey 8 e
(TMA) OJEFINHE SN A8HEBM) ., TMA FHLOGEE L TIE, MAESSHRE & Ok
BHTOPER & 0 378 U COZEHREN I S iz, aPCC D% 5% H 1 L, HEMLIBRA O#5-
ZHhlrd 5 &, LERBLINICERRSFED vz, 2 O 2 i, ke s Mg P SR B
HEOMBE) TMA K OFE SRR M R B E B A B 2 18 O RF IR & 1T R72 > T\ b
(48TEBM) . — ADHEEIL TMA DOEI1E#IZ HEMLIBRA #5250 L, MEF (I Z ke L
776

HEMLIBRA % EW|H G- HDEEIZ aPCC 2595 & 1L, TMA BRELLRV 0 E D BT
%o TMAIZEET 2 EEARIER K O/ UL R AT GO b ive 56, EMIKE HIZaPCC D
Beh-Z 91k LT HEMLIBRA OEHE G2l L, BERAMLEMEIZS U iR E B2 3T 5,
TMA 2352422 [B11E L 72%% T HEMLIBRA O EWF 52 BT 2702 & 9 2220 TiE, ERADE
BONHEENRERT 4y NV RT Blr— AN, r—ATHEETHZ &, HEMLIBRA % &%
B L TWDRBRFITAA NABBINLEIRGAETX, LT OANA SABB|OF BT 28551 &
VRAEBMTH L,

TMA O U A7 BEWEE (TMA OBEERE X IIFHEEN & 2 BFSE) UL TMA FEIE O fERA 1
THDHZEMNHHLTWAIFAEA (7 axRYy, F=r, ¥/l AR%) ZEHLTH
HEEERETH XX, HENLETHS,

HEMLIBRA K ONEMAI 7 o b o o v o E A REENC B4 5 A ZERRE

i R#BR C HEMLIBRA % EH#E G L= B2\ T, aPCC %245 &H7- 9 100 Ukg ##8 2 5
)RS B C24RFRILL BB LA, EERMREESNRE SN W8ESR) | &«
72U, PrBEERIEZ B HAERIL R0 - 72, aPCC D#%5-Zd 1 L, HEMLIBRA O#5-% 4
% &, 1A UWNICEREIEENRD itz 48HEESM) . — AOBF LM FLDRIE %
|\Z HEMLIBRA #:5-% F3BH L, MERITIHR A fikfe L 7=,

HEMLIBRA % EH#& 5 HDOEHIZ aPCC /5925 & E1F, MRFERIENRBEL L7220 E 90
BT 5, MEMHERICEET HERER, BETR, LU/ SUIBRRBEERT R AE O by
&, ERIZEHIZ aPCC OF% 5% H 1k LT HEMLIBRA OE## 5.2 Hkr L, BEEALENEIZ S
U7ToiamE AT 5, Mt ERnE4aIZmIiE L% C HEMLIBRA OEME G % BT 5
DEIMICONTIE, EMiEOBE  NEENSIKT 4y NE VAT B lr—AA, r—ATERE
9% Z &, HEMLIBRA % EHHZE L TV DB ITAA NRRMEINMERIGEX, LU FOA ]
ARANOMERICBET 2G4 X A5 WBTH L,
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HEMLIBRA % E#ii 5 O BIFITI T D3 S ABB O HICEET 5 A X A

RA RABIANC X HIRFIE, HEMLIBRA L& BT DRTHICHIET D095,
HEMLIBRA DEM G-I ASA NAMAZHERH L7203 o 20 IGE1E, TOEMRLHES
WH A7 2 — o NWT, EMITIT_XTOBRERY XIIN#EELFELEOLERD D,
HEMLIBRA %, BFOREFEZMEES T DL, TO7D, NA XA WE| OV EFX, HEMLIBRA
DEMBE G2 LOBEID b0 b B2 N5, A SZBEF O M &R O GHEIX, M
MO L FRE, K OVEF OBAREIIKTT 5, BIOTERSERE MREBRERH SRV, aPCC
O ITEET 5~ & Th 5, HEMLIBRA ZEH#HE G L TV D EHIZ aPCC BDRLERGE, 0
WIBIHEIES0 Ukg UTE L, BEREICE2E=2) 7 (BHet=21 7, M/ RBE,
J OMARSE ORI E) O FEmAHERE SN D, FIMIHES0 Ukg AT D aPCC Tz = b r—
JLTERWEAD aPCC OIBMMEE X, FHTZ TMA T fiAe ZERe0E O 2 K O I ORERR D 7=
DOMKBEEET =42V 7 2BEL, EFHEEUIEEOTTCEmMTHbDET 5, aPCC D
BB EEIT, 1RIRBIME D R O24F/E]T100 Ukg 82 TixZe H7avy, g D241 T100
Ukg WO IR KIEZ X 5 aPCC IREEBIET S84, TARIEIL, TMA K OMAEZERIED U A
7 DY A7 AEEIC MR L2 e 50,

ERRFBR ClX, HEMLIBRA % EM# G-+ O BFH ~DOBIn M2 IEMER & N FVIL 84| (rFVIla)
DOHEMPEH T TMA T AR FEGORERFITERD i o Tz,

HEMLIBRA O EHBEH 1L /D072 < L b6l AL, /A SZRBAKIE G H A 72 Z2HE D MBLN
Ho (52HEZBM)

BEERA KT 2= I v A~ T O

T VAN, IEERIMEEEEE S VI K+ (FVIIa) OXKIEIZ K0 Kbii=7 F—B ik 7%
PEZAFET 5, PWIRRRRIEIC X 2 MR 2 S < BEEM A (IEMELEEERR] [ACT] <ei& AL
WAy hu AR T T AF WM [aPTT] ) CIXREFEFFEAHE S 528, ORI, FVII
N ha B A X DIEHEE ST FVIa I272 5 72 DI BRI b HEN TS, =I TR~
T b BN K BTEE b ELEE LTz, NIRBRRKICE S Zo k5 i Tlis s
AU 2 U E R 23 W RN M T 5, WIRSRIRIEIC X D EEERF O Z 0 X 5 72l 72 M 1E, aPTT
BREAL L2 TORRN A (BEE—BHEIC L 2 FVILIEMEREZ &) ICERZEE KT (44
H, RI1ZR) —F, BROAESLEEEICIIHERNTREIZIT I VA~ TICL D BBEZIT RV
D, {BEPOREFENT A —2E=2 Y U ZICFIHTE 5, BEIEICE D FVIL IEEREIZ OV T
FRICLL T ik 5,

FEJEIZ XL D FVITIEMHERAE S v ML, b MEBEEA IV VEEEA TRESNTZHORH
5, B MEEKRFZEU0BREITZIVATIINNL, = v X< 7 OEA 72 E/ER 2\ K
FHMELCLE D AN H D, Zhicx L, vIEERFESDREITT I v X~ T IR
Thd (EESHE SR 720, WIRMESUIAMENME FVITIEEOE =4 U > 78 FVI A
YEBEZ—OHEIHEHT L N TE D,

T I VAL FVII A b BEX —OFE F CHOIFHZRFFT 5728, FVII OFRERIEE
T DHUEEE T v A & X— R L F % Bethesda {5 TIIBEMER RN AEL D, Zhofibb &L LT
UV HSREAIC L DA FVILIEMMA K2 O 7258 6 Bethesda 75 (= 3 3 X~ 7 IR 1
HHTLZENTED,

Do FE~v—h—Xinvivo TOT I L AT OED IEMAEH % K925 O TixRnn
(aPTT |Fm A L, FVILIEMEOREMEITERKFH SN TV D AR H 5) , =I T A~

(B
L,
) %
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7 OREBEEENEH OFRTFRIEIZIZ 2 0 55,

4 7% |2, HEMLIBRA #5-B& (23517 5 HEMLIBRAVEMEDE =4 1 o 2 e R Al Fo s X
VEHUEEERTE O JH B E KO FVIIL A > b B X2 —O SlIEICIE, WIRRRIKIC X 5 ik 2
EOSREBREEANDRETIE AV, NERREIC X 5 kRIS < BRRAEE V54
H1x, FORREO S TR HIfE R O & 2 BF OM/DIBFRIC 27N Y, Z I SEE T EM
ZEDTHMZSI SR TBZERLH D0, FESMLETHD,

TI VAT TICL Y EENEL LERBRAER RSN WERBEREZULTORUIR LTS,
TV A2 ZIEEI AR W0, BEEBREICA U DBk 50 bR ol A MR
% (S2IEBMW)

K1 IIVAVTICKYEENELHHRERERUVEENE LR VERERE

TI VAT TR B E T DGR TI VAT TR B EZT RO R

- IEMEEABERSY R e R T AT R - FVII A > b ¥ — itz lET 5
(aPTT) Bethesda 75 (7 T 388 HE)

- FVII A > b ¥ — iz lET 5 - hmrrEUEER (TT)

Bethesda 15 (HE[EH 7 v & A 2 _X—RA LT - Za ke Uil (PT) #EARLE L7-H
%) K- Bi5

- aPTT 2 AL L-HR+—BHE - REHIK 7L (FVIT L) !

- aPTT ZHAK L L7235 ME b ¢ & A #yihE - thyEVE (ELISA, HvaakBrss)
(APC-R) - BERF OB FHRE (5 VKO Leiden

- IEMEACEEEIREE] (ACT) JERIER, T'r b e 20210 Eis e

&)

U g ta FVIITIEPER EVEICB T 2 EEREEAIZOWTIE, 44HEZZHOZ b,

/N

AT O/NRIZIR T 57 — 213G 6 T, AR K OFIE Tk R 235 E & Bich 5
72, ZThbOBEITRT D MAREDEIEN Y 27 (FLEIRD T — 7 /W2 B U 72 AR AES)
ET ) AT« N7 ¢y FRHMIICER L TIE, £ OREEE A & U E A B OMHEXTHIRE 2 B EIC
ANDRERD D,

4.5 EYWHEERERVZDMOBEEER

T I VAR TIZOWNTHo 722 T oI E B S = A EEHRER I T DI Tz,

EEARMRERIC LD, =X X~v7 L aPCC DY AP RBEINTWND (44TH KL T4.8IHS

) o

ARG RBR OSSR D, rFVIIa XL FVII 2= 3 ¥ X~ 7 LT 2 L mEEE o mleertn H 5,

T IV A~ T ITREREA T 5 720, HEMLIBRA OEHIH G2 FEM L TV W4 & el L

T, IRMICES 5 FVIa XX FVIH OfEIZD R b tE2 N5,

MARPESOHE DS, ERIT FVIla X% FVII OG5 HIEE2EZE L, RIS EZREAIZIX

HEMLIBRA OFEHHK G242 2 L, SOREFL, Hx OEFRRICEDLE TITH &

TH D,

o MEEZTOHWIZHT-> T, EAOWMEZEETRXTHDH, BEMIZIE, =ITv X~
T ORI 72 N RAT IR VA REMED B D

o F&th FVII IEMRIEEES W= U o ZIRERERE O 50fEst L 72 282N H 0,
MARFRAEE OMEZEFELTH I,
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HEMLIBRA % EW#E L TWAHEEIZEBIT S aPCC XX rFVIIa & HUlRHESZ IR & O DF R 5R
FRHNTWD, L, =I v A7 a2R5EHORE|Z aPCC ik tFVIla & HUlkHkE R R izA] o
EHREZHAT D & X1, MBREFROAJREELZEETILNERD D,

4.6 AHERE, HIRE REL

BEHE P RE 22 A RERE:

HEMLIBRA O 5-% % 17 T\ A IFUR AJRE 72 2o 1E, HEMLIBRA O 5-H1 i O G- 1B 1%/ 7
< Eber HM, AhelHEEa2ERA L ozuy (S2EEM) |

LRI

HFICBT 5= v A~ 7 O HICEET 2 AR RER T30 < Ty 72wy, HEMLIBRA % U7z
B AEMRBRIIER SN TRV, I A TR E Lz L XBIRICEE L 72 5w herE
DHDHMNE DD, MOVEMRICHELZ KIETARERH L0 EI DI AATH DL, ERF O
HEMLIBRA OffE L, R R OV RICIARIED Y A7 BREmED Z &, KONV ONDITER
AOHESREFEMEM A NEERE (DIC) OU AZHKERHE ST LN TWD I EE2EBEL, Wffsh
HEHE~DOFGE IR EA~DEAERI Y 2 7 % ERIDBEIZRHRETH D,

=

T I VAT DEAFICHEN SN DD ENEIAHATH D, AHELEICHT A= I v AT D%
AR OZF OIFE A T 2R BULFEM STy, b B IgGlde MERLHIZHOW S D

ZENMENTWD, AT T 5%, HEMLIBRA #EiEZ k42 /2 5%, FHkice

> TOERILOFIEE & FHRIZ & > TORFEOF R ZZE L TRORITHIE R 6720,

AEBfRE

EREFEME B 5 BIRIRIT, ELHER R ORIBOA IR 2R L TR (S3EBH) |
DATEREICET 57 — 2 3BT/, Ltﬁor,%ﬁ&@ﬁﬁwin%_ﬁﬁém v
R T DRBIRHTH 5,

4.7 EELR UBEWIRIER ﬁt%ié%%
HEMLIBRA I3, J&iiz K& O ERE L2\,

4.8 1FELLLELMER
ZetET a7 7y A VOE

HEMLIBRA ORI 72 BT e 7 7 A viX, BB L ORLERGERHE DT — X IS0
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
HEMLIBRA safely and effectively. See full prescribing information for
HEMLIBRA.

HEMLIBRA® (emicizumab-kxwh) injection, for subcutaneous use
Initial U.S. Approval: 2017

WARNING: THROMBOTIC MICROANGIOPATHY and
THROMBOEMBOLISM

See full prescribing information for complete boxed warning.

Cases of thrombotic microangiopathy and thrombotic events were
reported when on average a cumulative amount of

>100 U/kg/24 hours of activated prothrombin complex concentrate
(aPCC) was administered for 24 hours or more to patients receiving
HEMLIBRA prophylaxis. Monitor for the development of
thrombotic microangiopathy and thrombotic events if aPCC is
administered. Discontinue aPCC and suspend dosing of HEMLIBRA
if symptoms occur.

e 6 mg/kg once every four weeks. (2.1)

See Full Prescribing Information for important preparation and administration
instructions. (2.2)

DOSAGE FORMS AND STRENGTHS———
Injection:
e 30 mg/mL in a single-dose vial (3)
e 60 mg/0.4 mL in a single-dose vial (3)
e 105 mg/0.7 mL in a single-dose vial (3)
e 150 mg/mL in a single-dose vial (3)

CONTRAINDICATIONS

RECENT MAJOR CHANGES

Dosage and Administration, Preparation and Administration (2.2)  06/2020

Warnings and Precautions (5.1, 5.2) 03/2021
Warnings and Precautions, Immunogenicity (5.3) 12/2021
INDICATIONS AND USAGE

HEMLIBRA is a bispecific factor IXa- and factor X-directed antibody
indicated for routine prophylaxis to prevent or reduce the frequency of
bleeding episodes in adult and pediatric patients ages newborn and older with
hemophilia A (congenital factor VIII deficiency) with or without factor VIII
inhibitors. (1)

DOSAGE AND ADMINISTRATION
Recommended loading dose is 3 mg/kg by subcutaneous injection once
weekly for the first 4 weeks, followed by a maintenance dose of:
o 1.5 mg/kg once every week, or
o 3 mg/kg once every two weeks, or

None (4)
WARNINGS AND PRECAUTIONS—F——

e Immunogenicity: Anti-emicizumab antibodies (including neutralizing
antibodies) have developed in HEMLIBRA-treated patients.

e In case of clinical signs of loss of efficacy, promptly assess the etiology
and consider a change in treatment if neutralizing antibodies are suspected.
(5.3,6.1,6.2)

e Laboratory Coagulation Test Interference: HEMLIBRA interferes with
activated clotting time (ACT), activated partial thromboplastin time
(aPTT), and coagulation laboratory tests based on aPTT, including one-
stage aPTT-based single-factor assays, aPTT-based Activated Protein C
Resistance (APC-R), and Bethesda assays (clotting-based) for
factor VIII (FVIII) inhibitor titers. Intrinsic pathway clotting-based
laboratory tests should not be used. (5.4, 7.2)

ADVERSE REACTIONS

Most common adverse reactions (incidence >10%) are injection site reactions,
headache, and arthralgia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 12/2021

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: THROMBOTIC MICROANGIOPATHY and
THROMBOEMBOLISM
1 INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
2.2 Preparation and Administration
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Thrombotic Microangiopathy Associated with HEMLIBRA and
aPCC
5.2 Thromboembolism Associated with HEMLIBRA and aPCC
5.3 Immunogenicity
5.4 Laboratory Coagulation Test Interference
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
7 DRUG INTERACTIONS
7.1 Hypercoagulability with Concomitant Use of aPCC

S

7.2 Drug-Laboratory Test Interactions
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Hemophilia A without FVIII Inhibitors
14.2 Hemophilia A with FVIII Inhibitors
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not
listed.




FULL PRESCRIBING INFORMATION

WARNING: THROMBOTIC MICROANGIOPATHY AND THROMBOEMBOLISM

Cases of thrombotic microangiopathy and thrombotic events were reported when on average
a cumulative amount of >100 U/kg/24 hours of activated prothrombin complex concentrate
was administered for 24 hours or more to patients receiving HEMLIBRA prophylaxis.
Monitor for the development of thrombotic microangiopathy and thrombotic events if aPCC
is administered. Discontinue aPCC and suspend dosing of HEMLIBRA if symptoms occur.

1 INDICATIONS AND USAGE

HEMLIBRA is indicated for routine prophylaxis to prevent or reduce the frequency of bleeding
episodes in adult and pediatric patients ages newborn and older with hemophilia A (congenital
factor VIII deficiency) with or without factor VIII inhibitors.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
For subcutaneous use only.

The recommended loading dose is 3 mg/kg by subcutaneous injection once weekly for the first
4 weeks, followed by a maintenance dose of:

e 1.5 mg/kg once every week, or
¢ 3 mg/kg once every two weeks, or
e 6 mg/kg once every four weeks.

The selection of a maintenance dose should be based on healthcare provider preference with
consideration of regimens that may increase patient adherence.

Discontinue the prophylactic use of bypassing agents the day before starting HEMLIBRA
prophylaxis.

The prophylactic use of factor VIII (FVIII) products may be continued during the first week of
HEMLIBRA prophylaxis.

Missed Dose

If a dose of HEMLIBRA is missed administer as soon as possible and then resume usual dosing
schedule. Do not administer two doses on the same day to make up for a missed dose.

2.2 Preparation and Administration

HEMLIBRA is intended for use under the guidance of a healthcare provider. After proper
training in subcutaneous injection technique, a patient may self-inject, or the patient’s caregiver
may administer HEMLIBRA, if a healthcare provider determines that it is appropriate.
Self-administration is not recommended for children less than 7 years of age. The HEMLIBRA
“Instructions for Use” contains more detailed instructions on the preparation and administration
of HEMLIBRA [see Instructions for Use].

e Visually inspect HEMLIBRA for particulate matter and discoloration before administration.
HEMLIBRA for subcutaneous administration is a colorless to slightly yellow solution. Do not
use if particulate matter is visible or product is discolored.

e A syringe, a transfer needle with filter and an injection needle are needed to withdraw
HEMLIBRA solution from the vial and inject it subcutaneously.




e Refer to the HEMLIBRA “Instructions for Use” for handling instructions when combining
vials. Do not combine HEMLIBRA vials of different concentrations (i.e. 30 mg/mL and
150 mg/mL) in a single injection.

Please see below the selection criteria for the recommended device options:

¢ Administer doses of HEMLIBRA up to 1 mL with a 1 mL syringe. A 1 mL syringe fulfilling
the following criteria may be used: Transparent polypropylene or polycarbonate syringe with
Luer-Lock tip, graduation 0.01 mL, sterile, for injection only, single-use, latex-free and non-
pyrogenic, commercially available in the US.

e Administer doses of HEMLIBRA greater than 1 mL and up to 2 mL with a 2 mL or 3 mL
syringe. A 2 mL or 3 mL syringe fulfilling the following criteria may be used: Transparent
polypropylene or polycarbonate syringe with Luer-Lock tip, graduation 0.1 mL, sterile, for
injection only, single-use, latex-free, and non-pyrogenic, commercially available in the US.

o A transfer needle with a filter fulfilling the following criteria should be used: Stainless steel
needle with Luer-Lock connection, sterile, 18 gauge, length 1 to 1'% inch, single bevel or
semi-blunted tip, single-use, latex-free, containing a 5-micron filter and non-pyrogenic,
commercially available in the US.

¢ An injection needle fulfilling the following criteria may be used: Stainless steel with
Luer-Lock connection, sterile, 26 gauge (acceptable range: 25 — 27 gauge), length preferably
3/g inch or maximal length % inch, single-use, latex-free and non-pyrogenic, including needle
safety feature, commercially available in the US.

¢ Administer each injection at a different anatomic location (upper outer arms, thighs, or any
quadrant of abdomen) than the previous injection. An injection should never be given into
moles, scars, or areas where the skin is tender, bruised, red, hard, or not intact. Administration
of HEMLIBRA in the upper outer arm should only be performed by a caregiver or healthcare
provider.

e Discard any unused HEMLIBRA remaining in the single-dose vial.

3 DOSAGE FORMS AND STRENGTHS
HEMLIBRA is available as a colorless to slightly yellow solution in single-dose vials.

Injection:

30 mg/mL

60 mg/0.4 mL
105 mg/0.7 mL
150 mg/mL

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Thrombotic Microangiopathy Associated with HEMLIBRA and aPCC

Cases of thrombotic microangiopathy (TMA) were reported from clinical trials when on average
a cumulative amount of >100 U/kg/24 hours of activated prothrombin complex concentrate
(aPCC) was administered for 24 hours or more to patients receiving HEMLIBRA prophylaxis. In
clinical trials, thrombotic microangiopathy was reported in 0.8% of patients (3/391) and in 8.1%
of patients (3/37) who received at least one dose of aPCC. Patients presented with
thrombocytopenia, microangiopathic hemolytic anemia, and acute kidney injury, without severe
deficiencies in ADAMTSI3 activity.



Evidence of improvement was seen within one week following discontinuation of aPCC. One
patient resumed HEMLIBRA following resolution of TMA.

Consider the benefits and risks if aPCC must be used in a patient receiving HEMLIBRA
prophylaxis. Due to the long half-life of HEMLIBRA, the potential for an interaction with aPCC
may persist for up to 6 months after the last dose. Monitor for the development of TMA when
administering aPCC. Immediately discontinue aPCC and interrupt HEMLIBRA prophylaxis if
clinical symptoms and/or laboratory findings consistent with TMA occur, and manage as
clinically indicated. Consider the benefits and risks of resuming HEMLIBRA prophylaxis
following complete resolution of TMA on a case-by-case basis.

5.2 Thromboembolism Associated with HEMLIBRA and aPCC

Thrombotic events were reported from clinical trials when on average a cumulative amount of
>100 U/kg/24 hours of aPCC was administered for 24 hours or more to patients receiving
HEMLIBRA prophylaxis. In clinical trials, thrombotic events were reported in 0.5% of patients
(2/391) and in 5.4% of patients (2/37) who received at least one dose of aPCC.

No thrombotic event required anticoagulation therapy. Evidence of improvement or resolution
was seen within one month following discontinuation of aPCC. One patient resumed
HEMLIBRA following resolution of thrombotic event.

Consider the benefits and risks if aPCC must be used in a patient receiving HEMLIBRA
prophylaxis. Due to the long half-life of HEMLIBRA, the potential for an interaction with aPCC
may persist for up to 6 months after the last dose. Monitor for the development of
thromboembolism when administering aPCC. Immediately discontinue aPCC and interrupt
HEMLIBRA prophylaxis if clinical symptoms, imaging, or laboratory findings consistent with
thromboembolism occur, and manage as clinically indicated. Consider the benefits and risks of
resuming HEMLIBRA prophylaxis following complete resolution of thrombotic events on a
case-by-case basis.

5.3 Immunogenicity

Treatment with HEMLIBRA may induce anti-drug antibodies. Anti-emicizumab-kxwh
antibodies were reported in 5.1% of patients (34/668) treated with HEMLIBRA in clinical trials.
Most patients with anti-emicizumab-kxwh antibodies did not experience a change in
HEMLIBRA plasma concentrations or an increase in bleeding events; however, in uncommon
cases (incidence < 1%), the presence of neutralizing antibodies with decreasing plasma
concentration may be associated with loss of efficacy /see Adverse Reactions (6.1, 6.2)].

Monitor for clinical signs of loss of efficacy (e.g., increase in breakthrough bleeding events) and
if observed, promptly assess the etiology and consider a change in treatment if neutralizing anti-
emicizumab-kxwh antibodies are suspected.

5.4 Laboratory Coagulation Test Interference

HEMLIBRA affects intrinsic pathway clotting-based laboratory tests, including activated
clotting time (ACT), activated partial thromboplastin time (aPTT), and all assays based on aPTT,
such as one-stage factor VIII (FVIII) activity (Table 1). Therefore, intrinsic pathway clotting-
based laboratory test results in patients treated with HEMLIBRA should not be used to monitor
HEMLIBRA activity, determine dosing for factor replacement or anti-coagulation, or measure
FVIII inhibitor titers [see Drug Interactions (7.2)]. Laboratory tests affected and unaffected by
HEMLIBRA are shown in Table 1.



Table1 Coagulation Test Results Affected and Unaffected by HEMLIBRA

Results Affected by HEMLIBRA Results Unaffected by HEMLIBRA
Activated partial thromboplastin time (aPTT) Bethesda assays (bovine chromogenic) for FVIII
Bethesda assays (clotting-based) for FVIII inhibitor titers

inhibitor titers Thrombin time (TT)
One-stage, aPTT-based, single-factor assays One-stage, prothrombin time (PT)-based, single-
aPTT-based Activated Protein C Resistance factor assays
(APC-R) Chromogenic-based single-factor assays other
Activated clotting time (ACT) than FVIIT*
Immuno-based assays (i.e., ELISA, turbidimetric
methods)
Genetic tests of coagulation factors (e.g., Factor V
Leiden, Prothrombin 20210)

*For important considerations regarding FVIII chromogenic activity assays, see Drug Interactions (7.2).

6 ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the labeling:

e Thrombotic Microangiopathy Associated with HEMLIBRA and aPCC [see Warnings and
Precautions (5.1)]
e Thromboembolism Associated with HEMLIBRA and aPCC [see Warnings and Precautions

(3.2)]

e Immunogenicity [see Warnings and Precautions (5.3)]

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 directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The following adverse reactions are based on pooled data from two randomized trials in adult
and adolescent patients (HAVEN 1 and HAVEN 3), one single-arm trial in adult and adolescent
patients (HAVEN 4), one single-arm trial in pediatric patients (HAVEN 2), and one dose-finding
trial, in which a total of 391 male patients with hemophilia A received at least one dose of
HEMLIBRA as routine prophylaxis. Two hundred eighty-one patients (72%) were adults (18
years and older), 50 (13%) were adolescents (12 years up to less than 18 years), 55 (14%) were
children (2 years up to less than 12 years), and five (1%) were infants (1 month up to less than 2
years). The median duration of exposure across the studies was 34.1 weeks (0.1 to 224.4 weeks).

The most frequently reported adverse reactions observed in > 10% of patients treated with
HEMLIBRA were injection site reactions, headache, and arthralgia.

Four patients (1%) in the clinical trials receiving HEMLIBRA prophylaxis withdrew from
treatment due to adverse reactions, which were thrombotic microangiopathy, skin necrosis and
superficial thrombophlebitis, headache, and injection site reaction.

One patient (1/668) withdrew from treatment after developing neutralizing anti-emicizumab-
kxwh antibodies associated with loss of efficacy [see Warnings and Precautions (5.3), Adverse
Reactions (6.2)].

Adverse reactions observed in patients who received HEMLIBRA are shown in Table 2.



Table 2 Adverse Reactions Reported in > 5% of Patients from Pooled Clinical Trials
with HEMLIBRA
Number of Patients
Body System Adverse Reaction n (%)
(N=391)
General Disorders and Injection site reaction™ 85 (22%)
Administration Site Conditions Pyrexia 23 (6%)
Nervous System Disorders Headache 57 (15%)
Gastrointestinal Disorders Diarrhea 22 (6%)
Musculoskeletal and Connective . 0
Tissue Disorders Arthralgia 39 (15%)

* Includes injection site bruising, injection site discomfort, injection site erythema, injection site hematoma,
injection site induration, injection site pain, injection site pruritus, injection site rash, injection site reaction,
injection site swelling, injection site urticaria, and injection site warmth.

Characterization of aPCC treatment in pooled clinical trials

There were 130 instances of aPCC treatment in 37 patients, of which 13 instances (10%)
consisted of on average a cumulative amount of >100 U/kg/24 hours of aPCC for 24 hours or
more; two of the 13 were associated with thrombotic events and three of the 13 were associated
with TMA (Table 3). No TMA or thrombotic events were associated with the remaining
instances of aPCC treatment.

Table 3 Characterization of aPCC Treatment* in Pooled Clinical Trials

Duration of aPCC Average cumulative amount of aPCC over 24 hours (U/kg/24 hours)
treatment <50 50100 ~ 100
<24 hours 11 76 18
24 — 48 hours 0 6 3a
> 48 hours 1 5 10a-b:bb

* An instance of aPCC treatment is defined as all doses of aPCC received by a patient, for any reason, until there
was a 36-hour treatment-free break.

2 Thrombotic event.
® Thrombotic microangiopathy.

Injection Site Reactions

In total, 85 patients (22%) reported injection site reactions (ISRs). All ISRs observed in
HEMLIBRA clinical trials were reported as mild to moderate intensity and 93% resolved
without treatment. The commonly reported ISR symptoms were injection site erythema (11%),
injection site pain (4%), and injection site pruritus (4%).

Other Less Common (<1%) Reactions
e Rhabdomyolysis

Rhabdomyolysis was reported in two adult patients with asymptomatic elevations in serum
creatine kinase without associated renal or musculoskeletal symptoms. In both instances, the
event occurred following an increase in physical activity.



6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of
antibody formation is highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of antibody positivity in an assay may be influenced by
several factors, including assay methodology, sample handling, timing of sample collection,
concomitant medication, and underlying disease. For these reasons, comparison of the incidence
of antibodies to emicizumab-kxwh in the studies described below with the incidence of
antibodies in other studies or to other products may be misleading.

The immunogenicity of HEMLIBRA was evaluated using an enzyme-linked immunosorbent
assay (ELISA) or an electrochemiluminescence (ECL) assay for anti-emicizumab-kxwh
antibodies. In the 7 phase III clinical trials, antibody positive samples were further evaluated for
neutralizing anti-emicizumab-kxwh antibodies using a modified FVIII chromogenic assay. A
total of 668 patients were tested for anti-emicizumab-kxwh antibodies. In the pooled phase II1
clinical trials, 5.1% of patients (34/668) tested positive for anti-emicizumab-kxwh antibodies and
2.7% of patients (18/668) developed anti-emicizumab-kxwh antibodies that were neutralizing in
vitro. The anti-emicizumab antibody positive rate may be under-reported due to the limitation of
the assay. Of these 18 patients, the neutralizing anti-emicizumab-kxwh antibodies did not have a
clinically meaningful impact on the pharmacokinetics or efficacy of HEMLIBRA in 14 patients,
while decreased emicizumab-kxwh plasma concentrations were observed in four patients (0.6%).
One patient (0.2%) from HAVEN 2, who developed neutralizing anti-emicizumab-kxwh
antibodies and decreased emicizumab-kxwh plasma concentrations, experienced loss of efficacy
(manifest as breakthrough bleeding) after 5 weeks of treatment and discontinued HEMLIBRA
treatment. Overall, the safety profile of HEMLIBRA was similar between those patients with
anti-emicizumab-kxwh antibodies (including neutralizing antibodies) and those without /see
Warnings and Precautions (5.3), Adverse Reactions (6.1)].

7 DRUG INTERACTIONS
7.1 Hypercoagulability with Concomitant Use of aPCC

Clinical experience suggests that a drug interaction exists with HEMLIBRA and aPCC [see
Warnings and Precautions (5.1, 5.2)].

7.2 Drug-Laboratory Test Interactions

HEMLIBRA restores the tenase cofactor activity of missing activated factor VIII (FVIlla).
Coagulation laboratory tests based on intrinsic clotting (i.e., aPTT) measure the total clotting
time including time needed for activation of FVIII to FVIIla by thrombin. Such intrinsic
pathway-based tests will yield overly shortened clotting times with HEMLIBRA, which does not
require activation by thrombin. The overly shortened intrinsic clotting time will then disturb all
single-factor assays based on aPTT, such as the one-stage FVIII activity assay; however, single-
factor assays utilizing chromogenic or immuno-based methods are unaffected by HEMLIBRA
and may be used to monitor coagulation parameters during treatment, with specific
considerations for FVIII chromogenic activity assays as described below.

Chromogenic FVIII activity tests may be manufactured with either human or bovine coagulation
proteins. Assays containing human coagulation factors are responsive to HEMLIBRA but may
overestimate the clinical hemostatic potential of HEMLIBRA. In contrast, assays containing
bovine coagulation factors are insensitive to HEMLIBRA (no activity measured) and can be used
to monitor endogenous or infused FVIII activity, or to measure anti-FVIII inhibitors.

HEMLIBRA remains active in the presence of inhibitors against FVIIIL, so it will produce a false-
negative result in clotting-based Bethesda assays for functional inhibition of FVIIIL. Instead, a



chromogenic Bethesda assay utilizing a bovine-based FVIII chromogenic test that is insensitive
to HEMLIBRA may be used.

Due to the long half-life of HEMLIBRA, effects on coagulation assays may persist for up to 6
months after the last dose /see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data on HEMLIBRA use in pregnant women to inform a drug-associated
risk of major birth defects and miscarriage. Animal reproduction studies have not been
conducted with emicizumab-kxwh. It is not known whether HEMLIBRA can cause fetal harm
when administered to a pregnant woman or can affect reproduction capacity. HEMLIBRA
should be used during pregnancy only if the potential benefit for the mother outweighs the risk to
the fetus.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The
estimated background risk of major birth defects and miscarriage for the indicated populations is
unknown. In the U.S. general population, the estimated background risk of major birth defect and
miscarriage in clinically recognized pregnancies is 2 —4% and 15—-20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of emicizumab-kxwh in human milk, the effects
on the breastfed child, or the effects on milk production. Human IgG is known to be present in
human milk. The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for HEMLIBRA and any potential adverse effects on the
breastfed child from HEMLIBRA or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception
Women of childbearing potential should use contraception while receiving HEMLIBRA.

8.4 Pediatric Use

The safety and efficacy of HEMLIBRA have been established in pediatric patients. Use of
HEMLIBRA in pediatric patients with hemophilia A is supported by two randomized trials
(HAVEN 1 and HAVEN 3) and two single-arm trials (HAVEN 2 and HAVEN 4). All clinical
trials included pediatric patients in the following age group: 47 adolescents (12 years up to less
than 18 years). Only HAVEN 2 included pediatric patients in the following age groups: 55
children (2 years up to less than 12 years) and five infants (1 month up to less than 2 years). No
differences in efficacy were observed between the different age groups /see Clinical Studies

(14)].

The steady-state plasma trough concentrations of emicizumab-kxwh were comparable in adult
and pediatric patients older than 6 months at equivalent weight-based doses. Lower
concentrations of emicizumab-kxwh were predicted in pediatric patients less than 6 months old
[see Clinical Pharmacology (12.3)].

In general, the adverse reactions in HEMLIBRA-treated pediatric patients were similar in type to
those seen in adult patients with hemophilia A [see Adverse Reactions (6.1)].



8.5 Geriatric Use

Clinical studies of HEMLIBRA did not include a sufficient number of patients aged 65 and over
to determine whether they respond differently from younger patients. Other reported clinical
experience has not identified differences in responses between the elderly and younger patients.

11 DESCRIPTION

Emicizumab-kxwh is a humanized monoclonal modified immunoglobulin G4 (IgG4) bispecific
antibody binding factor IXa and factor X. Emicizumab-kxwh has an approximate molecular
weight of 145.6 kDa and is produced in genetically engineered mammalian (Chinese hamster
ovary) cells. Emicizumab-kxwh has no structural relationship or sequence homology to FVIII
and, as such, does not induce or enhance the development of direct inhibitors to FVIIL

HEMLIBRA (emicizumab-kxwh) injection is a sterile, preservative-free, colorless to slightly
yellow solution for subcutaneous injection supplied in single-dose vials containing emicizumab-
kxwh at 30 mg/mL, 60 mg/0.4 mL, 105 mg/0.7 mL, or 150 mg/mL.

Each single-dose 30 mg vial contains a 1 mL solution of emicizumab-kxwh (30 mg), L-arginine
(26.1 mg), L-histidine (3.1 mg), and poloxamer 188 (0.5 mg), adjusted to pH 6.0 with L-aspartic
acid.

Each single-dose 60 mg vial contains a 0.4 mL solution of emicizumab-kxwh (60 mg),
L-arginine (10.5 mg), L-histidine (1.2 mg), and poloxamer 188 (0.2 mg), adjusted to pH 6.0 with
L-aspartic acid.

Each single-dose 105 mg vial contains a 0.7 mL solution of emicizumab-kxwh (105 mg),
L-arginine (18.3 mg), L-histidine (2.2 mg), and poloxamer 188 (0.4 mg), adjusted to pH 6.0 with
L-aspartic acid.

Each single-dose 150 mg vial contains a 1 mL solution of emicizumab-kxwh (150 mg),
L-arginine (26.1 mg), L-histidine (3.1 mg), and poloxamer 188 (0.5 mg), adjusted to pH 6.0 with
L-aspartic acid.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

HEMLIBRA bridges activated factor IX and factor X to restore the function of missing activated
factor VIII that is needed for effective hemostasis.

12.3 Pharmacokinetics

Emicizumab-kxwh exhibited dose-proportional pharmacokinetics over a dose range of 0.3 mg/kg
(0.1 times approved recommended starting dosage) to 6 mg/kg following subcutaneous
administration. Following multiple subcutaneous administrations of a loading dose of 3 mg/kg
emicizumab-kxwh once weekly for the first 4 weeks in hemophilia A patients, mean (+ SD)
trough plasma concentrations of 52.6 £+ 13.6 pg/mL was achieved at Week 5. Sustained mean

(£ SD) plasma concentrations of emicizumab-kxwh at steady-state with the recommended
maintenance doses are shown in Table 4.



Table4 Mean (+ SD) Steady-State Concentrations after emicizumab-kxwh Loading Dose
by Maintenance Dose Regimen

Maintenance Dose
1.5 mg/kg once every 3 mg/kg once every 6 mg/Kkg once every

Parameters

week two weeks four weeks
Cinax, ss (ng/mL) 55.1+£159 583+t164 67+17.7
AUC4: (ng/mL*day) 376 £ 109 752 £218 1503 + 437
Cirough, ss (Lg/mL) 512152 469 £ 148 385+ 142
Crax/ Cirough ratio (Lg/mL) 1.08 £0.03 1.26 £0.12 1.85+£0.47

AUC,: = area under the concentration time curve at steady-state over the dosing interval (t=1, 2, or 4
weeks); Cmax, ss = maximum plasma concentration at steady state; Cirough, ss = trough concentration at steady
state.

Absorption
Following subcutaneous administration, the mean (£ SD) absorption half-life was 1.6 + 1 day.

The absolute bioavailability following subcutaneous administration of 1 mg/kg was between
80.4% and 93.1%. Similar pharmacokinetic profiles were observed following subcutaneous
administration in the abdomen, upper arm, and thigh [see Dosage and Administration (2.2)].

Distribution

The mean apparent volume of distribution (% coefficient of variation [%CV]) was 10.4 L
(26.0%).

Elimination

The mean apparent clearance (%CV) was 0.27 L/day (28.4%) and the mean elimination apparent
half-life (= SD) was 26.9 + 9.1 days.

Specific Populations

The pharmacokinetics of emicizumab-kxwh are not influenced by age (1 year to 77 years), race
(White 62.7%, Asian 22.9%, and Black 8%), inhibitor status (inhibitor present, 50%), mild
hepatic impairment (defined as total bilirubin 1x to < 1.5x the upper limit of normal (ULN) and
any aspartate transaminase (AST) level), moderate hepatic impairment (defined as total bilirubin
1.5x to < 3x the ULN and any AST level), mild renal impairment (defined as creatinine clearance
(CrCl) of 60 — 89 mL/min), and moderate renal impairment (defined as CrCl of 30 —

59 mL/min). Emicizumab-kxwh has not been studied in patients with severe hepatic or renal
impairment.

In pediatric patients less than 6 months old, the predicted concentrations of emicizumab-kxwh
were 19% to 33% lower than the older patients, especially with the 3 mg/kg once every two
weeks or 6 mg/kg once every four weeks maintenance dose.

Body weight: The apparent clearance and volume of distribution of emicizumab-kxwh increased
with increasing body weight (9 kg to 156 kg). Dosing in mg/kg provides similar emicizumab-
kxwh exposure across body weight range.

Drug Interaction Studies
No drug-drug interaction studies have been conducted with HEMLIBRA.




13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Studies in animals investigating the carcinogenic effects of emicizumab-kxwh have not been
conducted. In vitro and in vivo testing of emicizumab-kxwh for genotoxicity was not conducted.

Animal fertility studies have not been conducted; however, emicizumab-kxwh did not cause any
toxicological changes in the reproductive organs of male or female cynomolgus monkeys at
doses of up to 30 mg/kg/week in subcutaneous general toxicity studies of up to 26-week duration
and at doses of up to 100 mg/kg/week in a 4-week intravenous general toxicity study.

14 CLINICAL STUDIES
14.1 Hemophilia A without FVIII Inhibitors

The efficacy of HEMLIBRA for routine prophylaxis in patients with hemophilia A without
FVIII inhibitors was evaluated in two clinical trials [adult and adolescent studies (HAVEN 3 and
HAVEN 4)].

HAVEN 3 (Adult and Adolescent Patients)

The HAVEN 3 study (NCT02847637) was a randomized, multicenter, open-label, clinical trial in
152 adult and adolescent males (aged > 12 years and > 40 kg) with hemophilia A without FVIII
inhibitors who previously received either episodic (on demand) or prophylactic treatment with
FVIII. Patients received HEMLIBRA prophylaxis, 3 mg/kg once weekly for the first 4 weeks
followed by either 1.5 mg/kg once every week [Arms A and D] or 3 mg/kg once every

two weeks [Arm B] thereafter, or no prophylaxis (Arm C). Patients in Arm C could switch to
HEMLIBRA prophylaxis (3 mg/kg once every two weeks) after completing at least 24 weeks
without prophylaxis. For Arms A and B, dose up-titration to 3 mg/kg once every week was
allowed after 24 weeks on HEMLIBRA prophylaxis for patients who experienced two or more
qualified bleeds (i.e., spontaneous and clinically significant bleeds occurring at steady state). For
Arm D patients, dose up-titration was allowed after the second qualifying bleed. During the
study, five patients underwent up-titration of their maintenance dose; however, this study was
not designed to investigate the 3 mg/kg once every week dosing regimen.

Eighty-nine patients previously treated with episodic (on demand) FVIII were randomized in a
2:2:1 ratio to receive HEMLIBRA prophylaxis 1.5 mg/kg once every week (Arm A), 3 mg/kg
once every two weeks (Arm B), or no prophylaxis (Arm C), with stratification by prior 24-week
bleed rate (<9 or > 9). Sixty-three patients previously treated with prophylactic FVIII were
enrolled into Arm D to receive HEMLIBRA prophylaxis (1.5 mg/kg once every week).

Efficacy was evaluated after a minimum of 24 weeks of follow-up based on the bleed rate for
bleeds requiring treatment with coagulation factors among patients previously treated with
episodic (on-demand) FVIII who were randomized to HEMLIBRA prophylaxis 1.5 mg/kg once
every week (Arm A) or 3 mg/kg once every two weeks (Arm B) compared with those receiving
no prophylaxis (Arm C). The study also evaluated the randomized comparison of Arms A and C
and Arms B and C for the efficacy of HEMLIBRA prophylaxis in reducing the number of all
bleeds, spontaneous bleeds, joint bleeds, and target joint bleeds.

The efficacy of HEMLIBRA prophylaxis compared with previous prophylactic FVIII was also
evaluated in patients who had participated in a non-interventional study (NIS) prior to enrollment
(Arm D). Only patients from the NIS were included in this comparison, because bleed and
treatment data were collected with the same level of granularity as that used in HAVEN 3.

The efficacy results of HEMLIBRA prophylaxis (1.5 mg/kg once every week and 3 mg/kg once
every two weeks) compared with no prophylaxis with respect to rate of treated bleeds, all bleeds,



treated spontaneous bleeds, treated joint bleeds, and treated target joint bleeds are shown in
Table 5.

Table S Annualized Bleed Rate with HEMLIBRA Prophylaxis versus No Prophylaxis in
Patients > 12 Years of Age without Factor VIII Inhibitors

HEMLIBRA HEMLIBRA No Prophvlaxis

Endpoint 1.5 mg/kg once 3 mg/kg once every N f 1§
every week (N=36) | two weeks (N =35) (N=18)

Treated Bleeds
ABR (95% CI)® 1.5(0.9,2.5) 1.3(0.8,2.3) 38.2(22.9, 63.8)
% reduction (95% CI) 96% (92.5%, 98%) | 97% (93.4%, 98.3%) i
p-value < 0.0001 < 0.0001
% patients with 0 bleeds (95% CI) 55.6(38.1,72.1) 60 (42.1,76.1) 0 (0, 18.5)
Median ABR (IQR) 0(0,2.5) 0(0,1.9) 40.4 (25.3, 56.7)
All Bleeds
ABR (95% CI)*® 2.5(1.6,3.9) 26(1.6,43) 47.6 (28.5, 79.6)
% reduction (95% CI) 95% (90.1%, 97%) 94% (89.7%, 97%) i
p-value <0.0001 <0.0001
% patients with 0 bleeds (95% CI) 50(32.9,67.1) 40 (23.9,57.9) 0(0, 18.5)
Median ABR (IQR) 0.6 (0,3.9) 1.6 (0,4) 46.9 (26.1,73.9)
Treated Spontaneous Bleeds
ABR (95% CI)® 1.0(0.5,1.9) 0.3(0.1,0.8) 15.6 (7.6, 31.9)
% reduction (95% CI) 94% (84.9%, 97.5%) | 98% (94.4%, 99.4%) i
p-value <0.0001 <0.0001
% patients with 0 bleeds (95% CI) 66.7 (49.0, 81.4) 88.6(73.3,96.8) 22.2 (6.4,47.6)
Median ABR (IQR) 0(0,1.3) 0(0,0) 10.8 (2.1, 26)
Treated Joint Bleeds
ABR (95% CI)® 1.1(0.6,1.9) 0.9(04,1.7) 26.5(14.7,47.8)
% reduction (95% CI) 96% (91.5%, 98.1%) | 97% (93%, 98.5%) i
p-value <0.0001 <0.0001
% patients with 0 bleeds (95% CI) 58.3 (40.8, 74.5) 74.3 (56.7, 87.5) 0 (0, 18.5)
Median ABR (IQR) 0(0,1.9) 0(0,1.3) 21.3(14.5,41.3)
Treated Target Joint Bleeds
ABR (95% CI)® 0.6(03,1.4) 0.7 (0.3, 1.6) 13(5.2,32.3)
% reduction (95% CI) 95% (85.7%, 98.4%) | 95% (85.3%, 98.2%) i
p-value <0.0001 <0.0001
% patients with 0 bleeds (95% CI) 69.4 (51.9,83.7) 77.1(59.9, 89.6) 27.8(9.7,53.5)
Median ABR (IQR) 0(0,1.4) 0(0,0) 12.8 (0, 39.1)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th

percentile.

2 Based on negative binomial regression model.




In the HAVEN 3 intra-patient analysis, HEMLIBRA prophylaxis resulted in a statistically
significant (p < 0.0001) reduction (68%) in bleed rate for treated bleeds compared with previous
FVIII prophylaxis collected in the NIS prior to enrollment (see Table 6).

Table 6 Intra-Patient Comparison of Annualized Bleed Rate with HEMLIBRA
Prophylaxis versus Previous FVIII Prophylaxis

HEMLIBRA . .
Endpoint 1.5 mg/kg once every week Previous F;I]I_H 418’r0phylax1s
(N=48) (N'=48)
Median Observation Period 337 301
(weeks)
Treated Bleeds
ABR (95% CI)*? 1.5(1,2.3) 48(3.2,7.1)
% reduction (95% CI) 68% (48.6%, 80.5%)
p-value <0.0001
% patients with 0 bleeds (95% CI) 54.2 (39.2, 68.6) 39.6 (25.8, 54.7)
Median ABR (IQR) 0(0,2.1) 1.8 (0, 7.6)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to
75th percentile.
* Based on negative binomial regression model.

HAVEN 4 (Adult and Adolescent Patients)

The HAVEN 4 study (NCT03020160) was a single-arm, multicenter, open-label, clinical trial in
41 adult and adolescent males (aged > 12 years and > 40 kg) with hemophilia A with or without
FVIII inhibitors who previously received either episodic (on demand) or prophylactic treatment
with FVIII or bypassing agents. Patients received HEMLIBRA prophylaxis at 3 mg/kg once
weekly for the first 4 weeks followed by 6 mg/kg once every four weeks thereafter.

Efficacy was evaluated in a subgroup of 36 patients with hemophilia A without FVIII inhibitors
based on the bleed rate for bleeds requiring treatment with coagulation factors. The study also
evaluated the efficacy of HEMLIBRA prophylaxis on all bleeds, treated spontaneous bleeds,
treated joint bleeds, and treated target joint bleeds.

The efficacy results of HEMLIBRA prophylaxis 6 mg/kg once every four weeks with respect to
rate of treated bleeds, all bleeds, treated spontaneous bleeds, treated joint bleeds, and treated
target joint bleeds are shown in Table 7. The median observation time was 25.6 weeks (range
24.1 — 29.4 weeks).



Table 7 Annualized Bleed Rate with HEMLIBRA Prophylaxis 6 mg/kg Once Every Four
Weeks in Patients > 12 Years of Age without Factor VIII Inhibitors

. ABR?® (95% CI) Median ABR (IQR) % Zero Bleeds (95% CI)

Endpoint N=36 N=36 N=36

Treated Bleeds 2.6 (1.5,4.7) 0(0,2.1) 52.8 (35.5, 69.6)

All Bleeds 4.8(3.2,7.1) 2.1(0,6.1) 27.8 (14.2,45.2)
Treated Spontaneous

Bleeds 0.6 (0.2, 1.6) 0(0,0) 83.3(67.2,93.6)
Treated Joint Bleeds 1.8(0.8,4) 0(0,1.9) 69.4(51.9,83.7)
Treated Target Joint

Bleeds 1.1(04,3.7) 0(0,0) 83.3(67.2,93.6)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th
percentile.

2 Based on negative binomial regression model.

14.2 Hemophilia A with FVIII Inhibitors

The efficacy of HEMLIBRA for routine prophylaxis in patients with hemophilia A with FVIII
inhibitors was evaluated in three clinical trials [adult and adolescent studies (HAVEN 1 and
HAVEN 4) and a pediatric study (HAVEN 2)].

HAVEN 1 (Adult and Adolescent Patients)

The HAVEN 1 study (NCT02622321) was a randomized, multicenter, open-label, clinical trial in
109 adult and adolescent males (aged > 12 years and > 40 kg) with hemophilia A with FVIII
inhibitors who previously received either episodic (on-demand) or prophylactic treatment with
bypassing agents. Patients received HEMLIBRA prophylaxis (Arms A, C, and D), 3 mg/kg once
weekly for the first 4 weeks followed by 1.5 mg/kg once every week thereafter, or no
prophylaxis (Arm B). Patients in Arm B could switch to HEMLIBRA prophylaxis after
completing at least 24 weeks without prophylaxis. Dose up-titration to 3 mg/kg once every week
was allowed after 24 weeks on HEMLIBRA prophylaxis for patients who experienced two or
more qualified bleeds (i.e., spontaneous and clinically significant bleeds occurring at steady
state). During the study, two patients underwent up-titration of their maintenance dose; however,
this study was not designed to investigate the 3 mg/kg once every week dosing regimen.

Fifty-three patients previously treated with episodic (on-demand) bypassing agents were
randomized in a 2:1 ratio to receive HEMLIBRA prophylaxis (Arm A) or no prophylaxis
(Arm B), with stratification by prior 24-week bleed rate (< 9 or > 9). Forty-nine patients
previously treated with prophylactic bypassing agents were enrolled into Arm C to receive
HEMLIBRA prophylaxis. Seven patients previously treated with episodic (on-demand)
bypassing agents who had participated in the NIS prior to enrollment, but were unable to enroll
into HAVEN 1 prior to the closure of Arms A and B, were enrolled into Arm D to receive
HEMLIBRA prophylaxis.

Efficacy was evaluated after a minimum of 24 weeks of follow-up based on the bleed rate for
bleeds requiring treatment with coagulation factors among patients previously treated with
episodic bypassing agents who were randomized to HEMLIBRA prophylaxis (Arm A) compared
with those receiving no prophylaxis (Arm B). The study also evaluated the randomized
comparison of Arms A and B for the efficacy of HEMLIBRA prophylaxis in reducing the
number of all bleeds, spontaneous bleeds, joint bleeds, and target joint bleeds, as well as patient-
reported symptoms and physical functioning.



The efficacy of HEMLIBRA prophylaxis compared with previous prophylactic bypassing agents
was also evaluated in patients who had participated in the NIS prior to enrollment (Arm C). Only
patients from the NIS were included in this comparison, because bleed and treatment data were
collected with the same level of granularity as that used in HAVEN 1.

The efficacy results of HEMLIBRA prophylaxis 1.5 mg/kg once every week compared with no
prophylaxis with respect to rate of treated bleeds, all bleeds, treated spontaneous bleeds, treated
joint bleeds, and treated target joint bleeds are shown in Table 8.

Table 8 Annualized Bleed Rate with HEMLIBRA Prophylaxis versus No Prophylaxis in

Patients > 12 Years of Age with Factor VIII Inhibitors

HEMLIBRA No Prophylaxis

Endpoint 1.5 mg/kg once every week N —pl g
IN=35 (N=18)

Treated Bleeds
ABR (95% CI)® 2.9(1.7,5.0) 23.3(12.3,43.9)
% reduction (95% CI) 87% (72.3%, 94.3%)
p-value <0.0001
% patients with 0 bleeds (95% CI) 62.9 (44.9,78.5) 5.6 (0.1,27.3)
Median ABR (IQR) 0(0,3.7) 18.8 (13.0,35.1)
All Bleeds
ABR (95% CI)® 5.5(3.6,8.6) 28.3(16.8,47.8)
% reduction (95% CI) 80% (62.5%, 89.8%)
p-value <0.0001
% patients with 0 bleeds (95% CI) 37.1(21.5,55.1) 5.6 (0.1,27.3)
Median ABR (IQR) 2(0,9.9) 30.2 (18.3,39.4)
Treated Spontaneous Bleeds
ABR (95% CI)® 1.3(0.7,2.2) 16.8 (9.9, 28.3)
% reduction (95% CI) 92% (84.6%, 96.3%)
p-value <0.0001
% patients with 0 bleeds (95% CI) 68.6 (50.7, 83.1) 11.1(1.4,34.7)
Median ABR (IQR) 0(0,3.3) 15.2 (6.6, 30.4)
Treated Joint Bleeds
ABR (95% CI)® 0.8(0.3,2.2) 6.7 (2.0,22.4)
% reduction (95% CI) 89% (48%, 97.5%)
p-value 0.0050
% patients with 0 bleeds (95% CI) 85.7(69.7,95.2) 50.0 (26.0, 74.0)
Median ABR (IQR) 0(0,0) 1(0,14.4)
Treated Target Joint Bleeds
ABR (95% CI)® 0.1 (0.03, 0.6) 3.0(1.0,9.1)
% reduction (95% CI) 95% (77.3%, 99.1%)
p-value 0.0002
% patients with 0 bleeds (95% CI) 94.3 (80.8,99.3) 50.0 (26.0, 74.0)
Median ABR (IQR) 0(0,0) 1(0,6.5)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to

75th percentile.

 Based on negative binomial regression model.




Descriptive analyses were conducted to assess HEMLIBRA prophylaxis once every week using
12-week treatment intervals up to Week 72. The descriptive mean ABRs for treated bleeds are
shown in Table 9.

Table 9 Annualized Bleed Rate with HEMLIBRA Prophylaxis Once Every Week per 12-
Week Intervals in Patients > 12 Years of Age with Factor VIII Inhibitors

Time Interval (Weeks)
Endpoint 1-12 13-24 25-36 37-48 49 - 60 61-72
(N=109) | (N=108) | (N=93) (N =93) (N=57) (N=42)
Treated Bleeds
3.9 22 0.9 0.4 0.5 0.6
)
Mean ABR 5% CD | (11,102) | (03.76) | (0.55) (0,4.4) (0,4.7) (0,4.9)

ABR = annualized bleed rate; CI = confidence interval based on Poisson distribution; N = number of patients who
contributed data for analyses at each time interval.

In the HAVEN 1 intra-patient analysis, HEMLIBRA prophylaxis resulted in a statistically
significant (p = 0.0003) reduction (79%) in bleed rate for treated bleeds compared with previous
bypassing agent prophylaxis collected in the NIS prior to enrollment (Table 10).

Table 10 Intra-Patient Comparison of Annualized Bleed Rate with HEMLIBRA
Prophylaxis versus Previous Bypassing Agent Prophylaxis

HEMLIBRA Previous Bypassing Agent

Endpoint 1.5 mg/kg once every week yp. gAg

Prophylaxis (N = 24)

(N=29

Median Observation Period (weeks) 30.1 32.1
Treated Bleeds
ABR (95% CI)* 33(1.3,8.1) 15.7 (11.1,22.3)
% reduction (95% CI) 79% (51.4%, 91.1%)
p-value 0.0003
% patients with 0 bleeds (95% CI) 70.8 (48.9, 87.4) 12.5(2.7,32.4)
Median ABR (IQR) 0(0,2.2) 12 (5.7,24.2)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to
75th percentile.

2 Based on negative binomial regression model.

The HAVEN 1 study evaluated patient-reported hemophilia-related symptoms (painful swellings
and presence of joint pain) and physical functioning (pain with movement and difficulty walking
far) using the Physical Health Score of the Haemophilia-specific Quality of Life (Haem-A-QoL)
questionnaire for patients > 18 years of age. The HEMLIBRA prophylaxis arm (Arm A) showed
an improvement compared with the no prophylaxis arm (Arm B) in the Haem-A-QoL Physical
Health Subscale score at the Week 25 assessment (Table 11). The improvement in the Physical
Health Score was further supported by the Total Score as measured by the Haem-A-QoL at
Week 25.




Table 11 Change in Haem-A-QoL Physical Health Score with HEMLIBRA Prophylaxis
versus No Prophylaxis in Patients (=18 Years of Age) with Factor VIII
Inhibitors at Week 25

HEMLIBRA No Prophylaxis

Haem-A-QoL Scores at Week 25 1.5 mg/kg once every week phy

a (N=14%

(N=25%

Physical Health Score (range 0 to 100)°
Adjusted mean © 32.6 54.2
Difference in adjusted means (95% CI) 21.6(7.9,35.2)
p-value 0.0029

2 Number of patients > 18 years who completed the Haem-A-QoL questionnaire.
b Lower scores are reflective of better functioning.
¢ Adjusted for baseline, and baseline by treatment group interaction.

HAVEN 2 (Pediatric Patients)

The HAVEN 2 study (NCT02795767) was a single-arm, multicenter, open-label, clinical trial in
pediatric males (age < 12 years, or 12 — 17 years who weigh < 40 kg) with hemophilia A with
FVIII inhibitors. Patients received HEMLIBRA prophylaxis at 3 mg/kg once weekly for the first
4 weeks followed by 1.5 mg/kg once every week thereafter.

The study evaluated the efficacy of HEMLIBRA prophylaxis, including the efficacy of
HEMLIBRA prophylaxis compared with previous episodic (on-demand) and prophylactic
bypassing agent treatment in patients who had participated in a non-interventional study (NIS)
prior to enrollment (intra-patient analysis).

At the time of the interim analysis, efficacy was evaluated in 59 pediatric patients who were

< 12 years of age and had been receiving HEMLIBRA prophylaxis for at least 12 weeks,
including 38 patients age 6 to < 12 years, 17 patients age 2 to < 6 years, and four patients age <2
years.

Annualized bleed rate (ABR) and percent of patients with zero bleeds were calculated for 59
patients (Table 12). The median observation time for these patients was 29.6 weeks (range 18.4 —
63 weeks).

Table 12 Annualized Bleed Rate with HEMLIBRA Prophylaxis 1.5 mg/kg Once Every
Week in Pediatric Patients <12 Years of Age with Factor VIII Inhibitors
(Interim Analysis)

. ABR*® (95% CI) Median ABR (IQR) % Zero Bleeds (95% CI)
Endpoint N=59 N=59 N=59
Treated Bleeds 0.3(0.1,0.5) 0(0,0) 86.4 (75, 94)
All Bleeds 3.8(2.2,6.5) 0(0,3.4) 55.9 (42.4, 68.8)
Treated Spontaneous
Bleeds 0(0,0.2) 0(0,0) 98.3(90.9, 100)
Treated Joint Bleeds 0.2(0.1,0.4) 0(0,0) 89.8(79.2,96.2)
Treated Target Joint
Bleeds 0.1 (0,0.7) 0(0,0) 96.6 (88.3, 99.6)
ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th

percentile.

2 Based on negative binomial regression model.



In the intra-patient analysis, 18 pediatric patients who had participated in the NIS had an ABR
for treated bleeds of 19.8 (95% CI[15.3, 25.7]) on previous bypassing agent treatment
(prophylactic treatment in 15 patients and on-demand treatment for 3 patients). HEMLIBRA
prophylaxis resulted in an ABR for treated bleeds of 0.4 (95% CI[0.2, 0.9]) based on negative
binomial regression, corresponding to a 98% reduction in bleed rate. On HEMLIBRA
prophylaxis, 14 patients (77.8%) had zero treated bleeds.

The HAVEN 2 study evaluated patient-reported hemophilia-related symptoms (painful swellings
and presence of joint pain) and physical functioning (pain with movement) using the Physical
Health Score of the Hemophilia-specific Quality of Life Short Form (Haemo-QoL-SF)
questionnaire for patients > 8 to < 12 years of age. HEMLIBRA prophylaxis showed
improvement from baseline in the Haemo-QoL-SF Physical Health Subscale score at the Week
25 assessment.

HAVEN 4 (Adult and Adolescent Patients)

The HAVEN 4 study (NCT03020160) was a single-arm, multicenter, open-label, clinical trial in
41 adult and adolescent males (aged > 12 years and > 40 kg) with hemophilia A with or without
FVIII inhibitors who previously received either episodic (on demand) or prophylactic treatment
with FVIII or bypassing agents. Patients received HEMLIBRA prophylaxis at 3 mg/kg once
weekly for the first 4 weeks followed by 6 mg/kg once every four weeks thereafter.

Efficacy was evaluated in a subgroup of 5 patients with hemophilia A with FVIII inhibitors
based on the bleed rate for bleeds requiring treatment with coagulation factors. The median
observation time was 26.1 weeks (range 24.4 — 28.6 weeks). HEMLIBRA prophylaxis resulted
in an ABR (95% CI) for treated bleeds of 1.2 (0.1, 14.8) based on negative binomial regression.
On HEMLIBRA prophylaxis, 4 patients had zero treated bleeds.

The efficacy results of HEMLIBRA prophylaxis (1.5 mg/kg once every week, 3 mg/kg once
every two weeks, and 6 mg/kg once every four weeks) with respect to rate of treated bleeds are
shown in Table 13.



Table 13 Annualized Bleed Rate (Treated Bleeds) with HEMLIBRA Prophylaxis in

Patients with or without Factor VIII Inhibitors

HAVEN 1 HAVEN 2 HAVEN 3 HAVEN 4
HEMLIBRA HEMLIBRA | HEMLIBRA | HEMLIBRA HEMLIBRA
Endpoint 1.5 mg/kg No 1.5 mg/kg 1.5 mg/kg 3 mg/kg No 6 mg/kg
once every |Prophylaxis| once every once every once every |Prophylaxis| once every
week (N=18) week week two weeks (N=18) four weeks
(N=35) (N=59) (N=36) (N=35) (N=41
Median
Efficacy 293 24 29.6 29.6 313 24 25.6
Period
(weeks)
ABR 2.9 233 0.3 1.5 1.3 38.2 24
95%CD* 1.7,5) (12.3,439)| (0.1,0.5) 0.9, 2.5) (0.8,2.3) [(22.9,63.8)| (1.4,4.3)
% reduction
VS no 87% 96% 97%
prophylaxis |(72.3%, 94.3%) - - (92.5%, 98%) ((93.4%, 98.3%), - -
(95% CI), <0.0001 <0.0001 < 0.0001
p-value
% patients
with 0 62.9 5.6 86.4 55.6 60 0 56.1
bleeds (44.9,78.5) | (0.1,27.3) (75, 94) (38.1,72.1) | (42.1,76.1) (0,18.5) | (39.7,71.5)
(95% CI)
% patients
with 0 - 3 85.7 11.1 100 91.7 943 5.6 90.2
bleeds (69.7,95.2) | (1.4,34.7) | (93.9,100) | (77.5,98.2) | (80.8,99.3) | (0.1,27.3) | (76.9,97.3)
(95% CI)
Median 0 18.8 0 0 0 40.4 0
ABR (IQR) 0,3.7) (13,35.1) 0, 0) 0,2.5) 0,1.9) (25.3,56.7) (0,2.1)

ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th
percentile; HAVEN 1 = adult and adolescent patients with factor VIII inhibitors; HAVEN 2 = pediatric patients
with factor VIII inhibitors; HAVEN 3 = adult and adolescent patients without factor VIII inhibitors; HAVEN 4 =
adult and adolescent patients with or without factor VIII inhibitors.

2Based on negative binomial regression model.
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How Supplied
HEMLIBRA (emicizumab-kxwh) injection is available as a sterile, preservative-free, colorless to
slightly yellow solution in single-dose vials in the following dosage strengths:

HOW SUPPLIED/STORAGE AND HANDLING

Strength 1:,(::11:::111 Concentration I(,;::fzii :}ij)e Cap Color NDC
30 mg 1 mL 30 mg/mL 1 vial Sky Blue 50242-920-01
60 mg 0.4 mL 150 mg/mL 1 vial Purple 50242-921-01
105 mg 0.7 mL 150 mg/mL 1 vial Turquoise 50242-922-01
150 mg 1 mL 150 mg/mL 1 vial Brown 50242-923-01

Storage and Handling

to protect from light. Do not freeze. Do not shake.

Store HEMLIBRA vials in a refrigerator at 2°C to 8°C (36°F to 46°F) in the original carton




e Prior to administration, if needed, unopened vials of HEMLIBRA may be stored out of and
then returned to refrigeration. The temperature and total combined time out of refrigeration
should not exceed 30°C (86°F) and 7 days (at a temperature below 30°C [86°F]),
respectively.

e  Once removed from the vial, discard HEMLIBRA if not used immediately.

e Discard any unused HEMLIBRA.

17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions
for Use).

Use of Bypassing Agents or FVIII

Inform the patient and/or caregiver that HEMLIBRA increases coagulation potential. Advise the
patient and/or caregiver to discontinue prophylactic use of bypassing agents the day before
starting HEMLIBRA prophylaxis. Advise the patient and/or caregiver that prophylactic use of
FVIII may be continued for the first week of HEMLIBRA prophylaxis. Discuss the appropriate
dosing of concomitant agents such as bypassing agents or FVIII with the patient and/or caregiver
prior to starting HEMLIBRA prophylaxis [see Warnings and Precautions (5.1, 5.2) and Drug
Interactions (7.1)].

Thrombotic Microangiopathy Associated with HEMLIBRA and aPCC

Inform the patient and/or caregiver of the potential risk of thrombotic microangiopathy if aPCC
is administered while receiving HEMLIBRA prophylaxis. Instruct the patient and/or caregiver to
consult their healthcare provider if aPCC is required in cumulative doses exceeding 100 U/kg.
Advise the patient and/or caregiver to seek immediate medical attention if any signs or
symptoms of thrombotic microangiopathy occur [see Warnings and Precautions (5.1)] .

Thromboembolism Associated with HEMLIBRA and aPCC

Inform the patient and/or caregiver of the potential risk of thromboembolism if aPCC is
administered while receiving HEMLIBRA prophylaxis. Instruct the patient and/or caregiver to
consult their healthcare provider if aPCC is required in cumulative doses exceeding 100 U/kg.
Advise the patient and/or caregiver to seek immediate medical attention if any signs or
symptoms of thromboembolism occur [see Warnings and Precautions (5.2)].

Immunogenicity

Inform the patient and/or caregiver of the uncommon occurrence (incidence < 1%) of loss of
efficacy while receiving HEMLIBRA prophylaxis due to immunogenicity (neutralizing anti-
emicizumab-kxwh antibodies). Instruct the patient and/or caregiver to promptly report clinical
signs of loss of efficacy (e.g., increase in breakthrough bleeding events) [see Warnings and
Precautions (5.3)].

Laboratory Coagulation Test Interference

Inform the patient and/or caregiver that HEMLIBRA interferes with some laboratory tests that
measure blood clotting and may cause a false reading. Advise the patient and/or caregiver that
they should notify any healthcare provider about this possibility prior to any blood tests or
medical procedures [see Warnings and Precautions (5.4)].

Instruction on Injection Technique

HEMLIBRA is intended for use under the guidance of a healthcare provider. If a patient or
caregiver is to administer subcutaneous HEMLIBRA, instruct him/her in injection techniques



and assess his/her ability to inject subcutaneously to ensure proper administration of
subcutaneous HEMLIBRA and the suitability for home use /see Instructions for Use].

Adpvise the patient to follow the recommendations in the FDA-approved patient labeling
regarding proper sharps disposal.

HEMLIBRA® [emicizumab-kxwh]

Manufactured by: HEMLIBRA® is a registered trademark of
Genentech, Inc. Chugai Pharmaceutical Co., Ltd., Tokyo, Japan
A Member of the Roche Group ©2021 Genentech, Inc. All rights reserved.
1 DNA Way

South San Francisco, CA 94080-4990
U.S. License No.: 1048



Medication Guide
HEMLIBRA® (hem-lee-bruh)
(emicizumab-kxwh)
injection, for subcutaneous use

What is the most important information | should know about HEMLIBRA?

HEMLIBRA increases the potential for your blood to clot. Carefully follow your healthcare provider’s instructions
regarding when to use an on-demand bypassing agent or factor VIl (FVIIl) and the recommended dose and
schedule to use for breakthrough bleed treatment.

HEMLIBRA may cause the following serious side effects when used with activated prothrombin complex
concentrate (aPCC; FEIBA®), including:

¢ Thrombotic microangiopathy (TMA). This is a condition involving blood clots and injury to small blood vessels that
may cause harm to your kidneys, brain, and other organs. Get medical help right away if you have any of the following
signs or symptoms during or after treatment with HEMLIBRA:

o confusion o stomach (abdomen) or back pain
o weakness o hausea or vomiting

o swelling of arms and legs o feeling sick

o yellowing of skin and eyes o decreased urination

¢ Blood clots (thrombotic events). Blood clots may form in blood vessels in your arm, leg, lung, or head. Get medical

help right away if you have any of these signs or symptoms of blood clots during or after treatment with HEMLIBRA:
o swelling in arms or legs o feel faint

pain or redness in your arms or legs headache

shortness of breath numbness in your face

chest pain or tightness eye pain or swelling

fast heart rate trouble seeing

o cough up blood

If aPCC (FEIBAP®) is needed, talk to your healthcare provider in case you feel you need more than 100 U/kg of aPCC
(FEIBA®) total.

o O O O
O O O O

Your body may make antibodies against HEMLIBRA, which may stop HEMLIBRA from working properly. Contact
your healthcare provider immediately if you notice that HEMLIBRA has stopped working for you (e.g. increase in
bleeds).

See “What are the possible side effects of HEMLIBRA?” for more information about side effects.

What is HEMLIBRA?

HEMLIBRA is a prescription medicine used for routine prophylaxis to prevent or reduce the frequency of bleeding episodes
in adults and children, ages newborn and older, with hemophilia A with or without factor VIII inhibitors.

Hemophilia A is a bleeding condition people can be born with where a missing or faulty blood clotting factor (factor VIII)
prevents blood from clotting normally.

HEMLIBRA is a therapeutic antibody that bridges clotting factors to help your blood clot.

Before using HEMLIBRA, tell your healthcare provider about all of your medical conditions, including if you:

e are pregnant or plan to become pregnant. It is not known if HEMLIBRA may harm your unborn baby. Females who are
able to become pregnant should use birth control (contraception) during treatment with HEMLIBRA.

e are breastfeeding or plan to breastfeed. It is not known if HEMLIBRA passes into your breast milk.

Tell your healthcare provider about all the medicines you take, including prescription medicines, over-the-counter

medicines, vitamins, or herbal supplements. Keep a list of them to show your healthcare provider and pharmacist when you

get a new medicine.

How should | use HEMLIBRA?

See the detailed “Instructions for Use” that comes with your HEMLIBRA for information on how to prepare and
inject a dose of HEMLIBRA, and how to properly throw away (dispose of) used needles and syringes.

Use HEMLIBRA exactly as prescribed by your healthcare provider.

Stop (discontinue) prophylactic use of bypassing agents the day before starting HEMLIBRA prophylaxis.
You may continue prophylactic use of FVIII for the first week of HEMLIBRA prophylaxis.

[ ]
[ ]
[ ]
e HEMLIBRA is given as an injection under your skin (subcutaneous injection) by you or a caregiver.




e Your healthcare provider should show you or your caregiver how to prepare, measure, and inject your dose of
HEMLIBRA before you inject yourself for the first time.

e Do not attempt to inject yourself or another person unless you have been taught how to do so by a healthcare provider.

e Your healthcare provider will prescribe your dose based on your weight. If your weight changes, tell your healthcare
provider.

e You will receive HEMLIBRA 1 time a week for the first four weeks. Then you will receive a maintenance dose as
prescribed by your healthcare provider.

e If you miss a dose of HEMLIBRA on your scheduled day, you should give the dose as soon as you remember. You
must give the missed dose as soon as possible before the next scheduled dose, and then continue with your normal
dosing schedule. Do not give two doses on the same day to make up for a missed dose.

e HEMLIBRA may interfere with laboratory tests that measure how well your blood is clotting and may cause a false
reading. Talk to your healthcare provider about how this may affect your care.

What are the possible side effects of HEMLIBRA?
e See “What is the most important information | should know about HEMLIBRA?”

The most common side effects of HEMLIBRA include:

e redness, tenderness, warmth, or itching at the site of injection

e headache

e joint pain

These are not all of the possible side effects of HEMLIBRA.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store HEMLIBRA?

e Store HEMLIBRA in the refrigerator at 36°F to 46°F (2°C to 8°C). Do not freeze.

e Store HEMLIBRA in the original carton to protect the vials from light.

e Do not shake HEMLIBRA.

e If needed, unopened vials of HEMLIBRA can be stored out of the refrigerator and then returned to the refrigerator.
HEMLIBRA should not be stored out of the refrigerator for more than a total of 7 days or at a temperature greater than
86°F (30°C).

e After HEMLIBRA is transferred from the vial to the syringe, HEMLIBRA should be used right away.

e Throw away (dispose of) any unused HEMLIBRA left in the vial.

Keep HEMLIBRA and all medicines out of the reach of children.

General information about the safe and effective use of HEMLIBRA.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use HEMLIBRA for
a condition for which it was not prescribed. Do not give HEMLIBRA to other people, even if they have the same symptoms
that you have. It may harm them. You can ask your pharmacist or healthcare provider for information about HEMLIBRA that
is written for health professionals.

What are the ingredients in HEMLIBRA?
Active ingredient: emicizumab-kxwh
Inactive ingredients: L-arginine, L-histidine, poloxamer 188, and L-aspartic acid.

Manufactured by: Genentech, Inc., A Member of the Roche Group, 1 DNA Way, South San Francisco, CA 94080-4990
U.S. License No. 1048

HEMLIBRA® is a registered trademark of Chugai Pharmaceutical Co., Ltd., Tokyo, Japan

©2021 Genentech, Inc. All rights reserved.

For more information, go to www.HEMLIBRA.com or call 1-866-HEMLIBRA.

This Medication Guide has been approved by the U.S. Food and Drug Administration Revised: 12/2021



ANNEX1

SUMMARY OF PRODUCT CHARACTERISTICS



VThis 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
Hemlibra 30 mg/mL solution for injection

Hemlibra 150 mg/mL solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Hemlibra 30 mg/mL solution for injection

Each mL of solution contains 30 mg of emicizumab*
Each vial of 1 mL contains 30 mg of emicizumab at a concentration of 30 mg/mL.

Hemlibra 150 mg/mL solution for injection

Each mL of solution contains 150 mg of emicizumab*

Each vial of 0.4 mL contains 60 mg of emicizumab at a concentration of 150 mg/mL.
Each vial of 0.7 mL contains 105 mg of emicizumab at a concentration of 150 mg/mL.
Each vial of 1 mL contains 150 mg of emicizumab at a concentration of 150 mg/mL.

* Emicizumab is a humanised monoclonal modified immunoglobulin G4 (IgG4) antibody produced
using recombinant DNA technology in mammalian Chinese Hamster Ovary (CHO) cells

For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM
Solution for injection.

Colourless to slightly yellow solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Hemlibra is indicated for routine prophylaxis of bleeding episodes in patients with

° haemophilia A (congenital factor VIII deficiency) with factor VIII inhibitors

. severe haemophilia A (congenital factor VIII deficiency, FVIII < 1%) without factor VIII

inhibitors.

Hemlibra can be used in all age groups.



4.2 Posology and method of administration

Treatment should be initiated under the supervision of a physician experienced in the treatment of
haemophilia and/or bleeding disorders.

Posology

Treatment (including routine prophylaxis) with bypassing agents (e.g. aPCC and rFVIIa) should be
discontinued the day before starting Hemlibra therapy (see section 4.4).

Factor VIII (FVIII) prophylaxis may be continued for the first 7 days of Hemlibra treatment.

The recommended dose is 3 mg/kg once weekly for the first 4 weeks (loading dose), followed by
maintenance dose of either 1.5 mg/kg once weekly, 3 mg/kg every two weeks, or 6 mg/kg every four
weeks , all doses administered as a subcutaneous injection.

The loading dose regimen is the same, irrespective of the maintenance dose regimen.

The maintenance dose regimen should be selected based on physician and patient/caregiver dosing
regimen preference to support adherence.

The patient dose (in mg) and volume (in mL) should be calculated as follows:

° Loading dose (3 mg/kg) once weekly for the first 4 weeks:
Patient bodyweight (kg) x dose (3 mg/kg) = total amount (mg) of emicizumab to be
administered

. Followed by a maintenance dose of either 1.5 mg/kg once weekly, 3 mg/kg every two weeks or
6 mg/kg every four weeks, from week 5 on:
Patient bodyweight (kg) x dose (1.5; 3 or 6 mg/kg) = total amount (mg) of emicizumab to be
administered

The total volume of Hemlibra to be injected subcutaneously is calculated as follows:
Total amount (mg) of emicizumab to be administered + vial concentration (mg/mL) = total volume of
Hemlibra (mL) to be injected.

Different Hemlibra concentrations (30 mg/mL and 150 mg/mL) should not be combined in the same
syringe when making up the total volume to be administered.

A volume greater than 2 mL per injection should not be administered.
Examples:

Patient’s bodyweight of 16 kg, under a maintenance dose regimen of 1.5 mg/kg once weekly:

. Loading dose (first 4 weeks) example: 16 kg x 3 mg/kg = 48 mg of emicizumab needed for the
loading dose.

o To calculate the volume to be administered divide calculated dose 48 mg by 150 mg/mL: 48 mg
of emicizumab + 150 mg/mL = 0.32 mL of 150 mg/mL Hemlibra concentration to be injected.

° Choose appropriate dosage and volume from vial strengths available.

° Maintenance dose (from week 5 on) example: 16 kg x 1.5 mg/kg = 24 mg of emicizumab
needed for the maintenance dose.

° To calculate the volume to be administered divide calculated dose 24 mg by 30 mg/mL: 24 mg
of emicizumab + 30 mg/mL = 0.8 mL of 30 mg/mL Hemlibra concentration to be injected once
weekly.

° Choose appropriate dosage and volume from vial strength available.



Patient’s bodyweight of 40 kg, under a maintenance dose regimen of 3 mg/kg every two weeks:

. Loading dose (first 4 weeks) example: 40 kg x 3 mg/kg = 120 mg of emicizumab needed for the
loading dose.

° To calculate the volume to be administered divide calculated dose 120 mg by 150 mg/mL.:
120 mg of emicizumab + 150 mg/mL = 0.8 mL of 150 mg/mL Hemlibra concentration to be

injected.
° Choose appropriate dosage and volume from vial strengths available.
. Maintenance dose (from week 5 on) example: 40 kg x 3 mg/kg = 120 mg of emicizumab needed

for the maintenance dose.

° To calculate the volume to be administered divide calculated dose 120 mg by 150 mg/mL.:
120 mg of emicizumab + 150 mg/mL = 0.8 mL of 150 mg/mL Hemlibra concentration to be
injected every two weeks.

° Choose appropriate dosage and volume from vial strength available.

Patient’s bodyweight of 60 kg, under a maintenance dose regimen of 6 mg/kg every four weeks:
o Loading dose (first 4 weeks) example: 60 kg x 3 mg/kg = 180 mg of emicizumab needed for the
loading dose.

° To calculate the volume to be administered divide calculated dose 180 mg by 150 mg/mL:
180 mg of emicizumab + 150 mg/mL = 1.20 mL of 150 mg/mL Hemlibra concentration to be
injected.

° Choose appropriate dosage and volume from vial strengths available.

° Maintenance dose (from week 5 on) example: 60 kg x 6 mg/kg = 360 mg of emicizumab needed

for the maintenance dose.
° To calculate the volume to be administered divide calculated dose 360 mg by 150 mg/mL:
360 mg of emicizumab + 150 mg/mL = 2.4 mL of 150 mg/mL Hemlibra concentration to be
injected every four weeks.
° Choose appropriate dosage and volume from vial strengths available.
Duration of treatment
Hemlibra is intended for long-term prophylactic treatment.
Dosage adjustments during treatment
No dosage adjustments of Hemlibra are recommended.
Delayed or missed doses
If a patient misses a scheduled subcutaneous injection of Hemlibra, the patient should be instructed to
take the missed dose as soon as possible, up to a day before the day of the next scheduled dose. The
patient should then administer the next dose on the usual scheduled dosing day. The patient should not

take two doses on the same day to make up for a missed dose.

Special populations

Paediatric

No dose adjustments are recommended in paediatric patients (see section 5.2). There are no data in
patients less than 1 year of age.

Elderly

No dose adjustments are recommended in patients > 65 years of age (see sections 5.1 and 5.2). There
are no data in patients over 77 years old.



Renal and hepatic impairment

No dose adjustments are recommended in patients with mild , renal or hepatic impairment (see
section 5.2). There are limited data available on the use of Hemlibra in patients with moderate renal or
hepatic impairment. Emicizumab has not been studied in patients with severe renal or hepatic
impairment

Management in the perioperative setting

The safety and efficacy of emicizumab have not been formally evaluated in the surgical setting.
Patients have had surgical procedures without discontinuing emicizumab prophylaxis in clinical trials.

If bypassing agents (e.g. aPCC and rFVlIla) are required in the perioperative period, please refer to the
dosing guidance on the use of bypassing agents in section 4.4.

If FVIII is required in the perioperative period, please refer to section 4.5.

When monitoring a patients underlying hemostatic activity, please refer to section 4.4 for laboratory
tests unaffected by emicizumab.

Immune tolerance induction (ITI)

The safety and efficacy of emicizumab in patients receiving ongoing immune tolerance induction have
not yet been established. No data are available.

Method of administration

Hemlibra is for subcutaneous use only, and it should be administered using appropriate aseptic
technique (see section 6.6).

The injection should be restricted to the recommended injection sites: the abdomen, the upper outer
arms and the thighs (see section 5.2).

Administration of Hemlibra subcutaneous injection in the upper outer arm should be performed by a
caregiver or healthcare professional.

Alternating the site of injection may help prevent or reduce injection site reactions (see section 4.8).
Hemlibra subcutaneous injection should not be administered into areas where the skin is red, bruised,

tender or hard, or areas where there are moles or scars.

During treatment with Hemlibra, other medicinal products for subcutaneous administration should,
preferably, be injected at different anatomical sites.

Administration by the patient and/or caregiver
Hemlibra is intended for use under the guidance of a healthcare professional. After proper training in
subcutaneous injection technique, a patient may self-inject Hemlibra, or the patient’s caregiver may

administer it, if their physician determines that it is appropriate.

The physician and the caregiver should determine the appropriateness of the child self-injecting
Hemlibra. However, self-administration is not recommended for children below 7 years of age.

For comprehensive instructions on the administration of Hemlibra, see section 6.6 and package leaflet.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.



4.4 Special warnings and precautions for use

Traceability

In order to improve traceability of biological medicinal products, the name and the batch number of
the administered product should be clearly recorded.

Thrombotic microangiopathy associated with Hemlibra and activated prothrombin complex
concentrate

Cases of thrombotic microangiopathy (TMA) were reported from a clinical trial in patients receiving
Hemlibra prophylaxis when on average a cumulative amount of >100U/kg/24 hours of activated
prothrombin complex concentrate (aPCC) for 24 hours or more was administered (see section 4.8).
Treatment for the TMA events included supportive care with or without plasmapheresis and
haemodialysis. Evidence of improvement was seen within one week following discontinuation of
aPCC and interruption of Hemlibra. This rapid improvement is distinct from the usual clinical course
observed in atypical hemolytic uremic syndrome and classic TMAs, such as thrombotic
thrombocytopenic purpura (see section 4.8). One patient resumed Hemlibra following resolution of
TMA and continued to be treated safely.

Patients receiving Hemlibra prophylaxis should be monitored for the development of TMA when
administering aPCC. The physician should immediately discontinue aPCC and interrupt Hemlibra
therapy if clinical symptoms and/or laboratory findings consistent with TMA occur, and manage as
clinically indicated. Physicians and patients/caregivers should weigh the benefits and risks of
resuming Hemlibra prophylaxis following complete resolution of TMA on a case-by-case basis. In
case a bypassing agent is indicated in a patient receiving Hemlibra prophylaxis, see below for dosing
guidance on the use of bypassing agents.

Caution should be used when treating patients who are at high risk for TMA (e.g. have a previous
medical history or family history of TMA), or those who are receiving concomitant medications

known to be a risk factor for the development of TMA (e.g. ciclosporin, quinine, tacrolimus).

Thromboembolism associated with Hemlibra and activated prothrombin complex concentrate

Serious thrombotic events were reported from a clinical trial in patients receiving Hemlibra
prophylaxis when on average a cumulative amount of >100U/kg/24 hours of aPCC for 24 hours or
more was administered (see section 4.8). No cases required anticoagulation therapy. Following
discontinuation of aPCC and interruption of Hemlibra, evidence of improvement or resolution was
seen within one month (see section 4.8). One patient resumed Hemlibra following resolution of
thrombotic event and continued to be treated safely.

Patients receiving Hemlibra prophylaxis should be monitored for the development of
thromboembolism when administering aPCC. The physician should immediately discontinue aPCC
and interrupt Hemlibra therapy if clinical symptoms, imaging, and/or laboratory findings consistent
with thrombotic events occur, and manage as clinically indicated. Physicians and patients/caregivers
should weigh the benefits and risks of resuming Hemlibra prophylaxis following complete resolution
of thrombotic events on a case-by-case basis. In case a bypassing agent is indicated in a patient
receiving Hemlibra prophylaxis, see below for dosing guidance on the use of bypassing agents.

Guidance on the use of bypassing agents in patients receiving Hemlibra prophylaxis

Treatment with bypassing agents should be discontinued the day before starting Hemlibra therapy.

Physicians should discuss with all patients and/or caregivers the exact dose and schedule of bypassing
agents to use, if required while receiving Hemlibra prophylaxis.



Hemlibra increases the patient’s coagulation potential. The bypassing agent dose required may
therefore be lower than that used without Hemlibra prophylaxis. The dose and duration of treatment
with bypassing agents will depend on the location and extent of bleeding, and the patient’s clinical
condition. Use of aPCC should be avoided unless no other treatment options/alternatives are available.
If aPCC is indicated in a patient receiving Hemlibra prophylaxis, the initial dose should not exceed

50 U/kg and laboratory monitoring is recommended (including but not restricted to renal monitoring,
platelet testing, and evaluation of thrombosis). If bleeding is not controlled with the initial dose of
aPCC up to 50 U/kg, additional aPCC doses should be administered under medical guidance or
supervision with consideration made to laboratory monitoring for the diagnosis of TMA or
thromboembolism and verification of bleeds prior to repeated dosing. The total aPCC dose should not
exceed 100 U/kg in the first 24-hours of treatment. Treating physicians must carefully weigh the risk
of TMA and thromboembolism against the risk of bleeding when considering aPCC treatment beyond
a maximum of 100 U/kg in the first 24-hours.

In clinical trials, no cases of TMA or thrombotic events were observed with use of activated
recombinant human FVII (rFVIla) alone in patients receiving Hemlibra prophylaxis.

Bypassing agent dosing guidance should be followed for at least 6 months following discontinuation
of Hemlibra prophylaxis (see section 5.2).

Effects of emicizumab on coagulation tests

Emicizumab restores the tenase cofactor activity of missing activated factor VIII (FVIlIa).
Coagulation laboratory tests based on intrinsic clotting, including the activated clotting time (ACT),
activated partial thromboplastin time (e.g. aPTT), measure the total clotting time including time
needed for activation of FVIII to FVIIla by thrombin. Such intrinsic pathway based tests will yield
overly shortened clotting times with emicizumab, which does not require activation by thrombin. The
overly shortened intrinsic clotting time will then disturb all single factor assays based on aPTT, such
as the one stage FVIII activity assay (see section 4.4, Table 1). However, single factor assays utilising
chromogenic or immuno-based methods are not affected by emicizumab and may be used to monitor
coagulation parameters during treatment, with specific considerations for FVIII chromogenic activity
assays as described below.

Chromogenic factor VIII activity tests may be manufactured with either human or bovine coagulation
proteins. Assays containing human coagulation factors are responsive to emicizumab but may
overestimate the clinical haemostatic potential of emicizumab. In contrast, assays containing bovine
coagulation factors are insensitive to emicizumab (no activity measured) and can be used to monitor
endogenous or infused factor VIII activity, or to measure anti FVIII inhibitors.

Emicizumab remains active in the presence of inhibitors against factor VIII and so will produce a false
negative result in clotting based Bethesda assays for functional inhibition of factor VIII. Instead, a
chromogenic Bethesda assay utilising a bovine based factor VIII chromogenic test that is insensitive to
emicizumab may be used.

These two pharmacodynamic markers do not reflect the true haemostatic effect of emicizumab in vivo
(aPTT is overly shortened and reported factor VIII activity may be overestimated) but provide a
relative indication of the pro-coagulant effect of emicizumab.

In summary, intrinsic pathway clotting-based laboratory test results in patients treated with Hemlibra
should not be used to monitor its activity, determine dosing for factor replacement or anti-coagulation,
or measure factor VIII inhibitors titers. Caution should be taken if intrinsic pathway clotting based
laboratory tests are used, as misinterpretation of their results may lead to under-treatment of patients
experiencing bleeding episodes, which can potentially result in severe or life-threatening bleeds.

Laboratory tests affected and unaffected by emicizumab are shown in Table 1 below. Due to its long
half-life, these effects on coagulation assays may persist for up to 6 months after the last dose (see
section 5.2).



Table1  Coagulation test results affected and unaffected by emicizumab

Results Affected by emicizumab Results Unaffected by emicizumab

- Activated partial thromboplastin time (aPTT) | - Bethesda assays (bovine chromogenic) for
- Bethesda assays (clotting-based) for FVIII FVIII inhibitor titers

inhibitor titers - Thrombin time (TT)

- One-stage, aPTT-based, single-factor assays | - One-stage, prothrombin time (PT)-based,

- aPTT-based activated protein C resistance single-factor assays

(APC-R) - Chromogenic-based single-factor assays other
- Activated clotting time (ACT) than FVIII!

- Immuno-based assays (e.g. ELISA,
turbidimetric methods)

- Genetic tests of coagulation factors (e.g. Factor
V Leiden, Prothrombin 20210)

'For important considerations regarding FVIII chromogenic activity assays, see section 4.4.

Paediatric population

There are no data in children < 1 year of age. The developing hemostatic system in neonates and
infants is dynamic and evolving, and the relative concentrations of pro- and anticoagulant proteins in
these patients should be taken into consideration when making a benefit-risk assessment, including
potential risk of thrombosis (e.g. central venous catheter-related thrombosis).

4.5 Interaction with other medicinal products and other forms of interaction
No adequate or well-controlled drug-drug interaction studies have been conducted with emicizumab.

Clinical experience indicates a drug interaction exists with emicizumab and aPCC (see sections 4.4
and 4.8).

There is a possibility for hypercoagulability with rFVIla or FVIII with emicizumab based on
preclinical experiments. Emicizumab increases coagulation potential, therefore the FVIla or FVIII
dose required to achieve hemostasis may be lower than when used without Hemlibra prophylaxis.

In case of thrombotic complication, the physician should consider discontinuing rFVIla or FVIII and
interrupt Hemlibra prophylaxis as clinically indicated. Further management should be tailored to the
individual clinical circumstances.

° Decision about dose modifications should take into account the half-life of medications;
specifically, interruption of emicizumab may not have an immediate effect.
° Monitoring using a FVIII chromogenic assay may guide the administration of coagulation

factors, and testing for thrombophilic traits may be considered.
Experience with concomitant administration of anti-fibrinolytics with aPCC or rFVIla in patients
receiving Hemlibra prophylaxis is limited. However, the possibility of thrombotic events should be
considered when systemic anti-fibrinolytics are used in combination with aPCC or rFVIla in patients
receiving emicizumab.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Women of childbearing potential receiving Hemlibra should use effective contraception during, and
for at least 6 months after cessation of Hemlibra treatment (see section 5.2).



Pregnancy

There are no clinical studies of emicizumab use in pregnant women. Animal reproduction studies have
not been conducted with Hemlibra. It is not known whether emicizumab can cause fetal harm when
administered to a pregnant woman or can affect reproductive capacity. Hemlibra should be used
during pregnancy only if the potential benefit for the mother outweighs the potential risk to the fetus
taking into account that, during pregnancy and after parturition, the risk for thrombosis is increased
and that several pregnancy complications are linked to an increased risk for disseminated intravascular
coagulation (DIC).

Breast-feeding

It is not known whether emicizumab is excreted in human milk. No studies have been conducted to
assess the impact of emicizumab on milk production or its presence in breast milk. Human IgG is
known to be present in human milk. A decision must be made whether to discontinue breast-feeding or
to discontinue/abstain from Hemlibra therapy taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman.

Fertility

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity
(see section 5.3). No fertility data are available in humans. Thus, the effect of emicizumab on male
and female fertility is unknown.

4.7 Effects on ability to drive and use machines

Hemlibra has no influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of Hemlibra is based on data from clinical trials and post-marketing
surveillance. The most serious adverse drug reactions (ADRs) reported from the clinical trials with
Hemlibra were thrombotic microangiopathy (TMA) and thrombotic events, including cavernous sinus
thrombosis (CST) and superficial vein thrombosis contemporaneous with skin necrosis (see below and
section 4.4).

The most common ADRSs reported in > 10% of patients treated with at least one dose of Hemlibra
were: injection site reactions (20 %), arthralgia (15 %) and headache (14 %).

In total three patients (0.8 %) in the clinical trials receiving Hemlibra prophylaxis withdrew from
treatment due to ADRs, which were TMA, skin necrosis contemporaneous with superficial

thrombophlebitis, and headache.

Tabulated list of adverse drug reactions

The following adverse drug reactions (ADRs) are based on data from post-marketing surveillance and
pooled data from four phase III clinical trials (adult and adolescent studies [BH29884 - HAVEN 1,
BH30071 — HAVEN 3, and BO39182 — HAVEN 4] and a paediatric study BH29992 - HAVEN 2]), in
which a total of 373 male patients with haemophilia A received at least one dose of Hemlibra as
routine prophylaxis. Two hundred and sixty-six (71 %) of the clinical trial participants were adults,
47(13 %) were adolescents (> 12 to < 18 years), 55 (15 %) were children (> 2 to < 12 years) and five
(1 %) were infants and toddlers (1 month to < 2 years). The median duration of exposure across the
studies was 33 weeks (range: 0.1 to 94.3 weeks).

ADRs from the phase III clinical trials and post-marketing surveillance are listed by MedDRA system
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organ class (Table 2). The corresponding frequency categories for each ADR are based on 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) and not known (cannot be estimated
from the available data).

Table2  Summary of adverse drug reactions from pooled HAVEN clinical trials and post-
marketing surveillance with Hemlibra

System Organ Class (SOC) Adverse reactions Frequency
(preferred term, MedDRA)
Blood and lymphatic system disorders | Thrombotic microangiopathy Uncommon
Nervous system disorders Headache Very common
Vascular disorders Thrombophlebitis superficial Uncommon
*Cavernous sinus thrombosis Uncommon
Gastrointestinal disorders Diarrhoea Common
Skin and subcutaneous tissue disorders | Skin necrosis Uncommon
Angioedema Uncommon
Urticaria Common
Rash Common
Musculoskeletal and connective tissue | Arthralgia Very common
disorders Myalgia Common
General disorders and administration Injection site reaction Very common
site conditions Pyrexia Common
*Vascular disorders is a secondary SOC for cavernous sinus thrombosis.

Description of selected adverse drug reactions

Thrombotic microangiopathy

In pooled phase III clinical trials, thrombotic microangiopathy (TMA) events were reported in less
than 1 % of patients (3/373) and in 9.7 % of patients (3/31) who received at least one dose of aPCC
while being treated with emicizumab. All 3 TMAs occurred when on average a cumulative amount

of > 100 U/Kg/24 hours of aPCC for 24 hours or more was administered during a treatment event (see
section 4.4). Patients presented with thrombocytopenia, microangiopathic hemolytic anemia, and acute
kidney injury, without severe deficiencies in ADAMTS13 activity. One patient resumed Hemlibra
following resolution of TMA without recurrence.

Thrombotic events

In pooled phase III clinical trials, serious thrombotic events were reported in less than 1 % of patients
(2/373) and in 6.5 % of patients (2/31) who received at least one dose of aPCC while being treated
with emicizumab. Both serious thrombotic events occurred when on average a cumulative amount

of > 100 U/Kg/24 hours of aPCC for 24 hours or more was administered during a treatment event. One
patient resumed Hemlibra following resolution of the thrombotic event without recurrence (see

section 4.4).
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Characterization of the interaction between emicizumab and aPCC treatment in pivotal clinical trials

There were 82 instances of aPCC treatment* in patients receiving Hemlibra prophylaxis, of which
eight instances (10%) consisted of on average a cumulative amount of >100 U/kg/24 hours of aPCC
for 24 hours or more; two of the eight instances were associated with thrombotic events and three of
the eight instances were associated with TMA (Table 3). No TMA or thrombotic events were
associated with the remaining instances of aPCC treatment. Of all instances of aPCC treatment, 68 %
consisted of only one infusion < 100 U/kg.

Table 3  Characterisation of aPCC treatment* in the pooled phase III clinical studies

) Average cumulative amount of aPCC over 24 hours
Duration of aPCC (U/kg/24 hours)
treatment
<50 50-100 >100
<24 hours 47 13
24-48 hours 0 3 1°
>48 hours 1 1 722b

* An instance of aPCC treatment is defined as all doses of aPCC received by a patient, for any reason, until there
was a 36-hour treatment-free break. Includes all instances of aPCC treatment excluding those in the first 7 days
and those that occurred 30 days after the discontinuation of Hemlibra.

* Thrombotic microangiopathy

® Thrombotic event

Injection site reactions

Injection site reactions (ISRs) were reported very commonly (20 %) from clinical trials. All ISRs
observed in the Hemlibra clinical trials were reported as being non-serious and mild to moderate in
intensity, and 95 % resolved without treatment. The most commonly reported ISR symptoms were

injection site erythema (11 %), injection site pain (4 %) and injection site pruritus (3 %).

Paediatric population

The paediatric population studied comprises a total of 107 patients, of which 5 (5 %) were infants and
toddlers (1 month to less than 2 years of age), 55 (51 %) were children (from 2 to less than 12 years of
age) and 47 (44 %) were adolescents (from 12 to less than 18 years old). The safety profile of
Hemlibra was overall consistent between infants, children, adolescents, and adults.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. 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 limited experience with overdose of Hemlibra.

Symptoms

Accidental overdose may result in hypercoagulability.
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Management

Patients who receive an accidental overdose should immediately contact their physician and be
monitored closely.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihemorrhagics, other systemic hemostatics; ATC code: B02BX06

Mechanism of action

Emicizumab is a humanized monoclonal modified immunoglobulin G4 (IgG4) antibody with a
bispecific antibody structure.

Emicizumab bridges activated factor IX and factor X to restore the function of missing activated factor
VIII that is needed for effective haemostasis.

Emicizumab has no structural relationship or sequence homology to factor VIII and, as such, does not
induce or enhance the development of direct inhibitors to factor VIIL

Pharmacodynamics

Prophylactic therapy with Hemlibra shortens the aPTT and increases the reported factor VIII activity
(using a chromogenic assay with human coagulation factors). These two pharmacodynamic markers
do not reflect the true haemostatic effect of emicizumab in vivo (aPTT is overly shortened and
reported factor VIII activity may be overestimated) but provide a relative indication of the pro-
coagulant effect of emicizumab.

Clinical efficacy and safety

The efficacy of Hemlibra for routine prophylaxis in patients with hemophilia A with or without FVIII
inhibitors was evaluated in four clinical studies (three adult and adolescent studies [HAVEN 3,
HAVEN 1, and HAVEN 4] and a paediatric study [HAVEN 2]).

Clinical studies in adults and adolescents

Patients (aged > 12 years old and > 40 kg) with hemophilia A without FVIII inhibitors (Study
BH30071 — HAVEN 3)

The HAVEN 3 study was a randomized, multicenter, open-label, phase III clinical study in 152 adult
and adolescent males (aged > 12 years and > 40 kg) with severe hemophilia A without FVIII inhibitors
who previously received either episodic (“on demand”) or prophylactic treatment with FVIIL. Patients
received subcutaneous Hemlibra, 3 mg/kg once weekly for the first four weeks followed by either

1.5 mg/kg once weekly (Arms A and D) or 3 mg/kg every two weeks (Arm B) thereafter, or no
prophylaxis (Arm C). Patients in Arm C could switch to Hemlibra (3 mg/kg every two weeks) after
completing at least 24 weeks without prophylaxis. For Arms A and B dose up-titration to 3 mg/kg
weekly was allowed after 24 weeks for patients who experienced two or more qualified bleeds (i.e.,
spontaneous and clinically significant bleeds occurring at steady state). Arm D patients could up-
titrate after the second qualifying bleed. At the time of the primary analysis, five patients underwent
up-titration of their maintenance dose.

Eighty-nine patients previously treated with episodic (“on demand”) FVIII were randomized in a 2:2:1
ratio to receive Hemlibra either once weekly (Arm A; N = 36), every two weeks (Arm B; N = 35) or
no prophylaxis (Arm C; N = 18), with stratification by prior 24-week bleed rate (<9 or >9). Sixty-
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three patients previously treated with prophylactic FVIII were enrolled into Arm D to receive
Hemlibra (1.5 mg/kg once weekly).

The primary objective of the study was to evaluate in patients previously treated with episodic FVIII
the efficacy of prophylactic Hemlibra weekly (Arm A) or every two weeks (Arm B) compared to no
prophylaxis (Arm C) based on the number of bleeds requiring treatment with coagulation factors (see
Table 4). Other objectives of the study included evaluation of the randomized comparison of Arms A
or B and Arm C for the efficacy of Hemlibra prophylaxis in reducing the number of all bleeds,
spontaneous bleeds, joint bleeds, and target joint bleeds (see Table 4), as well as assessing patient
treatment preference using a preference survey.

The efficacy of Hemlibra prophylaxis was also compared with previous prophylactic FVIII treatment
(Arm D) in patients who had participated in a non-interventional study (NIS) prior to enrollment (see
Table 5). Only patients from the NIS were included in this comparison, because bleed and treatment
data were collected with the same level of granularity as used in HAVEN 3. The NIS is an
observational study with the main objective of capturing detailed clinical data on the bleeding episodes
and haemophilia medication use of patients with haemophilia A outside of an interventional trial
setting.

Patients (aged > 12 years old) with haemophilia A with factor VIII inhibitors (Study BH29884 —
HAVEN 1)

The HAVEN 1 study was a randomised, multicentre, open-label clinical study in 109 adolescent and
adult males (aged > 12 years old) with haemophilia A with factor VIII inhibitors who had previously
received either episodic or prophylactic treatment with bypassing agents (aPCC and rFVIIa). In the
study, patients received weekly Hemlibra prophylaxis (Arms A, C, and D) — 3 mg/kg once weekly
for four weeks followed by 1.5 mg/kg once weekly thereafter — or no prophylaxis (Arm B). Patients
randomized to Arm B could switch to Hemlibra prophylaxis after completing at least 24 weeks
without prophylaxis. Dose up-titration to 3 mg/kg once weekly was allowed after 24 weeks on
Hemlibra prophylaxis for patients who experienced two or more qualified bleeds (i.e. spontaneous
and verified clinically significant bleeds occurring at steady state). At the time of the primary
analysis, two patients underwent up-titration of their maintenance dose to 3 mg/kg once weekly.

Fifty-three patients previously treated with episodic (“on-demand”) bypassing agents were randomised
in a 2:1 ratio to receive Hemlibra prophylaxis (Arm A) or no prophylaxis (Arm B), with stratification
by prior 24-week bleed rate (< 9 or > 9).

Forty-nine patients previously treated with prophylactic bypassing agents were enrolled in Arm C to
receive Hemlibra prophylaxis. Seven patients previously treated with episodic (“on-demand”)
bypassing agents who had participated in the NIS prior to enrolment but were unable to enroll in
HAVEN 1 prior to the closure of Arms A and B were enrolled in Arm D to receive Hemlibra
prophylaxis.

The primary objective of the study was to evaluate, among patients previously treated with episodic
(“on-demand”) bypassing agents, the treatment effect of weekly Hemlibra prophylaxis compared with
no prophylaxis (Arm A vs. Arm B) on the number of bleeds requiring treatment with coagulation
factors over time (minimum of 24 weeks or date of discontinuation) (see Table 6). Other secondary
objectives of the randomised comparison of Arms A and B were the efficacy of weekly Hemlibra
prophylaxis in reducing the number of all bleeds, spontaneous bleeds, joint bleeds and target joint
bleeds (see Table 6), as well as assessing patients’ HRQoL and health status (see Tables 9 and 10).
The mean exposure time (+SD) for all patients on study was 21.38 weeks (12.01). For each treatment
arm, the mean exposure times (+SD) were 28.86 weeks (8.37) for Arm A, 8.79 (3.62) for Arm B,
21.56 (11.85) for Arm C and 7.08 (3.89) for Arm D. One patient in Arm A withdrew from study prior
to initiation of Hemlibra.
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The study also evaluated the efficacy of weekly Hemlibra prophylaxis compared with previous
episodic (on-demand) and prophylactic bypassing agents (separate comparisons) in patients who had
participated in the NIS prior to enrolment (Arms A and C, respectively) (see Table 7).

Patients (aged > 12 years old) with haemophilia A with or without factor VIII inhibitors (Study
BO39182 — HAVEN 4)

Hemlibra was investigated in a single arm, multicenter, phase III clinical study in 41 adult and
adolescent males (aged > 12 years and > 40 kg) who have hemophilia A with FVIII inhibitors or
severe hemophilia A without FVIII inhibitors who previously received either episodic (“on demand”)
or prophylactic treatment with bypassing agents or FVIII. Patients received Hemlibra prophylaxis —

3 mg/kg once weekly for four weeks followed by 6 mg/kg every four weeks thereafter. The primary
objective of the study was to evaluate the efficacy of Hemlibra prophylaxis given every four weeks in
maintaining adequate bleed control, based on treated bleeds. Other objectives were to evaluate the
clinical efficacy of Hemlibra prophylaxis on all bleeds, treated spontaneous bleeds, treated joint bleeds
and treated target joint bleeds (see Table 8). Patient treatment preference was also assessed using a
preference survey.

Adults and Adolescents Efficacy Results

HAVEN 3

The efficacy results of Hemlibra prophylaxis compared with no prophylaxis with respect to rate of
treated bleeds, all bleeds, treated spontaneous bleeds, treated joint bleeds, and treated target joint

bleeds are shown in Table 4.

Table4  HAVEN 3 study: Annualised Bleed Rate for Hemlibra prophylaxis arm versus no
prophylaxis arm in patients > 12 years of age without factor VIII inhibitors

Endpoint Arm A Arm.B:
Arm C: Hemlibra
No Prophvlaxi Hemlibra 3 mo/k
0 Frophylaxis 1.5 mg/kg weekly &8
(N=18) (N = 36) every 2 weeks
(N=35)
Treated Bleeds
ABR (95% CI) 38.2(22.9; 63.8) 1.5(0.9;2.5) 1.3(0.8;2.3)
% reduction (RR), p-value
o ) prale NA 96% (0.04), 97% (0.03), < 0.0001
<0.0001 ©(0.03), <0.
% patients with 0 bleeds , _ ,
(95% CI) 0.0 (0.0; 18.5) 55.6 (38.1; 72.1) 60.0 (42.1; 76.1)
Median ABR (IQR) 40.4 (25.3; 56.7) 0(0;2.5) 0(0;1.9)
All Bleeds
ABR (95% CI) 47.6 (28.5;79.6) 2.5(1.6;3.9) 2.6 (1.6;4.3)
o
% reduction (RR), p-value NA 95% (0.05 <0.0001 944;’ (()%816)
% patients with 0 bleeds 0(0.0:18.5) ) ,
(95% CI) 50(32.9; 67.1) 40 (23.9;57.9)
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Endpoint Arm A Arm B:
Arm C: m. ) Hemlibra
) Hemlibra
No Prophylaxis 1.5 mg/kg weekly 3 mg/kg
(N=18) ’ (N = 36) every 2 weeks
(N=35)
Treated Spontaneous Bleeds
ABR (95% CI) 15.6 (7.6; 31.9) 1.0 (0.5; 1.9) 0.3 (0.1; 0.8)
0
% reduction (RR), p-value NA 94% (0.06), <0.0001 984; g())(()) 12 ),
% patients with 0 bleeds 22.2 (6.4, 47.6) ) )
(95% CI) 66.7 (49.0; 81.4) 88.6 (73.3; 96.8)
Treated Joint Bleeds
ABR (95% CI) 26.5 (14.67,47.79) 1.1 (0.59; 1.89) 0.9 (0.44; 1.67)
o
% reduction (RR), p-value NA 96% (0.04), <0.0001 974;’ g%gf’)
% patients with 0 bleeds 0(0; 18.5) ) )
(95% CI) 58.3 (40.8; 74.5) 74.3 (56.7; 87.5)
Treated Target Joint Bleeds
ABR (95% CI) 13.0 (5.2; 32.3) 0.6 (0.3; 1.4) 0.7 (0.3; 1.6)
]
% reduction (RR), p-value NA 95% (0.05), <0.0001 954;’ 5%815 ),
% patients with 0 bleeds 27.8(9.7; 53.5) ) )
(95% CI) 69.4(51.9; 83.7) 77.1 (59.9; 89.6)

Rate ratio, and confidence interval (CI) come from negative binomial regression (NBR) model and p-value from Stratified
'Wald test, comparing bleed rate between specified arms.

Arm C: includes no prophylaxis period only.

Bleed definitions adapted based on ISTH criteria.

Treated bleeds = bleeds treated with FVIII

All bleeds = bleeds treated and not treated with FVIIL

Includes data before up-titration only, for patients whose dose was up-titrated.

Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.

ABR= Annualised Bleed Rate; CI= confidence interval; RR=rate ratio; IQR= interquartile range, 25th percentile to 75th
ercentile, NA=Not Applicable

In the HAVEN 3 clinical study intra-patient analysis, Hemlibra prophylaxis resulted in a statistically

significant (p<0.0001) reduction (68 %) in bleed rate for treated bleeds compared with previous FVIII
prophylaxis collected in the NIS prior to enrollment (see Table 5).
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Table5  HAVEN 3 study: Intra-patient comparison of Annualised Bleed Rate (treated bleeds)
with Hemlibra prophylaxis versus previous FVIII prophylaxis

Endpoint Arm D NIS: Arm D:
Previous FVIII Prophylaxis |Hemlibra 1.5 mg/kg weekly
(N=48) (N=48)

Median Efficacy Period (weeks) 30.1 33.7

Treated Bleeds

ABR (95% CI) a 4.8(3.2;7.1) | 1.5(1;2.3)

% reduction (RR), p-value 68% (0.32), <0.0001

% patients with zero bleeds i i

(95% CI) 39.6 (25.8;54.7) 54.2 (39.2; 68.6)

Median ABR (IQR) 1.8 (0; 7.6) 0(0;2.1)

Rate ratio and confidence interval (CI) comes from negative binomial regression (NBR) model and p-
value from Stratified Wald test, comparing ABR between specified arms.

Intra-patient comparator data from the NIS. Only patients who participated in the NIS and in study
HAVEN 3 are included.

Includes data before up-titration only, for patients whose dose was up-titrated.

Treated bleeds = bleeds treated with FVIII. Bleed definitions adapted based on ISTH criteria. ABR=
Annualised Bleed Rate; Cl= confidence interval, RR= rate ratio; IQR=interquartile range, 25th percentile
to 75th percentile

Although a higher adherence was observed with emicizumab prophylaxis than with prior FVIII
prophylaxis, no difference in ABR in patients with >80% or < 80% compliant doses on FVIII prophylaxis
according to standard label requirements could be identified (data to be interpreted with caution due to
small sample sizes).

Due to the short half-life of FVIIIL, no carryover effect is assumed after it's discontinuation.

Only the first five emicizumab doses had to be administered under supervision to ensure safety and
injection technique proficiency. Similar to FVIII prophylaxis, self administration at home was allowed for
all subsequent emicizumab doses.

All patients were treated by hemophilia experts who confirmed that adequate FVIII propylaxis was
administered to patients included in the intra-patient comparison, supporting equivalent usual prophylaxis
care across sites and patients.

HAVEN 1
The efficacy results of Hemlibra prophylaxis compared with no prophylaxis with respect to rate of

treated bleeds, all bleeds, treated spontaneous bleeds, treated joint bleeds, and treated target joint
bleeds are shown in Table 6.
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Table 6

HAVEN 1: Annualised Bleed Rate with Hemlibra prophylaxis arm versus no

prophylaxis arm in patients > 12 years of age with factor VIII inhibitors

Endpoint Arm B: no prophylaxis Arm A: 1.5 mg/kg
Hemlibra weekly
N=18 N=35
Treated bleeds
ABR (95% C]) 23.3(12.33;43.89) ‘ 2.9(1.69;5.02)

% reduction (RR), p-value

87% (0.13), < 0.0001

% patients with 0 bleeds (95% CI) 5.6 (0.1; 27.3) 62.9 (44.9; 78.5)
Median ABR (IQR) 18.8 (12.97;35.08) 0(0;3.73)
All bleeds

ABR (95% CI) 28.3 (16.79, 47.76) \ 5.5 (3.58; 8.60)

% reduction (RR), p-value

80% (0.20), < 0.0001

% patients with 0 bleeds (95% CI)

5.6 (0.1;27.3)

37.1(21.5;55.1)

Treated spontaneous bleeds

ABR (95% CI)

16.8 (9.94; 28.30)

1.3 (0.73; 2.19)

% reduction (RR), p-value

92% (0.08), < 0.0001

% patients with 0 bleeds (95% CI)

11.1 (1.4; 34.7)

68.6 (50.7; 83.1)

Treated joint bleeds

ABR (95% CI)

6.7 (1.99;22.42)

0.8 (0.26; 2.20)

% reduction (RR), p-value

89% (0.11), 0.0050

% patients with 0 bleeds (95% CI)

50.0 (26.0; 74.0)

85.7 (69.7; 95.2)

Treated target joint bleeds

ABR (95% CI)

3.0 (0.96; 9.13)

0.1 (0.03; 0.58)

% reduction (RR), p-value

95% (0.05), 0.0002

% patients with 0 bleeds (95% CI)

50.0 (26.0; 74.0)

94.3 (80.8; 99.3)

Rate ratio, and confidence interval (CI) come from negative binomial regression (NBR) model and p-value from Stratified

Wald test, comparing bleed rate between specified arms.

Arm B: includes no prophylaxis period only.
Bleed definitions adapted based on ISTH criteria.
Treated bleeds = bleeds treated with bypassing agents.

All bleeds = bleeds treated and not treated with bypassing agents.
Includes data before up-titration only, for patients whose dose was up-titrated.

Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.

ABR= Annualised Bleed Rate; CI= confidence interval; RR= rate ratio; IQR= interquartile range, 25"

percentile to 75" percentile.

In the HAVEN 1 intra-patient analysis, Hemlibra prophylaxis resulted in statistically significant

(p = 0.0003) and clinically meaningful reduction (79 %) in bleed rate for treated bleeds compared with

previous bypassing agent prophylaxis collected in the NIS prior to enrolment (see Table 7).
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Table 7 HAVEN 1: Intra-patient comparison of Annualised Bleed Rate (treated bleeds) with
Hemlibra prophylaxis versus previous bypassing agent prophylaxis (NIS patients)

Arm Cxyis: previous bypassing agent | Arm C: Hemlibra 1.5 mg/kg

Endpoint prophylaxis weekly
N=24 N=24

Treated bleeds

ABR (95% CI) 15.7 (11.08; 22.29) 3.3 (1.33; 8.08)

% patients with 0 bleeds ) i

(95% CI) 12.5(2.7; 32.4) 70.8 (48.9; 87.4)

Median ABR (IQR) 12.0 (5.73; 24.22) 0.0 (0.00; 2.23)

% reduction 79%

(RR), p-value (0.21), 0.0003

Rate ratio and confidence interval (CI) comes from negative binomial regression (NBR) model and p-value
from Stratified Wald test, comparing ABR between specified arms.

Intra-patient comparator data from the NIS.

Only patients who participated in the NIS and in study HAVEN 1 are included.

Includes data before up-titration only, for patients whose dose was up-titrated.

Treated bleeds = bleeds treated with bypassing agents.

Bleed definitions adapted based on ISTH criteria.

ABR= Annualised Bleed Rate; CI= confidence interval, RR= rate ratio; IQR=interquartile range, 25%
percentile to 75" percentile

Although a higher adherence was observed with emicizumab prophylaxis than with prior bypassing agent
(BPA) prophylaxis, no difference in ABR in patients with > 80% or < 80% compliant doses on BPA
prophylaxis according to standard label requirements could be identified (data to be interpreted with caution
due to small sample sizes).

Due to the short half-life of bypassing agents, no carryover effect is assumed after it's discontinuation.

Only the first five emicizumab doses had to be administered under supervision to ensure safety and injection
technique proficiency. Similar to BPA prophylaxis, self administration at home was allowed for all subsequent
emicizumab doses.

HAVEN 4

Primary analysis efficacy results of Hemlibra prophylaxis every four weeks with respect to rate of
treated bleeds, all bleeds, treated spontaneous bleeds, treated joint bleeds, and treated target joint
bleeds are shown in Table 8. Forty one patients > 12 years old were evaluated for efficacy with a
median observation time of 25.6 weeks (range: 24.1-29.4).
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Table8  HAVEN 4: Annualised Bleed Rate with Hemlibra prophylaxis in patients >12 years
of age with or without factor VIII inhibitors

Hemlibra 6mg/kg Q4W
Endpoints *ABR (95% CI) PMedian ABR (IQR) % Zero Bleeds
(95%CI)

N 41 41 41
Treated Bleeds 2.4(1.4;4.3) 0.0 (0.0; 2.1) 56.1(39.7; 71.5)
All Bleeds 4.5(3.1; 6.6) 2.1(0.0;5.9) 29.3 (16.1; 45.5)
Treated Spontaneous 0.6 (0.3;1.5) 0.0 (0.0; 0.0) 82.9 (67.9;92.8)
Bleeds
Treated Joint Bleeds 1.7 (0.8;3.7) 0.0 (0.0; 1.9) 70.7 (54.5; 83.9)
Treated Target Joint 1.0 (0.3; 3.3) 0.0 (0.0;0.0) 85.4 (70.8; 94.4)
Bleeds
2 Calculated with negative binomial regression (NBR) model
b Calculated ABR
Bleed definitions adapted based on ISTH criteria
Treated bleeds: bleeds treated with FVIII or rFVIla
All bleeds: bleeds treated and not treated with FVIII or rFVIla
Patients exposed to emicizumab started with a loading dose of 3mg/kg/week for 4 weeks.
ABR=Annualized Bleed Rate, CI=confidence interval; IQR=interquartile range; 25" percentile to 75"
percentile ; Q4W=once every four week prophylaxis

Adults and Adolescents Health-Related outcome measures

The HAVEN adult and adolescent clinical studies evaluated patient-reported hemophilia-related
quality of life outcomes with the Haemophilia-Specific Quality of Life (Haem-A-QoL) questionnaire
for adults (> 18 years) and its adolescent version (Haemo-QoL-SF, for 8 to <18 years), the Physical
Health Score (i.e. painful swellings, presence of joint pain, pain with movement, difficulty walking far
and needing more time to get ready) and Total Score (summary of all scores) were protocol defined
endpoints of interest. To measure change in health status, the Index Utility Score (IUS) and the Visual
Analog Scale (VAS) from the EuroQoL Five-Dimension-Five Levels Questionnaire (EQ-5D-5L) was
examined.

HAVEN 1 health-related outcomes

In this study baseline Total Scores (mean = 41.14 and 44.58, respectively) and Physical Health scale
scores (mean = 52.41 and 57.19, respectively) were similar for Hemlibra prophylaxis and no
prophylaxis. Table 9 provides a summary of the comparison between the Hemlibra prophylaxis arm
(Arm A) and the no prophylaxis arm (Arm B) on the Haem-A-QoL Total Score and Physical Health
scale after 24 weeks of treatment adjusting for baseline. Weekly Hemlibra prophylaxis showed a
statistically significant and clinically meaningful improvement compared with no prophylaxis in the
pre-specified endpoints of Haem-A-QoL Physical Health Scale score at the Week 25 assessment.
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Table 9

HAVEN 1: Change in Haem-A-QoL Physical Health and Total score with Hemlibra

prophylaxis versus no prophylaxis in patients = 18 years with factor VIII inhibitors

Haem-A-QoL at week 25

Arm B: no prophylaxis Arm A: Hemlibra

(N=14) 1.5 mg/kg weekly (N=25)
Physical health score (range 0 to 100)
Adjusted mean 54.17 | 32.61
Difference in adjusted means (95% CI) 21.55(7.89,35.22)
p-value 0.0029
Total score (range 0 to 100)
Adjusted mean 43.21 | 29.2

Difference in adjusted means (95% CI)

14.01 (5.56, 22.45)

Arm B: includes no prophylaxis period only.

Includes data before up-titration only, for patients whose dose was up-titrated.

Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.

Haem-A_QoL scales range from 0 to 100; lower scores are reflective of better HRQoL.

Clinically meaningful difference: Total score: 7 points; Physical Health: 10 points. Analyses are based on data from
individuals who provided responses at both baseline and Week 25 assessments.

HAVEN 1 Health Status Outcomes

Table 10 provides a summary of the comparison between the Hemlibra prophylaxis arm (Arm A) and
the no prophylaxis arm (Arm B) on the EQ-5D-5L index utility scale and visual analog scale after
24 weeks of treatment adjusting for baseline.

Table 10 HAVEN 1: EQ-5D-5L scores in patients = 12 years at week 25

EQ-5D-5L scores after 24 weeks

Arm B: no prophylaxis Arm A: Hemlibra

(N=16) 1.5 mg/kg weekly
(N=29)
Visual Analogue Scale
Adjusted mean 74.36 | 84.08

Difference in adjusted means (95% CI)

-9.72 (-17.62, -1.82)

Index Utility Score

Adjusted mean

0.65 | 0.81

Difference in adjusted means (95% CI)

-0.16 (-0.25, -0.07)

Arm B: includes no prophylaxis period only.

Includes data before up-titration only, for patients whose dose was up-titrated.
Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.

Higher scores indicate better quality of life.

Clinically meaningful difference: VAS: 7 points, Index Utility Score: 0.07 points

Analyses are based on data from individuals who provided responses at both baseline and Week 25 assessments.
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Clinical study in paediatric patients

Paediatric patients (age < 12 years old, or 12 to 17 years old weighing < 40 kg) with haemophilia A
with factor VIII inhibitors (Study BH29992 — HAVEN 2)

Hemlibra weekly prophylaxis was evaluated in a single-arm, multicentre, open-label clinical study in
paediatric patients (age < 12 years old, or 12 to 17 years old weighing <40 kg) with haemophilia A
with factor VIII inhibitors. Patients received Hemlibra prophylaxis at 3 mg/kg once weekly for the
first 4 weeks followed by 1.5 mg/kg once weekly thereafter.

The study evaluated the pharmacokinetics, safety, and efficacy including the efficacy of weekly
Hemlibra prophylaxis compared with previous episodic and prophylactic bypassing agent treatment in
patients who had participated in the NIS prior to enrolment (intra-patient comparison).

HAVEN 2 paediatric Efficacy Results (Interim Analysis)

At the time of the interim analysis, efficacy was evaluated in 59 patients who were < 12 years old and
had been receiving weekly Hemlibra prophylaxis for at least 12 weeks, including four patients aged
<2 years old, 17 patients aged 2 to < 6 years, 38 patients aged 6 to < 12 years old. Annualized bleed
rate and percent of patients with zero bleeds were calculated (see Table 11). The median observation
time for these patients was 29.6 weeks (range: 18.4 to 63.0 weeks).

Table 11 HAVEN 2: Overview of efficacy (interim analysis)
Endpoint *ABR (95% CI) ‘Median ABR (IQR) % Zero Bleeds
(95% CI)
"N =59 "N =59 "N =59
Treated bleeds 0.3(0.1;0.5) 0(0; 0) 86.4 (75; 94)
All bleeds 3.8(2.2;6.5) 0(0;3.4) 55.9 (42.4; 68.8)
Treated spontaneous . . .
bleeds 0(0;0.2) 0(0; 0) 98.3 (90.9; 100)
Treated joint bleeds 0.2 (0.1;0.4) 0(0; 0) 89.8 (79.2; 96.2)
Treated target joint ) i )
bleads 0.1(0; 0.7) 0 (0, 0) 96.6 (88.3; 99.6)
ABR = annualized bleed rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th
percentile

a Calculated with negative binomial regression (NBR) model.

b Efficacy data from treated patients aged < 12 years who had been on study HAVEN 2 for at least 12 weeks
(N =59), as the study aimed to primarily investigate treatment effect based on age.

bCalculated ABR

Bleed definitions adapted based on ISTH criteria.

Treated bleeds: bleeds treated with bypassing agents.

All bleeds: bleeds treated and not treated with bypassing agents.

Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.

In the intra-patient analysis, Hemlibra weekly prophylaxis resulted in a clinically meaningful
reduction (98 %) in treated bleed rate in 18 paediatric patients who had at least 12 weeks of Hemlibra
prophylaxis compared to their bleed rate collected in the NIS prior to enrolment (Table 12).
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Table 12 HAVEN 2: Intra-patient comparison of Annualised Bleed Rate (treated
bleeds) with Hemlibra prophylaxis versus previous bypassing agent

prophylaxis
Endpoint Previous bypassing agent Hemlibra prophylaxis
treatment* (N = 18) (N=18)

Treated bleeds

ABR (95% CI) 19.8 (15.3;25.7) 0.4 (0.15; 0.88)
98%

% reduction (RR) °
(0.02)

] 1 1 o .

é)I)patlents with zero bleeds (95% 5.6 (0.1; 27.3) 77.8 (52.4: 93.6)

Median ABR (IQR) 16.2 (11.49; 25.78) 0(0; 0)

* Previous prophylactic treatment for 15 of the 18 patients; previous episodic (on-demand) treatment for 3
subject
Rate ratio and confidence interval (CI) comes from negative binomial regression (NBR) model and p-value
from Stratified Wald test, comparing ABR between specified arms.

Intra-patient comparator data from the NIS.

Only patients who participated in the NIS and in study HAVEN 2 are included.

Bleed definitions adapted based on ISTH criteria.

Treated bleeds: bleeds treated with bypassing agents.

Patients exposed to emicizumab started with a loading dose of 3 mg/kg/week for 4 weeks.
ABR= Annualised Bleed Rate; CI= confidence interval; RR= rate ratio; IQR=interquartile range, 25™
percentile to 75" percentile

Although a higher adherence was observed with emicizumab prophylaxis than with prior bypassing agent
(BPA) prophylaxis, no difference in ABR in patients with > 80% or < 80% compliant doses on BPA
prophylaxis according to standard label requirements could be identified (data to be interpreted with caution
due to small sample sizes).

Due to the short half-life of bypassing agents, no carryover effect is assumed after it's discontinuation.

Only the first five emicizumab doses had to be administered under supervision to ensure safety and injection
technique proficiency. Similar to BPA prophylaxis, self administration at home was allowed for all subsequent
emicizumab doses.

Pediatric Health-Related Outcomes Results
HAVEN 2 Health-Related Outcomes

In HAVEN 2, HRQoL for patients aged > 8 to < 12 years was evaluated at week 25 based on the
Haemo-QoL-SF questionnaire for children (see Table 13). The Haemo-QoL-SF is a valid and reliable
measure of HRQoL. HRQoL for patients aged < 12 years was also evaluated at week 25 based on the
Adapted InhibQoL with Aspects of Caregiver Burden questionnaire completed by caregivers (see
Table 13). The Adapted InhibQoL is a valid and reliable measure of HRQoL.
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Table 13 HAVEN 2: Change from baseline to week 25 in the Physical Health score of
patients (< 12 years of age) following treatment with Hemlibra prophylaxis
as reported by patients and caregivers

Haemo-QoL-SF

Physical health score (range 0 to 100)?

Mean baseline score (95% CI) (n = 18) 29.5(16.4—-42.7)

Mean change from baseline (95% CI) (n = 15) -21.7(-37.1 --6.3)

Adapted InhibQoL with aspects of
caregiver burden

Physical health score (range 0 to 100)?

Mean baseline score (95% CI) (n = 54) 37.2(31.5-42.8)

Mean change from baseline (95% CI) (n = 43) -32.4 (-38.6 - -26.2)

2 Lower scores (negative change scores) are reflective of better functioning.
Analyses are based on data from individuals who provided responses at both baseline and Week 25 assessments.

There is limited experience with bypassing agent or FVIII use during surgeries and procedures.
Bypassing agent or FVIII use during surgeries and procedures was determined by the investigator.

In the event of breakthrough bleeding, patients receiving emicizumab prophylaxis should be managed
with available therapies. For bypassing agent guidance refer to section 4.4.

Immunogenicity

As with all therapeutic proteins, there is the potential for an immune response in patients treated with
emicizumab. A total of 398 patients were tested for anti-emicizumab antibodies in the HAVEN 1-4
clinical trials. Less than 5 % of patients tested positive for anti-emicizumab antibodies and < 1 % of
patients had anti-emicizumab antibodies with neutralizing potential (based on declining
pharmacokinetics). Loss of efficacy was reported in 1 out of 398 patients. .

In case of clinical signs of loss of efficacy, a change of treatment should be considered.

Elderly population

Use of Hemlibra in patients aged 65 and over with haemophilia A is supported by adult and adolescent
studies HAVEN 1, HAVEN 3, and HAVEN 4. Based on limited data, there is no evidence to suggest a
difference in efficacy or safety in patients aged 65 years or above.

5.2 Pharmacokinetic properties
The pharmacokinetics of emicizumab was determined via non-compartmental analysis in healthy

subjects and using a population pharmacokinetic analysis on a database composed of 389 patients with
haemophilia A.

Absorption

Following subcutaneous administration in haemophilia A patients, the absorption half-life was
1.6 days.

Following multiple subcutaneous administrations of 3 mg/kg once weekly for the first 4 weeks in
haemophilia A patients, mean (+SD) trough plasma concentrations of emicizumab achieved

52.6£13.6 pg/mL at Week 5.
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The predicted mean (£SD) Cirough ,and Cuax and ratios of Cmax/Cirougn at steady- state for the
recommended maintenance doses of 1.5 mg/kg once weekly, 3 mg/kg every two weeks or 6 mg/kg
every four weeks are shown in Table 14 .

Table 14 Mean (= SD) steady-state emicizumab concentrations
Maintenance dose
Parameters 1.5 mg/kg once 3 mg/kg every two 6 mg/kg every four
weekly weeks weeks

Crnax, ss (Lg/mL) 54.9+15.9 58.1£16.5 66.8+£17.7
Cavg, ss (ng/mL) 53.5+15.7 53.5+15.7 53.5+15.7
Cirough, ss (ng/mL) 51.1£15.3 46.7+16.9 38.3£14.3
Comax/Cirough ratio 1.08+0.03 1.26+0.12 1.85+0.46
Cavg, ss = average concentration at steady state; Crmax, ss = maximum plasma concentration at steady state; Cirough,
s = trough concentration at steady state; QW = once weekly; Q2W = every two weeks; Q4W = every four
weeks. Pharmacokinetic parameters derived from the population PK model.

Similar PK profiles were observed following once weekly dosing (3 mg/kg/week for 4 weeks followed
by 1.5 mg/kg/week) in adults/adolescents (> 12 years) and children (< 12 years) (see Figure 1).

Figure 1: Mean (£95% CI) plasma emicizumab concentration versus time profiles for
patients > 12 years (studies HAVEN 1 and HAVEN 3) compared with
patients < 12 years (study HAVEN 2)

804

20+ -©- Patients > 12 years (n=213)
-~ Patients < 12 years (n=60)

0- T T T T T T T 1

1 9 17 25 33 41 49 57 65 73
Time (weeks)

Mean (95% CI) emicizumab concentration (ug/mL)

In healthy subjects, the absolute bioavailability following subcutaneous administration of 1 mg/kg was
between 80.4% and 93.1% depending on the injection site. Similar pharmacokinetic profiles were
observed following subcutaneous administration in the abdomen, upper arm, and thigh. Emicizumab
can be administered interchangeably at these anatomical sites (see section 4.2).
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Distribution

Following a single intravenous dose of 0.25 mg/kg emicizumab in healthy subjects, the volume of
distribution at steady state was 106 mL/kg (i.e. 7.4 L for a 70-kg adult).

The apparent volume of distribution (V/F), estimated from the population PK analysis, in haemophilia
A patients following multiple subcutaneous doses of emicizumab was 10.4 L.

Metabolism

The metabolism of emicizumab has not been studied. IgG antibodies are mainly catabolised by
lysosomal proteolysis and then eliminated from or reused by the body.

Elimination

Following intravenous administration of 0.25 mg/kg in healthy subjects, the total clearance of
emicizumab was 3.26 mL/kg/day (i.e. 0.228 L/d for a 70-kg adult) and the mean terminal half-life was
26.7 days.

Following single subcutaneous injection in healthy subjects, the elimination half-life was
approximately 4 to 5 weeks.

Following multiple subcutaneous injections in haemophilia A patients, the apparent clearance was
0.272 L/day and the elimination apparent half-life was 26.8 days.

Dose linearity
Emicizumab exhibited dose-proportional pharmacokinetics in patients with haemophilia A after the
first dose of Hemlibra over a dose range from 0.3 to 6 mg/kg . The exposure (Cavg, ss) of multiple doses

is comparable between 1.5 mg/kg every week, 3mg/kg every 2 weeks and 6mg/kg dose every 4 weeks.

Special populations

Paediatric

The effect of age on the pharmacokinetics of emicizumab was assessed in a population
pharmacokinetic analysis which included 5 infants (> 1 month to <2 years), 55 children (less
than 12 years) and 50 adolescents (12 to < 18 years) with haemophilia A. Age did not affect the
pharmacokinetics of emicizumab in paediatric patients.

Elderly

The effect of age on the pharmacokinetics of emicizumab was assessed in a population
pharmacokinetic analysis which included thirteen subjects aged 65 years and older (no subjects were
older than 77 years of age). Relative bioavailability decreased with older age, but no clinically
important differences were observed in the pharmacokinetics of emicizumab between subjects

< 65 years and subjects > 65 years.

Race

Population pharmacokinetics analyses in patients with haemophilia A showed that race did not affect
the pharmacokinetics of emicizumab. No dose adjustment is required for this demographic factor.
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Renal impairment

No dedicated studies of the effect of renal impairment on the pharmacokinetics of emicizumab have
been conducted.

Most of the patients with hemophilia A in the population pharmacokinetic analysis had normal renal
function (N = 332; creatinine clearance [CLcr] > 90 mL/min) or mild renal impairment (N = 27; CLcr
of 60-89 mL/min). Mild renal impairment did not affect the pharmacokinetics of emicizumab. There
are limited data available on the use of Hemlibra in patients with moderate renal impairment (only 2
patients with CLcr of 30-59 mL/min) and no data in patients with severe renal impairment. The impact
of moderate and severe renal impairment on the pharmacokinetics of emicizumab cannot be
concluded.

Emicizumab is a monoclonal antibody and is cleared via catabolism rather than renal excretion and a
change in dose is not expected to be required for patients with renal impairment.

Hepatic impairment

No dedicated studies on the effect of hepatic impairment on the pharmacokinetics of emicizumab have
been conducted. Most of the patients with haemophilia A in the population pharmacokinetic analysis
had normal hepatic function (bilirubin and AST < ULN, N = 300) or mild hepatic impairment
(bilirubin < ULN and AST > ULN or bilirubin from 1.0 to 1.5 x ULN and any AST, N =51). Only

6 patients had moderate hepatic impairment (1.5 x ULN< bilirubin<3 x ULN and any AST). Mild
hepatic impairment did not affect the pharmacokinetics of emicizumab (see section 4.2). The safety
and efficacy of emicizumab have not been specifically tested in patients with hepatic impairment.
Patients with mild and moderate hepatic impairment were included in clinical trials. No data are
available on the use of Hemlibra in patients with severe hepatic impairment.

Emicizumab is a monoclonal antibody and cleared via catabolism rather than hepatic metabolism and
a change in dose is not expected to be required for patients with hepatic impairment.

Other special populations

Modelling shows that less frequent dosing in patients with hypoalbuminemia and low body weight for
their age results in lower emicizumab exposures; simulations indicate that these patients would still
benefit from clinically meaningful bleed control. No patients with such characteristics were enrolled in
clinical trials.

5.3 Preclinical safety data

Preclinical data reveal no special hazards for humans based on studies of acute and repeated dose
toxicity, including safety pharmacology endpoints and endpoints for reproductive toxicity.

Fertility

Emicizumab did not cause any changes in the reproductive organs of male or female cynomolgus
monkeys up to the highest tested dose of 30 mg/kg/week (equivalent to 11 times the human exposure
at the highest dose of 3 mg/kg/week, based on AUC).

Teratogenicity

No data are available with respect to potential side effects of emicizumab on embryo-foetal
development.
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Injection site reactions

Reversible hemorrhage, perivascular mononuclear cell infiltration, degeneration/necrosis of subcutis
and swelling of endothelium in the subcutis was noted in animals after subcutaneous injection.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

L-Arginine

L-Histidine

L-Aspartic acid

Poloxamer 188

Water for injections

6.2 Incompatibilities

No incompatibilities between Hemlibra and polypropylene or polycarbonate syringes and stainless
steel needles have been observed.

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

6.3  Shelf life

Unopened vial

Hemlibra 30 mg/mL solution for injection

2 years.

Hemlibra 150 mg/mL solution for injection

2 years.

Once removed from the refrigerator, unopened vials can be kept at room temperature (below 30°C) for
up to 7 days.

After storage at room temperature, unopened vials may be returned to the refrigerator. If stored out of
and then returned to refrigeration, the total combined time out of refrigeration should not exceed 7
days. The vials should never be exposed to temperatures above 30 °C. Vials that have been kept at
room temperature for more than 7 days or exposed to temperatures above 30 °C should be discarded.

Pierced vial and filled syringe

From a microbiological point of view, once transferred from the vial to the syringe, the medicinal
product should be used immediately. If not used immediately, in-use storage times and conditions are
the responsibility of the user.

6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.
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For storage conditions after first opening of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Hemlibra 30 mg/mL solution for injection

3 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film and crimped
with an aluminium cap fitted with a plastic flip-off disk. Each vial contains 30 mg emicizumab in
1 mL of solution for injection. Each carton contains one vial.

Hemlibra 150 mg/mL solution for injection

3 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film and crimped
with an aluminium cap fitted with a plastic flip-oft disk. Each vial contains 60 mg emicizumab in
0.4 mL of solution for injection. Each carton contains one vial.

3 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film and crimped
with an aluminium cap fitted with a plastic flip-off disk. Each vial contains 105 mg emicizumab in
0.7 mL of solution for injection. Each carton contains one vial.

3 mL clear glass type I vial with butyl rubber stopper laminated with a fluoro-resin film and crimped
with an aluminium cap fitted with a plastic flip-off disk. Each vial contains 150 mg emicizumab in

1 mL of solution for injection. Each carton contains one vial.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Hemlibra solution is a sterile, preservative-free, and ready to use solution for subcutaneous injection
that does not need to be diluted.

Hemlibra should be inspected visually to ensure there is no particulate matter or discolouration prior to
administration. Hemlibra is a colourless to slightly yellow solution. The solution should be discarded
if particulate matter is visible or product is discoloured.

Do not shake.

Hemlibra solution for injection vials are for single-use only.

A syringe, a transfer needle and an injection needle are needed to withdraw Hemlibra solution from
the vial and inject it subcutaneously.

Please see below recommended features:

A 1 mL syringe should be used for an injection up to 1 mL of Hemlibra solution, whereas a 2 to 3 mL
syringe should be used for an injection greater than 1 mL and up to 2 mL.

Refer to the Hemlibra “Instructions for Use” for handling instructions when combining vials in a

syringe. Different Hemlibra vial concentrations (30 mg/mL and 150 mg/mL) should not be combined
in a single injection to administer the prescribed dose.

1 mL syringe

Criteria: Transparent polypropylene or polycarbonate syringe with Luer-lock tip, graduation 0.01 mL.
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2 to 3 mL syringe

Criteria: Transparent polypropylene or polycarbonate syringe with Luer-lock tip, graduation 0.1 mL.

Transfer needle with filter

Criteria for transfer needle with filter: Stainless steel with Luer-lock connection, gauge 18 G, length
35 mm (1'%"), containing a 5 pum filter and preferably with semi-blunted tip.

Injection needle

Criteria: Stainless steel with Luer-lock connection, gauge 26 G (acceptable range: 25-27 gauge),
length preferably 9 mm (3/8") or maximally 13 mm (!4"), preferably including needle safety feature.

Please see section 4.2 and package leaflet (section 7 Instructions for Use), for additional information
on administration.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1271/001 (30 mg/1 ml)

EU/1/18/1271/002 (60 mg/0.4 ml)

EU/1/18/1271/003 (105 mg/0.7 ml)

EU/1/18/1271/004 (150 mg/1 ml)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 23 February 2018

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 IT

MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURERS 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

30



A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Chugai Pharma Manufacturing Co., Ltd.
5-1, Ukima 5-Chome

Kita-Ku, Tokyo

115-8543

Japan

Name and address of the manufacturers responsible for batch release

Roche Austria GmbH
Engelhorngasse 3
1211 Wien

Austria

Roche Pharma AG
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
Germany

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE
Medicinal product subject to restricted medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

° Periodic safety update reports (PSURs)

The requirements for submission of PSURSs 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 (MAH) 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

° Risk management plan (RMP)
The marketing authorisation holder (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.
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An updated RMP should be submitted:

. At the request of the European Medicines Agency;

° 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.

° Additional risk minimisation measures

Prior to launch of Hemlibra in each Member State the Marketing Authorisation Holder (MAH) must
agree about the content and format of the educational programme, including communication media,
distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

The educational programme is aimed at increasing communication and medical and patient education
around the important identified risks of thromboembolic events and thrombotic microangiopathy
associated with the concomitant use of emicizumab and activated prothrombin complex concentrate
(aPCC), and the important potential risk of life-threatening bleeding due to misinterpretation of the
standard coagulation tests (unreliable in patients treated with emicizumab) and provide information on
how to manage them.

The MAH shall ensure that in each Member State where Hemlibra is marketed, all healthcare
professionals, patients/carers who are expected to prescribe, dispense or use Hemlibra, and laboratory
professionals, have access to/are provided with the following educational package:

° Physician educational material
° Patient/Carer educational material
° Laboratory professionals educational material

The physician educational material should contain:

. The Summary of Product Characteristics

° Guide for healthcare professionals

° Patient alert card

° The guide for healthcare professionals shall contain the following key elements:

- Brief introduction to emicizumab (chemical class, mode of action, pharmacodynamics
and indication)
- Relevant information (e.g. seriousness, severity, frequency, time to onset, reversibility as
applicable) of the following safety concerns associated with the use of Hemlibra:
- thromboembolic events associated with the concomitant use of emicizumab and
activated prothrombin complex concentrate (aPCC),
- thrombotic microangiopathy associated with the concomitant use of emicizumab
and aPCC
- life-threatening bleeding due to misinterpretation of the standard coagulation tests
(unreliable in patients treated with emicizumab)
- Guidance on the use of bypassing agents concomitantly with emicizumab, including the
following information:
- Treatment with prophylactic bypassing agents should be discontinued the day
before starting emicizumab therapy;
- Physicians should discuss with all patients and/or caregivers the exact dose and
schedule of bypassing agents to use, if required while receiving emicizumab
prophylaxis;
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- Emicizumab increases the patient’s coagulation potential and the dose and duration
of treatment with bypassing agents may require adjustment depending on the
location and extent of bleeding and on the patient’s clinical conditions;

- For all coagulation agents (aPCC, rFVlIla, FVIII, etc.), consideration should be
given to verifying bleeds prior to repeated dosing;

- Use of aPCC should be avoided unless no other treatment options/alternatives are
available and aPCC dosing recommendations in case aPCC is the only option.

- Treating physicians must carefully weigh the risk of TMA and thromboembolism
against the risk of bleeding when considering aPCC treatment.

Information on emicizumab’s interference with certain laboratory coagulation tests which

will affect their reliability in the emicizumab setting and warning that these tests should

not be used to monitor for emicizumab activity, determine need for factor replacement
dosing, or measure FVIII inhibitors.

Information on assays and methods not affected by emicizumab that may be used to

monitor coagulation parameters during treatment, with specific considerations for FVIII

chromogenic activity assays;

Listing of laboratory tests unaffected by emicizumab;

Reminder that all patients receiving treatment with emicizumab should be given a Patient

Alert Card and reminded to carry it at all times and show it to any healthcare

professionals who may treat them and to laboratory professionals that will perform their

coagulation testing;

Reminder to report any adverse events associated with the use of emicizumab.

The patient alert card shall contain the following key messages:

Instructions for patients to carry the card at any time, including in conditions of
emergency and to present the card at visits to doctors, hospital clinics, carers, laboratory
professionals or pharmacists to inform on emicizumab treatment and risks;

Information on serious, life-threatening thromboembolic events or thrombotic
microangiopathy events that have been observed with the concomitant use of emicizumab
with activated prothrombin complex concentrate (aPCC) in patients on emicizumab
prophylaxis;

Guidance on the use of bypassing agents concomitantly with emicizumab and on the
dosing recommendations for patients requiring treatment with bypassing agents in the
perioperative setting;

Warning on emicizumab’s interference with certain laboratory coagulation tests which
will affect their reliability and information that single-factor assays utilizing chromogenic
or immuno-based methods are not affected by emicizumab and may be used to monitor
coagulation parameters during treatment, with specific consideration for factor VIII
chromogenic activity assays;

Contact details of the patient’s emicizumab prescriber.

The patient/carer educational material should contain:

The package leaflet

Guide for patients/carers

The guide for patients/carers shall contain the following key messages:

What is emicizumab, how emicizumab has been tested, and how to use emicizumab;
Warning on the risks associated with the concomitant use of bypassing agents and
Hemlibra and to discuss with their doctor if they are receiving activated prothrombin
complex concentrate (aPCC) when being prescribed or while receiving Hemlibra;
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Description of the signs and symptoms of the following safety concerns and reminder of
the importance of immediately stopping using Hemlibra and aPCC and notifying their
treating physician if symptoms occur :

- Destruction of red blood cells (thrombotic microangiopathy)

- Blood clots (thromboembolism)

Information that they should be given a Patient Alert Card and reminder to carry it at all
times and to show it to any healthcare professionals who may treat them;

Information on emicizumab’s interference with certain laboratory coagulation tests which
will affect their reliability and on the importance to show the patient alert card to any
healthcare professionals who may treat them and to laboratory professionals that will
perform their coagulation testing;

Reminder to report any adverse events to their treating doctor.

The laboratory professional educational material should contain:

The Summary of Product Characteristics

Guide for Laboratory Professionals

The guide for laboratory professionals shall contain the following key messages:

Chemical class, mode of action, pharmacodynamics and indication for emicizumab
Information on emicizumab’s interference with certain laboratory coagulation tests which
will affect their reliability and not accurately reflect the patient’s underlying hemostatic
status during emicizumab prophylaxis. Warning that these tests should not be used to
monitor for emicizumab activity, determine need for factor replacement dosing, or
measure FVIII inhibitors;

Information on assays and methods not affected by emicizumab and that may be used to
monitor coagulation parameters during treatment, with specific considerations for FVIII
chromogenic activity assays;

Listing of laboratory tests unaffected by emicizumab;

Recommendation that the laboratory director contact the patient’s treating physician to
discuss any abnormal test results.
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ANNEX II1

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Hemlibra 30 mg/mL solution for injection
emicizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 1 mL contains 30 mg of emicizumab at a concentration of 30 mg/mL.

3. LIST OF EXCIPIENTS

Excipients: L-Arginine, L-Histidine, L-Aspartic acid, Poloxamer 188, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial
30 mg/1mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For subcutaneous use
Read the package leaflet before use
Do not shake

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1271/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

hemlibra 30 mg

’ 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

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

Hemlibra 30 mg/mL solution for injection
emicizumab
For subcutaneous use

2. METHOD OF ADMINISTRATION

Do not shake.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

30 mg/1mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Hemlibra 150 mg/mL solution for injection
emicizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 0.4 mL contains 60 mg of emicizumab at a concentration of 150 mg/mL.

3. LIST OF EXCIPIENTS

Excipients: L-Arginine, L-Histidine, L-Aspartic acid, Poloxamer 188, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial
60 mg/0.4 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For subcutaneous use
Read the package leaflet before use
Do not shake

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1271/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

hemlibra 60 mg

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

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

Hemlibra 150 mg/mL solution for injection
emicizumab
For subcutaneous use

2. METHOD OF ADMINISTRATION

Do not shake.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

60 mg/0.4 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Hemlibra 150 mg/mL solution for injection
emicizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 0.7 mL contains 105 mg of emicizumab at a concentration of 150 mg/mL.

3. LIST OF EXCIPIENTS

Excipients: L-Arginine, L-Histidine, L-Aspartic acid, Poloxamer 188, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial
105 mg/0.7 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For subcutaneous use
Read the package leaflet before use
Do not shake

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1271/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

hemlibra 105 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

44



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL

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

Hemlibra 150 mg/mL solution for injection
emicizumab
For subcutaneous use

2. METHOD OF ADMINISTRATION

Do not shake

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

105 mg/0.7 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Hemlibra 150 mg/mL solution for injection
emicizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of 1 mL contains 150 mg of emicizumab at a concentration of 150 mg/mL.

3. LIST OF EXCIPIENTS

Excipients: L-Arginine, L-Histidine, L-Aspartic acid, Poloxamer 188, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial
150 mg/1 mL

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For subcutaneous use
Read the package leaflet before use
Do not shake

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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator
Do not freeze
Keep the vial in the outer carton in order to protect from light

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

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1271/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

hemlibra 150 mg

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

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

Hemlibra 150 mg/mL solution for injection
emicizumab
For subcutaneous use

2. METHOD OF ADMINISTRATION

Do not shake

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

150 mg/1 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user
Hemlibra 30 mg/mL solution for injection

emicizumab

v This 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 before you start using this medicine because it contains
important information for you.

° Keep this leaflet. You may need to read it again.

° If you have any further questions, ask your doctor, pharmacist or nurse.

. This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

° If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Hemlibra is and what it is used for

2. What you need to know before you use Hemlibra
3. How to use Hemlibra

4, Possible side effects

5. How to store Hemlibra

6. Contents of the pack and other information

7. Instructions for use

1. What Hemlibra is and what it is used for

What Hemlibra is

Hemlibra contains the active substance “emicizumab”. This belongs to a group of medicines called
“monoclonal antibodies”. Monoclonal antibodies are a type of protein that recognise and bind to a
target in the body.

What Hemlibra is used for

Hemlibra is a medicine used for treating patients of all ages with

° either haemophilia A who have developed factor VIII inhibitors

° or with severe haemophilia A who have not developed factor VIII inhibitors (the FVIII blood

level is less than 1%).

Haemophilia A is an inherited condition caused by a lack of factor VIII, an essential substance
required for blood to clot and stop any bleeding.

The medicine prevents bleeding or reduces bleeding episodes in people with this condition.

Some patients with haemophilia A can develop factor VIII inhibitors (antibodies against factor VIII)
which stop the replacement factor VIII from working.
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How Hemlibra works

Hemlibra restores the function of missing activated factor VIII that is needed for effective blood
clotting. Its structure is different from factor VIII, therefore Hemlibra is not affected by factor VIII
inhibitors.

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

° if you are allergic to emicizumab or any of the other ingredients of this medicine (listed in
section 6). If you are not sure, talk to your doctor, pharmacist or nurse before using Hemlibra.

Warnings and precautions

Before you start using Hemlibra, it is very important to talk to your doctor about using
“bypassing agents” (medicines that help blood clot but which work in a different way from factor
VIII). This is because treatment with bypassing agents may need to change while receiving
Hemlibra. Examples of bypassing agents include activated prothrombin complex concentrate (aPCC)
and recombinant FVIla (rFVIla). Serious and potentially life-threatening side effects can occur when
aPCC is used in patients who are also receiving Hemlibra:

Potentially serious side effects of using aPCC while receiving Hemlibra

° Destruction of red blood cells (thrombotic microangiopathy)

- This is a serious and potentially life-threatening condition.

- When people have this condition, the lining of the blood vessels can be damaged and
blood clots may develop in small blood vessels. In some cases, this can cause damage to
the kidneys and other organs.

- Be cautious if you are at high risk for this condition (have had this condition in the past,
or a member of your family have suffered from it), or if you are taking medicines that can
increase the risk of developing this condition, such as ciclosporin, quinine or tacrolimus.

- It is important to know the symptoms of thrombotic microangiopathy, in case you
develop the condition (see section 4, “Possible side effects” for a list of symptoms).

Stop using Hemlibra and aPCC, and talk to a doctor immediately if you or your caregiver notices
any symptoms of thrombotic microangiopathy.

° Blood clots (thromboembolism)
- In rare cases, a blood clot can form inside blood vessels and block them, which may be
life-threatening.
- It is important to know the symptoms of such internal blood clots, in case they develop
(see section 4, “Possible side effects” for a list of symptoms).

Stop using Hemlibra and aPCC, and talk to a doctor immediately if you or your caregiver notices
any symptoms of blood clots in blood vessels.
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Children below the age of 1 year

In children less than one year of age, the blood system is still developing. If your child is less than one
year old, your doctor may prescribe Hemlibra only after carefully weighing the expected benefits and
risks of using this product.

Other medicines and Hemlibra
Tell your doctor or pharmacist if you are using, have recently used or might use any other medicines.

° Using a bypassing agent while receiving Hemlibra

- Before you start using Hemlibra, talk to your doctor and carefully follow their
instructions on when to use a bypassing agent and the dose and schedule you should
use. Hemlibra increases the ability of your blood to clot. Therefore, the dose of bypassing
agent required may be lower than the dose you used before starting Hemlibra.

- Use aPCC only if no other treatment can be used. If aPCC is required, talk to your doctor
in case you feel you need a total of more than 50 units/kg of aPCC. For more information
on using aPCC while receiving Hemlibra, see in section 2: “Potentially serious side
effects of using aPCC while receiving Hemlibra”.

- Despite limited experience with concomitant administration of anti-fibrinolytics with
aPCC or rFVIIa in patients treated with Hemlibra, you should know that there may be a
possibility of thrombotic events using anti-fibrinolytics administered intravenously in
combination with aPCC or rFVIIa.

Laboratory tests
Tell your doctor if you are using Hemlibra before you have laboratory tests to measure how well your
blood is clotting. This is because Hemlibra in the blood may interfere with some laboratory tests,

leading to inaccurate results.

Pregnancy and breast-feeding

o You should use an effective method of birth control (contraception) during treatment with
Hemlibra and for 6 months after your last injection of Hemlibra.
° If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby,

ask your doctor or pharmacist for advice before using this medicine. Your doctor will consider
the benefit of you taking Hemlibra against the risk to your baby.

Driving and using machines

This medicine is not likely to affect your ability to drive or use machines.

3. How to use Hemlibra

Hemlibra is provided in single-use vials as ready to use solution which does not need to be diluted.

A doctor qualified to care for patients with haemophilia will start you on treatment with Hemlibra.
Always use this medicine exactly as your doctor has told you. Check with your healthcare provider if
you are not sure.

Keeping a record

Each time you use Hemlibra, record the name and batch number of the medicine.

52



How much Hemlibra to use

The dose of Hemlibra depends on your weight and your doctor will calculate the amount (in mg) and
corresponding amount of Hemlibra solution (in mL) to be injected:

° Loading dose regimen: Weeks 1 to 4: The dose is 3 milligrams for every 1 kilogram you weigh,
injected once a week.

° Maintenance dose regimen: Week 5 and onwards: The dose is either 1.5 milligrams for every
1 kilogram you weigh, injected once a week, 3 milligrams for every 1 kilogram you weigh,
injected every 2 weeks, or 6 milligrams for every 1 kilogram you weigh, injected every 4 weeks.
The decision, to use either the 1.5 mg/kg once weekly, 3 mg/kg every two weeks, or 6 mg/kg every
four weeks maintenance dose, should be made in consultation with your doctor and, where applicable,

with your caregiver.

Different Hemlibra concentrations (30 mg/mL and 150 mg/mL) should not be combined in a single
injection when making up the total volume to be injected.

The amount of Hemlibra solution given in each injection must not be more than 2 mL.
How Hemlibra is given

If you inject Hemlibra yourself or if your caregiver injects it, you or your caregiver must
carefully read and follow the instructions in section 7, “Instructions for use”.

° Hemlibra is given by injection under the skin (subcutaneously).

° Your doctor or nurse will show you how to inject Hemlibra.

° Once you have been trained, you should be able to inject this medicine at home, by yourself or
with the help of a caregiver.

° To correctly insert the needle under the skin, pinch a fold of loose skin at the clean injection site

with your free hand. Pinching the skin is important to ensure that you inject under the skin (into
fatty tissue) but not any deeper (into muscle). Injecting into a muscle could cause discomfort.

° Prepare and give the injection in clean and germ-free conditions using aseptic technique. Your
doctor or nurse will give more information about this.

Where to inject Hemlibra

° Your doctor will show you which areas of the body are suitable for injecting Hemlibra.

. The recommended places to give an injection are: the front of the waist (lower abdomen), upper
outer arms, or the front of the thighs. Use only recommended places for injection.

. For each injection, use a different area of the body to the one you used last time.

. Do not give injections where the skin is red, bruised, tender, hard, or areas where there are
moles or scars.

. When using Hemlibra, any other medicine injected under the skin should be given in a different
area.

Using syringes and needles

o A syringe, a transfer needle with 5 micrometre filter, and an injection needle are used to draw
up the Hemlibra solution from the vial into the syringe and to inject it under the skin.
. Syringes, transfer needles with filter and injection needles are not provided in this pack. For

more information, see in section 6 “What is needed for Hemlibra administration and is not
contained in this pack”.

° Make sure that you use a new injection needle for each injection and dispose of it after a single
use.
° A 1 mL syringe should be used for an injection up to 1 mL of Hemlibra solution.
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° A 2 to 3 mL syringe should be used for an injection greater than 1 mL and up to 2 mL of
Hemlibra solution.

Use in children and adolescents

Hemlibra can be used in adolescents and children of all ages.
. A child can self-inject the medicine provided the child’s healthcare provider and the parent or
caregiver agree. Self-injection for children below the age of 7 years is not recommended.

If you use more Hemlibra than you should

If you use more Hemlibra than you are supposed to, tell your doctor immediately. This is because you
may be at risk of developing side effects such as blood clots. Always use Hemlibra exactly as your
doctor has told you, and check with your doctor, pharmacist or nurse if you are not sure.

If you forget to use Hemlibra

° If you forget your scheduled injection, inject the forgotten dose as soon as possible before the
day of the next scheduled dose. Then, continue to inject the medicine as scheduled. Do not
inject two doses on the same day to make up for a forgotten dose.

° If you are not sure what to do, ask your doctor, pharmacist or nurse.

If you stop using Hemlibra

Do not stop using Hemlibra without talking to your doctor. If you stop using Hemlibra, you may no
longer be protected against bleeding.

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

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects of using aPCC while receiving Hemlibra

Stop using Hemlibra and aPCC and talk to a doctor immediately if you or your caregiver notices
any of the following side effects:
. Destruction of red blood cells (thrombotic microangiopathy):

- confusion, weakness, swelling of arms and legs, yellowing of skin and eyes, vague belly
(abdominal) or back pain, feeling sick (nausea), being sick (vomiting) or urinating less —
these symptoms may be signs of thrombotic microangiopathy.

° Blood clots (thromboembolism):

- swelling, warmth, pain or redness — these symptoms may be signs of a blood clot in a
vein near the surface of the skin.

- headache, numbness in your face, eye pain or swelling or problems with your vision —
these symptoms may be signs of a blood clot in a vein behind your eye.

- blackening of the skin — this symptom may be a sign of severe damage to the skin tissue.

Other side effects when using Hemlibra

Very common: may affect more than 1 in 10 people

° a reaction in the area where the injection is given (redness, itching, pain)
° headache
o joint pain
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Common: may affect up to 1 in 10 people

° fever

° muscle aches

° diarrhoea

° itchy rash or hives (urticaria)
. skin rash

Uncommon: may affect up to 1 in 100 people

° destruction of red blood cells (thrombotic microangiopathy)

blood clot in a vein behind your eye (cavernous sinus thrombosis)

severe damage of the skin tissue (skin necrosis)

blood clot in a vein near the surface of the skin (superficial thrombophlebitis)

swollen face, tongue and/or throat and/or difficulty in swallowing, or hives, together with
difficulty in breathing which are suggestive of an angioedema

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist 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 to store Hemlibra

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 carton and the vial label 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.

Store in the original pack in order to protect from light.

Once removed from the refrigerator, unopened vials may be kept at room temperature (below 30°C)
for up to 7 days. After storage at room temperature, unopened vials may be returned back to the

refrigerator. The total time the medicine is stored at room temperature should not be more than 7 days.

Discard vials that have been kept at room temperature for more than 7 days or exposed to temperatures
above 30°C.

Once transferred from the vial to the syringe, use Hemlibra straight away. Do not refrigerate the
solution in the syringe.

Before using the medicine, check the solution for particles or discoloration. The solution should be
colourless to slightly yellow. Do not use this medicine if it is cloudy, discoloured, or contains visible
particles.

Throw away any unused solution appropriately. Do not throw away any medicines via wastewater or

household waste. Ask your pharmacist how to throw away medicines you no longer use. These
measures will help protect the environment.
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6. Contents of the pack and other information

What Hemlibra contains

° The active substance is emicizumab. Each vial of Hemlibra contains 30 mg (1 mL at a
concentration of 30 mg/mL) of emicizumab.

° The other ingredients are L-arginine, L-histidine, L-aspartic acid, poloxamer 188 and water for
injections.

What Hemlibra looks like and contents of the pack

Hemlibra is a solution for injection. It is a colourless to slightly yellow liquid.
Each pack of Hemlibra contains 1 glass vial.

What is needed for Hemlibra administration and is not contained in this pack

A syringe, a transfer needle and an injection needle are needed to withdraw the Hemlibra solution
from the vial to a syringe and inject it under the skin (see section 7, “Instructions for use”).

Syringes

° 1 mL syringe: Transparent polypropylene or polycarbonate syringe with Luer-lock tip,
graduation 0.01 mL or

° 2 to 3 mL syringe: Transparent polypropylene or polycarbonate syringe with Luer-lock tip,
graduation 0.1 mL.

Needles
. Transfer needle with filter: Stainless steel with Luer-lock connection, gauge 18 G, length
35 mm (1':"), containing a 5 micrometre filter and preferably with semi-blunted tip, and
° Injection needle: Stainless steel with Luer-lock connection, gauge 26 G (acceptable range: 25-

27 gauge), length preferably 9 mm (3/8") or maximally 13 mm ('2"), preferably including
needle safety feature.

Marketing Authorisation Holder

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

Manufacturers

Roche Pharma AG
Emil-Barell-Strasse 1
D-79639 Grenzach-Wyhlen

Germany

Roche Austria GmbH
Engelhorngasse 3
A-1211 Wien
Austria
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For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
N.V. Roche S.A.
Tél/Tel: +32 (0) 2 52582 11

bbarapus
Pom benrapus EOO/]
Tem: +359 2 818 44 44

Ceska republika
Roche s. 1. O.
Tel: +420 -2 20382111

Danmark
Roche a/s
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti
Roche Eesti OU
Tel: +372 -6 177 380

E)Mada
Roche (Hellas) A.E.
TnA: +30 210 61 66 100

Espaiia
Roche Farma S.A.
Tel: +34 -91 324 81 00

France
Roche
Tél: +33 (0) 1 47 61 40 00

Hrvatska
Roche d.o.o.
Tel: +385 1 4722 333

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

Island

Roche a/s

c/o Icepharma hf
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Luxembourg/Luxemburg
(Voir/siehe Belgique/Belgien)

Magyarorszag
Roche (Magyarorszag) Kft.
Tel: +36 - 23 446 800

Malta
(See Ireland)

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438050

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z 0.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 42570 00

Romaéania
Roche Romaénia S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 -2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500



Kvbmpog Sverige

I'A Xtapdtng & X At. Roche AB

TnA: +357-22 76 62 76 Tel: +46 (0) 8 726 1200

Latvija United Kingdom (Northern Ireland)
Roche Latvija SIA Roche Products (Ireland) Ltd.

Tel: +371 - 6 7039831 Tel: +44 (0) 1707 366000

This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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Instructions for use

Transfer Needle with Filter
(For transfer of HEMLIBRA from vial to syringe)

Instructions for Use
Hemlibra
Injection

Single-Dose Vial(s)

You must read, understand and follow the Instructions for Use before injecting Hemlibra. Your
healthcare provider should show you how to prepare, measure, and inject Hemlibra properly before
you use it for the first time. Ask your healthcare provider if you have any questions.

Important Information:

Do not inject yourself or someone else unless you have been shown how to by your
healthcare provider.

Make sure the name Hemlibra is on the box and vial label.

Before opening the vial, read the vial label to make sure you have the correct medicine
strength(s) to give the dose prescribed for you. You may need to use more than 1 vial to give
yourself the correct dose.

Check the expiry date on the box and vial label. Do not use if the expiry date has passed.

Only use the vial once. After you inject your dose, throw away any unused Hemlibra left in
the vial. Do not save unused medicine in the vial for later use.

Only use the syringes, transfer needles and injection needles that your healthcare
provider prescribes.

Use the syringes, transfer needles and injection needles only once. Throw away any used
syringes and needles.

If your prescribed dose is more than 2 mL, you will need to have more than one subcutaneous
injection of Hemlibra; contact your healthcare provider for the injection instructions.

You must inject Hemlibra only under the skin.

Storing Hemlibra vials, needles and syringes:

Keep the vial in the original box to protect the medicine from light.

Keep the vials, needles and syringes out of the sight and reach of children. Store the vial in
the refrigerator.
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Do not freeze.
Do not shake the vial.

Take the vial out of the refrigerator 15 minutes before use and allow it to reach room
temperature (below 30°C) before preparing an injection.

Once removed from the refrigerator, the unopened vial can be kept at room temperature for
up to 7 days. After storage at room temperature unopened vials may be returned to the
refrigerator. The total amount of time outside cold storage and at room temperature should
not exceed 7 days.

Discard vials that have been kept at room temperature for more than 7 days or have been in
temperatures above 30°C.

Keep the transfer needle, injection needle and syringe dry.

Inspecting the medicine and your supplies:

Collect all supplies listed below to prepare and give your injection.

Check the expiry date on the box, on the vial label and on the supplies listed below. Do not
use if the expiry date has passed.

Do not use the vial if;

- the medicine is cloudy, hazy or coloured.
- the medicine contains particles.

- the cap covering the stopper is missing.

Inspect the supplies for damage. Do not use if they appear damaged or if they have been
dropped.

Place the supplies on a clean, well-lit flat work surface.

INCLUDED IN THE BOX:

® Vial containing the medicine

e HEMLIBRA Instructions for Use
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NOT INCLUDED IN THE BOX:

Plunger

Needle
(inside cap)
Cap —
9

Needle

(inside cap)

® Alcohol wipes
Note: If you need to use more than 1 vial to
inject your prescribed dose, you must use a
new alcohol wipe for each vial.

¢ Gauze

e (Cotton Ball

e Syringe
Note: For injection amount up to 1 mL use a
1 mL syringe.
For injection amount between 1 mL
and 2 mL use a 2 mL or 3 mL
syringe.

® 18G Transfer needle with
5 micrometre filter
Note: If you need to use more than 1 vial to
inject your prescribed dose, you must use a
new transfer needle for each vial.
Do not use the transfer needle to inject the
medicine.

® 26G Injection needle with safety
shield
Do not use the injection needle to withdraw
medicine from vial.

e Sharps disposal container



Get ready:

o Before use, allow the vial(s) to reach room temperature for about
15 minutes on a clean flat surface away from direct sunlight.

e Do not try to warm the vial by any other way.

o Wash your hands well with soap and water.

Figure A
Selecting and preparing an injection site:
e C(Clean the chosen injection site area using an alcohol wipe. Abdomen , Upper arm
e Let the skin dry for about 10 seconds. Do not touch, fan or ) '( \
blow on the cleaned area before your injection. N l \
For injection, you can use your: Thigh /\ Caregiver only
e Thigh (front and middle). Figure B

e Stomach area (abdomen), except for 5 cm around the
navel (belly button).

e Outer area of the upper arm (only if a caregiver is giving
the injection).

® Youshould use a different injection site for each injection,
at least 2.5 cm away from the area you used for your
previous injection.

o Do not inject into areas that could be irritated by a belt or
waistband. Do not inject into moles, scars, bruises, or
areas where the skin is tender, red, hard or the skin is
broken.

Preparing the syringe for injection:
e Do not touch exposed needles or place them on a surface once the cap has been removed.

e Once the syringe has been filled with the medicine, the injection must be given immediately.

e Once the injection needle cap has been removed, the medicine in the syringe must be injected
under the skin within 5 minutes. Do not use the syringe if the needle touches any surface.

e Throw away any used vial(s), needles, vial or injection needle caps and used syringes in
a sharps or puncture-proof container.
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Important information after the injection:

° Do not rub the injection site after injection.

° If you see drops of blood at the injection site, you can press a sterile cotton ball or gauze
over the injection site for at least 10 seconds, until bleeding has stopped.

° If you have bruising (small area of bleeding under the skin), an ice pack can also be pressed
gently on the site. If bleeding does not stop, please contact your healthcare provider.

Disposing of the medicine and supplies:

Important: Always keep the sharps disposal container out of reach of children.

e  Put your used needles and syringes in a sharps disposal container straight away after use. Do not
throw away any loose needles and syringes in your household waste.

° If you do not have a sharps disposal container, you may use a household container that is:

made of heavy-duty plastic.

can be closed with a tight-fitting, puncture resistant lid, without sharps being able to
come out.

upright and stable during use.

leak-resistant.

properly labelled to warn of hazardous waste inside the container.

° When your sharps disposal container is almost full, you will need to follow your local
guidelines for the right way to dispose of your sharps disposal container.

e Do not throw away any used sharps disposal container in your household waste unless your local
guidelines permit this. Do not recycle your used sharps disposal container.
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1. PREPARATION

Step 1. Remove vial cap and clean

top

Step 2. Attach transfer needle with filter

to syringe

Take the cap off the vial(s).

Throw away the vial cap(s) into the sharps
disposal container.

Clean the top of the vial(s) stopper with an
alcohol wipe.

{{( ff{r'lf!”(l’.’r’.'.'.”ff...’.’.’!ru] 'm:

—L

7J

e Push and twist the transfer needle with
filter clockwise on to the syringe until it is
fully attached.

7

\O\

e Slowly pull back on the plunger and draw air
into the syringe that is the same amount as
your prescribed dose.

64



Step 3. Uncap transfer needle

e Hold the syringe by the barrel with the transfer needle
pointing up.

e (Carefully pull the transfer needle cap straight off and away
from your body. Do not throw the cap away. Place the
transfer needle cap down on a clean flat surface. You
will need to recap the transfer needle after transferring the

medicine.
A\ Z
QA e Do not touch the needle tip or place it on a surface after
_,,// the needle cap has been removed.

Step 4. Inject air into vial

e Keep the vial on the flat working surface and insert the
transfer needle and syringe straight down into the centre
of the vial stopper.

e Keep the needle in the vial and turn the vial upside down.

65



Step 5. Transfer medicine to syringe

e With the needle pointing upwards, push on the plunger to
inject the air from the syringe above the medicine.

e Keep your finger pressed down on the syringe plunger.

e Do not inject air into the medicine as this could create air
bubbles or foam in the medicine.

e Slide the tip of the needle down so that it is

within the medicine.

e Slowly pull back the plunger to prevent air
bubbles/foam.
Fill the syringe with more than the amount
of medicine needed for your prescribed
dose.

® Be careful not to pull the plunger out of the
syringe.

Important: If your prescribed dose is more
than the amount of medicine in the vial,
withdraw all of the medicine and go to
the “Combining Vials” section now.

Step 6. Remove air bubbles

e Keep the needle in the vial and check the
syringe for larger air bubbles. Large air
bubble can reduce the dose you receive.

e Remove the larger air bubbles by gently
tapping the syringe barrel with your fingers
until the air bubbles rise to the top of the
syringe. Move the tip of the needle above
the medicine and slowly push the plunger
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up to push the air bubbles out of the
syringe.

ﬁ e [f the amount of medicine in the syringe is
now at or below your prescribed dose,
move the tip of the needle to within the
medicine and slowly pull back the plunger
until you have more than the amount of
medicine needed for your prescribed dose.

e Be careful not to pull the plunger out of the
syringe.

Tlllllll

Repeat the steps above until you have
removed the larger air bubbles.

Note: Ensure you have enough medicine in the
syringe to complete your dose before moving onto
the next step. If you cannot remove all medicine,
turn the vial upright to reach the remaining amount

A Do not use the transfer needle to inject medicine as this may cause pain and bleeding.

2. INJECTION
Step 7. Recap transfer needle

e Remove the syringe and transfer needle

\ from the vial.

o Using one hand, slide the transfer needle
into the cap and scoop upwards to cover
the needle.

e Once the needle is covered, push the
transfer needle cap towards the syringe to
fully attach it with one hand to prevent
accidentally injuring yourself with the
needle.

Step 8. Clean injection site

Abdomen Upper arm

- ( e Select and clean your injection site with an
alcohol wipe.
N ‘
Yl g
Thigh




Step 9. Remove transfer needle

Step 10. Attach injection needle to
syringe

@ (] S ) Cﬁ/#

d

Step 11. Move safety shield

AN
OV.’HM'I'.H‘F
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Remove the transfer needle from the
syringe by twisting anticlockwise and
gently pulling.

Throw away the used transfer needle into a
sharps disposal container.

Push and twist the injection needle
clockwise onto the syringe until it is
fully attached.

Move the safety shield away from
the needle and towards the syringe
barrel.



Step 12. Uncap injection needle

N
——

™

A\

Step 13. Adjust plunger to prescribed dose

Carefully pull the injection needle
cap straightaway from the syringe.

Throw away the cap into a sharps
disposal container.

Do not touch the needle tip or
allow it to touch any surface.

After the injection needle cap has
been removed, the medicine in the
syringe must be injected within

5 minutes.

e Hold the syringe with the needle

pointing up and slowly push the
plunger to your prescribed dose.

e Check your dose, ensure the

top rim of the plunger is in line
with the mark on the syringe for
your prescribed dose.

D

Step 14. Subcutaneous (under the skin)
injection

Pinch the selected injection site and fully insert the
needle at a 45° to 90° angle with a quick, firm action.
Do not hold or push on the plunger while inserting the
needle.

Hold the position of the syringe and let go of the
pinched injection site.



Step 15. Inject the medicine

3. DISPOSAL

Step 16. Cover needle with safety shield
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Slowly inject all of the medicine by gently pushing the
plunger all the way down.

Remove the needle and syringe from the injection site
at the same angle as inserted.

Move the safety shield forward
90°, away from the syringe barrel.

Holding the syringe with one
hand, press the safety shield
down against a flat surface with a
firm, quick motion until you hear a
“click”.

If you do not hear a click, look to
see that the needle is fully covered
by the safety shield.

Keep your fingers behind the
safety shield and away from the
needle at all times.

Do not detach injection needle



Step 17. Throw away the syringe and
needle.

Combining Vials

Put your used needles and syringes in a sharps
disposal container right away after use. For further
information refer to the section “Disposing of the
medicine and supplies”.

Do not try to remove the used injection needle from
the used syringe.

Do not recap the injection needle with the cap.

Important: Always keep the sharps disposal
container out of reach of children.

Throw away any used caps, vial(s), needles and
syringes in a sharps or puncture-proof container

If you need to use more than 1 vial to get to your prescribed dose, follow these steps after you have drawn up the

medicine from the first vial:

Step A. Recap transfer needle

Step B. Remove transfer needle

@_b_ ALl ﬂl;_L:)
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Remove the syringe and transfer needle from the
first vial.

Using one hand, slide the transfer needle into the
cap and scoop upwards to cover the needle.

Once the needle is covered, push the transfer
needle cap toward the syringe to fully attach it with
one hand to prevent accidentally injuring yourself
with the needle.

Remove the transfer needle from the syringe by
twisting anticlockwise and gently pulling.

Throw away the used transfer needle into a sharps
disposal container.



Step C. Attach a new transfer needle with
filter to syringe

Note: You must use a new transfer needle with filter each time
you withdraw medicine from a new vial.

/ o Push and twist a new transfer needle clockwise on
C——] [ = ) to the syringe until it is fully attached.
J

o Slowly pull back the plunger and draw some air
into the syringe.

Step D. Uncap transfer needle

e Hold the syringe by the barrel with the transfer
needle cap pointing up.

e (Carefully pull the transfer needle cap straight off
and away from your body. Do not throw the cap
away. You will need to recap the transfer needle
after drawing up the medicine.

— & z o Do not touch the needle tip.
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Step E. Inject air into vial

e With the new vial on the flat working surface,
insert the new transfer needle and syringe, straight
down into the centre of the vial stopper.

e Keep the transfer needle in the vial and turn the

vial upside down.

e With the needle pointing upwards, inject the air
from the syringe above the medicine.

e Keep your finger pressed down on the syringe
plunger.

e Do not inject air into the medicine as this could
create air bubbles or foam in the medicine.
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Step F. Transfer medicine to syringe

e Slide the tip of the needle down so that it is within
the medicine.

e Slowly pull back the plunger to prevent air
bubbles/foam.
Fill the syringe barrel more than the amount of
medicine needed for your prescribed dose.

e Be careful not to pull the plunger out of the
syringe.

Note: Ensure you have enough medicine in the syringe to
complete your dose before moving onto the next steps. If you
cannot remove all medicine, turn the vial upright to reach the

remaining amount

ADO not use the transfer needle to inject medicine as this may cause harm such as pain and
bleeding.

Repeat steps A to F with each additional vial until you have more than
your prescribed dose. Once completed, keep the transfer needle
inserted in the vial and return to Step 6. Continue with the remaining
steps.
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Package leaflet: Information for the user
Hemlibra 150 mg/mL solution for injection

emicizumab

v This 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 before you start using this medicine because it contains
important information for you.

° Keep this leaflet. You may need to read it again.

° If you have any further questions, ask your doctor, pharmacist or nurse.

. This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

° If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Hemlibra is and what it is used for

2. What you need to know before you use Hemlibra
3. How to use Hemlibra

4, Possible side effects

5. How to store Hemlibra

6. Contents of the pack and other information

7. Instructions for use

1. What Hemlibra is and what it is used for

What Hemlibra is

Hemlibra contains the active substance “emicizumab”. This belongs to a group of medicines called
“monoclonal antibodies”. Monoclonal antibodies are a type of protein that recognise and bind to a
target in the body.

What Hemlibra is used for

Hemlibra is a medicine used for treating patients of all ages with

° either haemophilia A who have developed factor VIII inhibitors

° or with severe haemophilia A who have not developed factor VIII inhibitors (the FVIII blood

level is less than 1%).

Haemophilia A is an inherited condition caused by a lack of factor VIIL, an essential substance
required for blood to clot and stop any bleeding.

The medicine prevents bleeding or reduces bleeding episodes in people with this condition.

Some patients with haemophilia A can develop factor VIII inhibitors (antibodies against factor VIII)
which stop the replacement factor VIII from working.
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How Hemlibra works

Hemlibra restores the function of missing activated factor VIII that is needed for effective blood
clotting Its structure is different from factor VIII, therefore Hemlibra is not affected by factor VIII
inhibitors.

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

° if you are allergic to emicizumab or any of the other ingredients of this medicine (listed in
section 6). If you are not sure, talk to your doctor, pharmacist or nurse before using Hemlibra.

Warnings and precautions

Before you start using Hemlibra, it is very important to talk to your doctor about using
“bypassing agents” (medicines that help blood clot but which work in a different way from factor
VIII). This is because treatment with bypassing agents may need to change while receiving
Hemlibra. Examples of bypassing agents include activated prothrombin complex concentrate (aPCC)
and recombinant FVIla (rFVIla). Serious and potentially life-threatening side effects can occur when
aPCC is used in patients who are also receiving Hemlibra:

Potentially serious side effects of using aPCC while receiving Hemlibra

. Destruction of red blood cells (thrombotic microangiopathy)

- This is a serious and potentially life-threatening condition.

- When people have this condition, the lining of the blood vessels can be damaged and
blood clots may develop in small blood vessels. In some cases, this can cause damage to
the kidneys and other organs.

- Be cautious if you are at high risk for this condition (have had this condition in the past,
or a member of your family have suffered from it), or if you are taking medicines that can
increase the risk of developing this condition, such as ciclosporin, quinine or tacrolimus.

- It is important to know the symptoms of thrombotic microangiopathy, in case you
develop the condition (see section 4, “Possible side effects” for a list of symptoms).

Stop using Hemlibra and aPCC, and talk to a doctor immediately if you or your caregiver notices
any symptoms of thrombotic microangiopathy.

° Blood clots (thromboembolism)
- In rare cases, a blood clot can form inside blood vessels and block them, which may be
life-threatening.
- It is important to know the symptoms of such internal blood clots, in case they develop
(see section 4, “Possible side effects” for a list of symptoms).

Stop using Hemlibra and aPCC, and talk to a doctor immediately if you or your caregiver notices
any symptoms of blood clots in blood vessels.
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Children below the age of 1 year

In children less than one year of age, the blood system is still developing. If your child is less than one
year old, your doctor may prescribe Hemlibra only after carefully weighing the expected benefits and
risks of using this product.

Other medicines and Hemlibra
Tell your doctor or pharmacist if you are using, have recently used or might use any other medicines.

° Using a bypassing agent while receiving Hemlibra

- Before you start using Hemlibra, talk to your doctor and carefully follow their
instructions on when to use a bypassing agent and the dose and schedule you should
use. Hemlibra increases the ability of your blood to clot. Therefore, the dose of bypassing
agent required may be lower than the dose you used before starting Hemlibra.

- Use aPCC only if no other treatment can be used. If aPCC is required, talk to your doctor
in case you feel you need a total of more than 50 units/kg of aPCC. For more information
on using aPCC while receiving Hemlibra, see in section 2: “Potentially serious side
effects of using aPCC while receiving Hemlibra”.

- Despite limited experience with concomitant administration of anti-fibrinolytics with
aPCC or rFVIIa in patients treated with Hemlibra, you should know that there may be a
possibility of thrombotic events using anti-fibrinolytics administered intravenously in
combination with aPCC or rFVlIla.

Laboratory tests
Tell your doctor if you are using Hemlibra before you have laboratory tests to measure how well your
blood is clotting. This is because Hemlibra in the blood may interfere with some laboratory tests,

leading to inaccurate results.

Pregnancy and breast-feeding

o You should use an effective method of birth control (contraception) during treatment with
Hemlibra and for 6 months after your last injection of Hemlibra.
° If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby,

ask your doctor or pharmacist for advice before using this medicine. Your doctor will consider
the benefit of you taking Hemlibra against the risk to your baby.

Driving and using machines

This medicine is not likely to affect your ability to drive or use machines.

3. How to use Hemlibra

Hemlibra is provided in single-use vials as ready to use solution which does not need to be diluted.

A doctor qualified to care for patients with haemophilia will start you on treatment with Hemlibra.
Always use this medicine exactly as your doctor has told you. Check with your healthcare provider if
you are not sure.

Keeping a record

Each time you use Hemlibra, record the name and batch number of the medicine.
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How much Hemlibra to use

The dose of Hemlibra depends on your weight and your doctor will calculate the amount (in mg) and
corresponding amount of Hemlibra solution (in mL) to be injected:

° Loading dose regimen: Weeks 1 to 4: The dose is 3 milligrams for every 1 kilogram you weigh,
injected once a week.

° Maintenance dose regimen: Week 5 and onwards: The dose is either 1.5 milligrams for every
1 kilogram you weigh, injected once a week, 3 milligrams for every 1 kilogram you weigh,
injected every 2 weeks, or 6 milligrams for every 1 kilogram you weigh, injected every 4 weeks.
The decision, to use either the 1.5 mg/kg once weekly, 3 mg/kg every two weeks, or 6 mg/kg every
four weeks maintenance dose, should be made in consultation with your doctor and, where applicable,

with your caregiver.

Different Hemlibra concentrations (30 mg/mL and 150 mg/mL) should not be combined in a single
injection when making up the total volume to be injected.

The amount of Hemlibra solution given in each injection must not be more than 2 mL.
How Hemlibra is given

If you inject Hemlibra yourself or if your caregiver injects it, you or your caregiver must
carefully read and follow the instructions in section 7, “Instructions for use”.

° Hemlibra is given by injection under the skin (subcutaneously).

° Your doctor or nurse will show you how to inject Hemlibra.

° Once you have been trained, you should be able to inject this medicine at home, by yourself or
with the help of a caregiver.

° To correctly insert the needle under the skin, pinch a fold of loose skin at the clean injection site

with your free hand. Pinching the skin is important to ensure that you inject under the skin (into
fatty tissue) but not any deeper (into muscle). Injecting into a muscle could cause discomfort.

° Prepare and give the injection in clean and germ-free conditions using aseptic technique. Your
doctor or nurse will give more information about this.

Where to inject Hemlibra

° Your doctor will show you which areas of the body are suitable for injecting Hemlibra.

. The recommended places to give an injection are: the front of the waist (lower abdomen), upper
outer arms, or the front of the thighs. Use only recommended places for injection.

. For each injection, use a different area of the body to the one you used last time.

. Do not give injections where the skin is red, bruised, tender, hard, or areas where there are
moles or scars.

. When using Hemlibra, any other medicine injected under the skin should be given in a different
area.

Using syringes and needles

o A syringe, a transfer needle with 5 micrometre filter, and an injection needle are used to draw
up the Hemlibra solution from the vial into the syringe and to inject it under the skin.
. Syringes, transfer needles with filter and injection needles are not provided in this pack. For

more information, see in section 6 “What is needed for Hemlibra administration and is not
contained in this pack”.

° Make sure that you use a new injection needle for each injection and dispose of it after a single
use.
° A 1 mL syringe should be used for an injection up to 1 mL of Hemlibra solution.
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° A 2 to 3 mL syringe should be used for an injection greater than 1 mL and up to 2 mL of
Hemlibra solution.

Use in children and adolescents

Hemlibra can be used in adolescents and children of all ages.
° A child can self-inject the medicine provided the child’s healthcare provider and the parent or
caregiver agree. Self-injection for children below the age of 7 years is not recommended.

If you use more Hemlibra than you should

If you use more Hemlibra than you are supposed to, tell your doctor immediately. This is because you
may be at risk of developing side effects such as blood clots. Always use Hemlibra exactly as your
doctor has told you, and check with your doctor, pharmacist or nurse if you are not sure.

If you forget to use Hemlibra

° If you forget your scheduled injection, inject the forgotten dose as soon as possible before the
day of the next scheduled dose. Then, continue to inject the medicine as scheduled. Do not
inject two doses on the same day to make up for a forgotten dose.

° If you are not sure what to do, ask your doctor, pharmacist or nurse.

If you stop using Hemlibra

Do not stop using Hemlibra without talking to your doctor. If you stop using Hemlibra, you may no
longer be protected against bleeding.

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

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects of using aPCC while receiving Hemlibra

Stop using Hemlibra and aPCC and talk to a doctor immediately if you or your caregiver notices
any of the following side effects:
. Destruction of red blood cells (thrombotic microangiopathy):

- confusion, weakness, swelling of arms and legs, yellowing of skin and eyes, vague belly
(abdominal) or back pain, feeling sick (nausea), being sick (vomiting) or urinating less —
these symptoms may be signs of thrombotic microangiopathy.

° Blood clots (thromboembolism):

- swelling, warmth, pain or redness — these symptoms may be signs of a blood clot in a
vein near the surface of the skin.

- headache, numbness in your face, eye pain or swelling or problems with your vision —
these symptoms may be signs of a blood clot in a vein behind your eye.

- blackening of the skin — this symptom may be a sign of severe damage to the skin tissue.

Other side effects when using Hemlibra

Very common: may affect more than 1 in 10 people

° a reaction in the area where the injection is given (redness, itching, pain)
° headache
o joint pain
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Common: may affect up to 1 in 10 people

° fever

° muscle aches

° diarrhoea

° itchy rash or hives (urticaria)
. skin rash

Uncommon: may affect up to 1 in 100 people

° destruction of red blood cells (thrombotic microangiopathy)

blood clot in a vein behind your eye (cavernous sinus thrombosis)

severe damage of the skin tissue (skin necrosis)

blood clot in a vein near the surface of the skin (superficial thrombophlebitis)

swollen face, tongue and/or throat and/or difficulty in swallowing, or hives, together with
difficulty in breathing which are suggestive of an angioedema

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist 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 to store Hemlibra

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 carton and the vial label 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.

Store in the original pack in order to protect from light.

Once removed from the refrigerator, unopened vials may be kept at room temperature (below 30°C)
for up to 7 days. After storage at room temperature, unopened vials may be returned back to the

refrigerator. The total time the medicine is stored at room temperature should not be more than 7 days.

Discard vials that have been kept at room temperature for more than 7 days or exposed to temperatures
above 30°C.

Once transferred from the vial to the syringe, use Hemlibra straight away. Do not refrigerate the
solution in the syringe.

Before using the medicine, check the solution for particles or discoloration. The solution should be
colourless to slightly yellow. Do not use this medicine if it is cloudy, discoloured, or contains visible
particles.

Throw away any unused solution appropriately. Do not throw away any medicines via wastewater or

household waste. Ask your pharmacist how to throw away medicines you no longer use. These
measures will help protect the environment.
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6. Contents of the pack and other information

What Hemlibra contains

° The active substance is emicizumab. Each vial of Hemlibra contains 60 mg (0.4 mL at a
concentration of 150 mg/mL), 105 mg (0.7 mL at a concentration of 150 mg/mL) or 150 mg
(1 mL at a concentration of 150 mg/mL) of emicizumab.

° The other ingredients are L-arginine, L-histidine, L-aspartic acid, poloxamer 188 and water for
injections.

What Hemlibra looks like and contents of the pack

Hemlibra is a solution for injection. It is a colourless to slightly yellow liquid.

Each pack of Hemlibra contains 1 glass vial.

What is needed for Hemlibra administration and is not contained in this pack

A syringe, a transfer needle and an injection needle are needed to withdraw the Hemlibra solution
from the vial to a syringe and inject it under the skin (see section 7, “Instructions for use”).

Syringes

° 1 mL syringe: Transparent polypropylene or polycarbonate syringe with Luer-lock tip,
graduation 0.01 mL or

° 2 to 3 mL syringe: Transparent polypropylene or polycarbonate syringe with Luer-lock tip,

graduation 0.1 mL.

Needles
. Transfer needle with filter: Stainless steel with Luer-lock connection, gauge 18 G, length
35 mm (1'2"), containing a 5 micrometre filter and preferably with semi-blunted tip, and
° Injection needle: Stainless steel with Luer-lock connection, gauge 26 G (acceptable range: 25-

27 gauge), length preferably 9 mm (3/8"”) or maximally 13 mm (%4"), preferably including
needle safety feature.

Marketing Authorisation Holder

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
Germany

Manufacturers

Roche Pharma AG
Emil-Barell-Strasse 1
D-79639 Grenzach-Wyhlen
Germany

Roche Austria GmbH
Engelhorngasse 3
A-1211 Wien
Austria
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For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
N.V. Roche S.A.
Tél/Tel: +32 (0) 2 52582 11

bbarapus
Pom benrapus EOO/]
Tem: +359 2 818 44 44

Ceska republika
Roche s. 1. O.
Tel: +420 -2 20382111

Danmark
Roche a/s
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti )
Roche Eesti OU
Tel: +372 -6 177 380

EX0LGoa
Roche (Hellas) A.E.
TnA: +30 210 61 66 100

Espaiia
Roche Farma S.A.
Tel: +34 -91 324 81 00

France
Roche
Tél: +33(0) 1 47 61 40 00

Hrvatska
Roche d.o.o0.
Tel: +385 1 4722 333

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

Island

Roche a/s

c/o Icepharma hf
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471
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Lietuva
UAB “Roche Lietuva”
Tel: +370 5 2546799

Luxembourg/Luxemburg
(Voir/siehe Belgique/Belgien)

Magyarorszag
Roche (Magyarorszag) Kft.
Tel: +36 - 23 446 800

Malta
(See Ireland)

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438050

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z 0.0.
Tel: +48 - 22 345 18 88

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 -21 42570 00

Romania
Roche Roménia S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.0.
Tel: +421 -2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500



Kvbmpog Sverige

I'A Xtapdtng & X At. Roche AB

TnA: +357-22 76 62 76 Tel: +46 (0) 8 726 1200

Latvija United Kingdom (Northern Ireland)
Roche Latvija SIA Roche Products (Ireland) Ltd.

Tel: +371 - 6 7039831 Tel: +44 (0) 1707 366000

This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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Instructions for use

Iransier Needle with Filter
(For transfer of HEMLIBRA from vial to syringe)

Instructions for Use
Hemlibra
Injection

Single-Dose Vial(s)

You must read, understand and follow the Instructions for Use before injecting Hemlibra. Your
healthcare provider should show you how to prepare, measure, and inject Hemlibra properly before
you use it for the first time. Ask your healthcare provider if you have any questions.

Important Information:

Do not inject yourself or someone else unless you have been shown how to by your healthcare
provider.

Make sure the name Hemlibra is on the box and vial label.

Before opening the vial, read the vial label to make sure you have the correct medicine
strength(s) to give the dose prescribed for you. You may need to use more than 1 vial to give
yourself the correct dose.

Check the expiry date on the box and vial label. Do not use if the expiry date has passed.

Only use the vial once. After you inject your dose, throw away any unused Hemlibra left in
the vial. Do not save unused medicine in the vial for later use.

Only use the syringes, transfer needles, and injection needles that your healthcare
provider prescribes.

Use the syringes, transfer needles and injection needles only once. Throw away any used
syringes and needles.

If your prescribed dose is more than 2 mL, you will need to have more than one subcutaneous
injection of Hemlibra; contact your healthcare provider for the injection instructions.

You must inject Hemlibra only under the skin.

Storing Hemlibra vials, needles and syringes:

Keep the vial in the original box to protect the medicine from light.

Keep the vials, needles and syringes out of the sight and reach of children. Store the vial in the
refrigerator.

Do not freeze.
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Do not shake the vial.

Take the vial out of the refrigerator 15 minutes before use and allow it to reach room
temperature (below 30°C) before preparing an injection.

Once removed from the refrigerator, the unopened vial can be kept at room temperature for
up to 7 days. After storage at room temperature unopened vials may be returned to the
refrigerator. The total amount of time outside cold storage and at room temperature should
not exceed 7 days.

Discard vials that have been kept at room temperature for more than 7 days or have been in
temperatures above 30°C.

Keep the transfer needle, injection needle and syringe dry.

Inspecting the medicine and your supplies:

Collect all supplies listed below to prepare and give your injection.

Check the expiry date on the box, on the vial label and on the supplies listed below. Do not
use if the expiry date has passed.

Do not use the vial if:

- the medicine is cloudy, hazy or coloured.
- the medicine contains particles.

- the cap covering the stopper is missing.

Inspect the supplies for damage. Do not use if they appear damaged or if they have been
dropped.

Place the supplies on a clean, well-lit flat work surface.

INCLUDED IN THE BOX:

® Vial containing the medicine

e HEMLIBRA Instructions for Use
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NOT INCLUDED IN THE BOX:

Plunger

Needle
(inside cap)
Cap —
9

Needle

(inside cap)

® Alcohol wipes
Note: If you need to use more than 1 vial to
inject your prescribed dose, you must use a
new alcohol wipe for each vial.

¢ Gauze

e (Cotton Ball

e Syringe
Note: For injection amount up to 1 mL use a
1 mL syringe.
For injection amount between 1 mL
and 2 mL use a 2 mL or 3 mL
syringe.

® 18G Transfer needle with
5 micrometre filter
Note: If you need to use more than 1 vial to
inject your prescribed dose, you must use a
new transfer needle for each vial.
Do not use the transfer needle to inject the
medicine.

® 26G Injection needle with safety
shield
Do not use the injection needle to withdraw
medicine from vial.

e Sharps disposal container



Get ready:

e Before use, allow the vial(s) to reach room temperature for about
15 minutes on a clean flat surface away from direct sunlight.

e Do not try to warm the vial by any other way.

o Wash your hands well with soap and water.

Figure A
Selecting and preparing an injection site:
e C(Clean the chosen injection site area using an alcohol wipe. Abdomen , Upper arm
e Let the skin dry for about 10 seconds. Do not touch, fan or ) '( \
blow on the cleaned area before your injection. N l \
For injection, you can use your: Thigh /\ Caregiver only
e Thigh (front and middle). Figure B

e Stomach area (abdomen), except for 5 cm around the
navel (belly button).

e Outer area of the upper arm (only if a caregiver is giving
the injection).

® Youshould use a different injection site for each injection,
at least 2.5 cm away from the area you used for your
previous injection.

o Do not inject into areas that could be irritated by a belt or
waistband. Do not inject into moles, scars, bruises, or
areas where the skin is tender, red, hard or the skin is
broken.

Preparing the syringe for injection:
e Do not touch exposed needles or place them on a surface once the cap has been removed.

e Once the syringe has been filled with the medicine, the injection must be given immediately.

e Once the injection needle cap has been removed, the medicine in the syringe must be injected
under the skin within 5 minutes. Do not use the syringe if the needle touches any surface.

e Throw away any used vial(s), needles, vial or injection needle caps and used syringes in
a sharps or puncture-proof container.
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Important information after the injection:

Do not rub the injection site after injection.

If you see drops of blood at the injection site, you can press a sterile cotton ball or gauze
over the injection site for at least 10 seconds, until bleeding has stopped.

If you have bruising (small area of bleeding under the skin), an ice pack can also be pressed
gently on the site. If bleeding does not stop, please contact your healthcare provider.

Disposing of the medicine and supplies:

Important: Always keep the sharps disposal container out of reach of children.

Put your used needles and syringes in a sharps disposal container straight away after use. Do not
throw away any loose needles and syringes in your household waste.

If you do not have a sharps disposal container, you may use a household container that is:

- made of heavy-duty plastic.

- can be closed with a tight-fitting, puncture resistant lid, without sharps being able to
come out.

- upright and stable during use.

- leak-resistant.

- properly labelled to warn of hazardous waste inside the container.

When your sharps disposal container is almost full, you will need to follow your local
guidelines for the right way to dispose of your sharps disposal container.

Do not throw away any used sharps disposal container in your household waste unless your
local guidelines permit this. Do not recycle your used sharps disposal container.
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PREPARATION
Step 1. Remove vial cap and clean top

e Take the cap off the vial(s).

e Throw away the vial cap(s) into the sharps disposal
container.

e (lean the top of the vial(s) stopper with an alcohol
wipe.

Step 2. Attach transfer needle with filter
to syringe

e Push and twist the transfer needle with
filter clockwise on to the syringe until it is
fully attached.

S )
e Slowly pull back on the plunger and draw air

into the syringe that is the same amount as
your prescribed dose.
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Step 3. Uncap transfer needle

e Hold the syringe by the barrel with the transfer
needle pointing up.

e Carefully pull the transfer needle cap straight off and
away from your body. Do not throw the cap away.
Place the transfer needle cap down on a clean flat
surface. You will need to recap the transfer needle
after transferring the medicine.

/
— z
\& e Do not touch the needle tip or place it on a surface
_,,// after the needle cap has been removed.
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Step 4. Inject air into vial

e Keep the vial on the flat working surface and insert the
transfer needle and syringe straight down into the centre
of the vial stopper.

e Keep the needle in the vial and turn the vial upside
down.

e With the needle pointing upwards, push on the plunger
to inject the air from the syringe above the medicine.

e Keep your finger pressed down on the syringe plunger.

e Do not inject air into the medicine as this could create
air bubbles or foam in the medicine.
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Step 5. Transfer medicine to syringe

e Slide the tip of the needle down so that it is
within the medicine.

e Slowly pull back the plunger to prevent air
bubbles/foam.
Fill the syringe with more than the amount of
medicine needed for your prescribed dose.

e Be careful not to pull the plunger out of the
syringe.

Step 6. Remove air bubbles

Important: If your prescribed dose is more than the

amount of medicine in the vial, withdraw all of the

medicine and go to the “Combining Vials” section
now.

Tlllllll

o Keep the needle in the vial and check the syringe
for larger air bubbles. Large air bubble can
reduce the dose you receive.

e Remove the larger air bubbles by gently
tapping the syringe barrel with your fingers until
the air bubbles rise to the top of the syringe.
Move the tip of the needle above the medicine
and slowly push the plunger up to push the air
bubbles out of the syringe.

e [f the amount of medicine in the syringe is now
at or below your prescribed dose, move the tip
of the needle to within the medicine and slowly
pull back the plunger until you have more than
the amount of medicine needed for your
prescribed dose.

e Be careful not to pull the plunger out of the
syringe.



® Repeat the steps above until you have removed
the larger air bubbles.

Note: Ensure you have enough medicine in the syringe

to complete your dose before moving onto the next step.

If you cannot remove all medicine, turn the vial upright
to reach the remaining amount

A Do not use the transfer needle to inject medicine as this may cause pain and bleeding.

2 INJECTION

Step 7. Recap transfer needle

e Remove the syringe and transfer needle

\ from the vial.

e Using one hand, slide the transfer
needle into the cap and scoop upwards
to cover the needle.

e Once the needle is covered, push the
transfer needle cap towards the syringe
to fully attach it with one hand to
prevent accidentally injuring yourself
with the needle.
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Step 8. Clean injection site

Abdomen

Upper arm

Step 9. Remove transfer needle
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e Select and clean your injection site with
an alcohol wipe.

e Remove the transfer needle from the
syringe by twisting anticlockwise and
gently pulling.

e Throw away the used transfer needle
into a sharps disposal container.



Step 10. Attach injection needle to syringe

@ ‘.i[ (rrITTT Eﬁé

Step 11. Move safety shield

N
N

ﬁ
<>\f.’|’f.”|'l'.fflr‘ )

Step 12. Uncap injection needle
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Push and twist the injection
needle clockwise onto the
syringe until it is fully attached.

Move the safety shield away
from the needle and towards
the syringe barrel.

Carefully pull the injection
needle cap straightaway from
the syringe.

Throw away the cap into a
sharps disposal container.

Do not touch the needle tip or
allow it to touch any surface.

After the injection needle cap
has been removed, the medicine
in the syringe must be injected
within 5 minutes.



Step 13. Adjust plunger to prescribed dose

Step 14. Subcutaneous (under the skin) injection

Step 15. Inject the medicine
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Hold the syringe with the
needle pointing up and slowly
push the plunger to your
prescribed dose.

Check your dose, ensure the
top rim of the plunger is in line
with the mark on the syringe
for your prescribed dose.

Pinch the selected injection site and fully insert the
needle at a 45° to 90° angle with a quick, firm
action. Do not hold or push on the plunger while
inserting the needle.

Hold the position of the syringe and let go of the
pinched injection site.

Slowly inject all of the medicine by gently pushing
the plunger all the way down.

Remove the needle and syringe from the injection
site at the same angle as inserted.



3.DISPOSAL
Step 16. Cover needle with safety shield

/4

Step 17. Throw away the syringe and needle.
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Move the safety shield forward
90°, away from the syringe
barrel.

Holding the syringe with one
hand, press the safety shield
down against a flat surface with
a firm, quick motion until you
hear a “click”.

If you do not hear a click, look
to see that the needle is fully
covered by the safety shield.

Keep your fingers behind the
safety shield and away from the
needle at all times.

Do not detach injection needle

Put your used needles and syringes in a sharps
disposal container right away after use. For further
information refer to the section “Disposing of the
medicine and supplies”.

Do not try to remove the used injection needle from
the used syringe.

Do not recap the injection needle with the cap.

Important: Always keep the sharps disposal
container out of reach of children.

Throw away any used caps, vial(s), needles and
syringes in a sharps or puncture-proof container.



Combining Vials

If you need to use more than 1 vial to get to your prescribed dose, follow these steps after you have drawn up the

medicine from the first vial:

Step A. Recap transfer needle

N

Step B. Remove transfer needle

T o

Twist and pull

Step C. Attach a new transfer needle with
filter to syringe

Push and twist
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e Remove the syringe and transfer needle from the
first vial.

e Using one hand, slide the transfer needle into the
cap and scoop upwards to cover the needle.

e Once the needle is covered, push the transfer
needle cap toward the syringe to fully attach it
with one hand to prevent accidentally injuring
yourself with the needle.

e Remove the transfer needle from the syringe by
twisting anticlockwise and gently pulling.

e Throw away the used transfer needle into a
sharps disposal container.

Note: You must use a new transfer needle with filter each tim
you withdraw medicine from a new vial.

o Push and twist a new transfer needle clockwise
on to the syringe until it is fully attached.

e Slowly pull back the plunger and draw some air
into the syringe.



Step D. Uncap transfer needle

e Hold the syringe by the barrel with the transfer
needle cap pointing up.

e Carefully pull the transfer needle cap straight off
and away from your body. Do not throw the cap
away. You will need to recap the transfer needle
after drawing up the medicine.

e Do not touch the needle tip.

e With the new vial on the flat working surface,
insert the new transfer needle and syringe,
straight down into the centre of the vial stopper.

e Keep the transfer needle in the vial and turn the
vial upside down.

e With the needle pointing upwards, inject the air
from the syringe above the medicine.

e Keep your finger pressed down on the syringe
plunger.

e Do not inject air into the medicine as this could
create air bubbles or foam in the medicine.
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e Slide the tip of the needle down so that it is within
the medicine.

e Slowly pull back the plunger to prevent air
bubbles/foam.
Fill the syringe barrel more than the amount of
medicine needed for your prescribed dose.

e Be careful not to pull the plunger out of the
syringe.

Note: Ensure you have enough medicine in the syringe to
complete your dose before moving onto the next steps. If you
cannot remove all medicine, turn the vial upright to reach the

remaining amount

A\

Do not use the transfer needle to inject medicine as this may cause harm such as pain and
bleeding.

Repeat steps A to F with each additional vial until you have more than
your prescribed dose. Once completed, keep the transfer needle
inserted in the vial and return to Step 6. Continue with the remaining
steps.
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HEMLIBRA (emicizumab R05534262)

Core Data Sheet Version .

ENHANCED CORE DATA SHEET ||
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HEMLIBRA®

emicizumab

Information as set forth in this label only applies to HEMLIBRA.
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9.1.1, 9.3, 9.7.1, 9.8.1, 11.1. 1, 11.1.2 &)
9.1.3 ABIDOEHDI<x LBBEDBRETENSH S5 EE

TR L, Rt B S HE SN A ERE 5 L

9.1.

N

&,
9.1.4 IIR, NLRE—XEFEII-ABEIZHT HBBIENH D
ERONDEE

9.3 FFieEfEEEE
KRN OBEFZ BT » TITIEE EOH LM & fERTE % 5510518
T5 2 L ARBI O G X0 R 2 ERIE L T e 2 R
Wl < IR B B O SHAIIRERE S B 41TV, EO0
BEITHZ L, BEREENEIH LTS 2o TND I EnD,
IS 5% DIC FREOT(LOBEBRIEN < 7eo TWD ]
BN S5, [8.9,9.1.1,9.1.2,9.7.1, 9.8.1, 11. 1.1, 11. 1.2
S ]

9.5 11T
TR SUTIRIE L T2 ATREME D & 2 e MEIC 1RG0 L DA AN
faltE %z LR DA DREETH 2 L,

9.6 =3LIF
1R EOAT ISR O ILAE R O 351 % B8 L 2L ofkle X
FUEEBEFT D2 &0 BEAOBITEOT — 2 23,

IMNR

1 HER
AFNOFHAZ B 1= » TR L ORI L Gt 510 E
BT 52 &, AFOEEIZ L0 RE 22 RISV UL
ZoR I < SRR D S OB A ICITEER B EIT V.
WO R E AT D T &, BEEENEBLLLT ko TS
Z b, MRTER® DT DIC 3538 K ONEAL O fERRME DN
KlpoTWbalfeEnd s, [8.9, 9.1.1, 9.1.2, 9.3,
9.8.1, 11. 1.1, 11. 1.2 /]

EinE

1 RRNOEET S T2 o TG EOF IS & faltt %+
B 52L&, RAIOEGIZ X0 @R 72 B ERIEVE L X T
TR - SERD S Do A IITEERS BRI,
W) e AL 21T 9 b BRIERREENREE LT 2o TS
Z b, MRTER D D WIE DIC 5 K OEAL O fERRMED &
7o TCWDHAREMEZRH D, [8.9, 9.1.1, 9.1.2, 9.3,
9.7.1, 11.1.1, 11.1.2 ]

9.8.2 @il ~D 270ng/kg H[EF 512 331T A ARERIZ /2,

© ©
-~

9.8
9.8

10. #HEER
10.2 BFRGEE (BHRICSEET S L)
HHN4 BEAEIR - HEE 55 | BT - AN T
b7 el FIpess JRERIEMEDS | HUsAIL 7 5 %
[N SN 4 WL TO R | ek b7 47
T T g | DHHTALRIEA. |V v oo E
SRV BERE RS L0 U X | S BRSROTRME
NHEBENDRH D, FIETDZ &I
L0 IEmAER %%
Bl %, —J7. A
[TAMKIR DREERE
LSS,

11. 8l4ER
WORIWER MR H BbND Z L NH DD T, BEL DTV,
BN ONIZGAICIT S 2R IR 5 7 Y 2 AE 21T
5z &,
1.1 EXAEIER
1111 miEERE GHEARH)
BRI AR ZEARE GO APEZE, IMFRZE, B M) . SlRimAs
FERE (MiZEARSE, MARPERRIRZS . VERE IR AR AESS) 23
ZAHZENHD, [8.9, 9.1.2, 9.3, 9.7.1, 9.8.1 B[R]
11.1.2 DIC (HifEAHA)
M/RE R T 4 7V 7 AEORA T NT FOP, D=4 A
~ — DI OEEFHE SRR I E 25580 S A I e 7
WUBE 2175 2 &, [9.1.1, 9.1.2, 9.3, 9.7.1, 9.8.1 ]
1.2 ZOtDREI1ER

HEJE A H]
T BUE T ULIVR—R, B, T ) K
L 25 )
L2 IR
g, BN K, BIE, e bherer
ot Fe A

13. BERE
A B LT E SRR OB Eh i b 5,

14, ERLDFE

14.1 EHREFOEE

14.1.1 AR, A OERERAROEEE NA T MINZ 1%, %
P ZRE LOWCRILTHEET 22 &, BILSHIEE S L2
W k)

14.1.2 ¥fptzix, EHICHERT2 2 &,

14.1.3 &Rt 25°CLUF CTIRIF L., 6 FEILINICHER T2 &, &
BHUNTESCHNT IR Z A AU, RS AR O AT L, 24 R LA
PIZEE9~ 2 2 &, MR RS L7233 Lz &)

14.1. 4 MERG 2B <72 R LT2IE A T AP TRTET 5
&,

14.2 EFIFREHOEE

14. 2.1 fhOBFH & DIRIE, HD VISR ST LN &,

14.2.2 R, SERICIET R o 12 D N EAEHIC R S 0EEe
IR Lanz &,



15, ZDDEFE

15.1 ERER{ERIZE D < 1B

<T35 UV UIMIMNRERE>
AFN 2 FrgiE N LT ERIC, ke (BliZéte 2 0 O TEER IR0
FIE R ORENIAR) NG ShTng 29 2 L b, B
N KA TR &,

15.2 JEEGPREKERICE D < [EF#R
B =7 A FILOLNERET NEHAONTZRBRICE N T, #B5T1
S T MR R 1 VTR R ) £ VLKL 1 & 38 s - R 2 I V7R 6% [ 465
XIIT 120G LA, ThEn 2 BMclh Lz L &
X0 HIRHETEREOEEERIC L 2 kRO TR 5
ATz D ARHN & n T 2 MR 55 XTTT (N353 pEA L
AANIPEN

16. ZE¥EhKe

16.1 MorhiEeEs

<A VEEA—%RETHAERENRE>
A e B —ERAT DM A UTIMANH B BEF BN T,
FEHIM I ZAHK % 120ug/kg FHARP LRI G- L 72 BR O 3T
NI A=FIFILTOWEY ThH GEAEMGE (FHEFEFK 50 4 DL
W7 —v) OBV FEEFETEES 100%E Liz) 9,

% Cmax (%) " AUC (%+hr) tizz (hr)
8 777489 2, 648+422 3.5
SEHJESD, vE 1) BEATE. 1 2) SRR
<EXMEVIRFRZEEE>

AH 15ug/kg LN 30ug/kg ZH[AF G L7z L &, 2 HEOMIC
HEIFRIFERT A =2 T 2HEETRBOLNT, 257
U7 52 A1% 70.8 & 79. ImL/hr/kg. EHIRBECOSMEREIL
280 & 290mL/kg. FHURATERIT 3.8 & 3.75 MR, I
2.82 & 3. 11 W§fE), MAEEIICER 18.94 & 22. 2% Th -7 9, Bk
EAT—4)

17. ERERRHE

17.1 EMERUVREHICET R

<A VEEA—%RETHAERENRE>

17.1.1 EA%E /11 BEER
A2 B —E AT B IMASR A XId i AR B B 10 1 157
H Iz W C O ARFI O WIEE G- 8135 Hl & LT 90ug/kg & L.
M ERAL, R R OVEIREEIZ X W 60~120ug/ke ODHiPH CTHY
W L7 35A o ki gh Rk, E%h 31. 2%, A%h 26. 8%, A%
38.9%, Mzh3.29ThH V., MERE (F%h LLE) X 58.0%
(91/157 i) ThH o7, F7-. H5RBEA 3 HERILLT 0%
GO RIE, 5 42. 5%, B AT. 5%, °XH XN 7. 5%,
W2h2.5%CThH Y, EE (THZh LLE) 1%90.0% (36/40
i) Tdh -7z, ARBRCIEERIXRO bNehnoT= Y,

17.1.2 BV E IR (EBE~DZEEOHMIC 0pg/ke 5 (EE
BE))
AREBRIZBNT, D b FRAZ | [ERGIh-A el
B —Z (AT B IMASR A UM AR B BEF 60 FlOWN, A%h
PERTAL O FEHAE A5 72 U7 52 B 614 M IZ DU CTHZIMERRAT
WERAEZRT, 2AboHmicsn T, AFIEZFAIE LT
90pg/keg % 3 BRI T &1C 1~3 [ 5 L, kMo A4
BHIDICE I 1\ Lz xoilkmzhFiko L sh T

bHole,
e @? %Ef@ %? ﬂ%ﬁb
&t 614 (92?2%) (5?5%) (1}é%) <1-%%)
I % | g | aw | ww | omw
R i1 (93??%) <6?j%> <2<i%> <1‘2%>
BARN | 490 (9;?§%> (4?3%) <1.Z%) <1f;%)
T T I e e 0
i —— s | aom | ’
L ABT 2 (1020%> 0 0 ’

AFRERIZIS N TRV 8 & 72 60 (51 H 13 4] (21. 7%)
12 32 EORIER AR B, £OE2LOE, Eiitim (13

") ROYER G Thorm ",

17.1.3 BN FEIERR BE~FEEOHEMIC 270ug/keg BEEEE
(EEAHE)
A B —ERATHMAN A LB BEEZRG L LT,
AF 90ng/kg D 3 [FIFE G- (FEHERL H4E) & 2T0ug/kg D HiE[F
5 (BRI 535) % et 2 e B D 15, 7 2 24—
N— TEERRBREER L, ARBRICEW T, AoiiX
RN U R Gl SAv, W G T R 5k &[]

BOARIMEZ R LI,
8 /A L DR AR
TR AER G ERE 85. 7% (18/21 Hiifn) 70%(14/20 Hiif)
Hilm# GIERE 90. 5% (19/21 Hiifn) 65%(13/20 Hiifn)

1) 48 RERLAPNIZBIM O L iR HE 2 LE & Ligd o 2 BEF OHIE
T 2) M ZRIEFE AR (X K OB nl ikl 555 < A1 22 3 )
ARBIZBW T, BIERIERD bhiehorz ¥,

17.1.4 BHEMHEGR (EE~PEEQLEMC 270ug/ke BEEIZE
(EERHE)
AV e X —F AT HMANRR A XL B BEERIRE LT,
AR ORERER 515, HEERGEROEER 7 7 b v v
S IEA] (APCC) 75U/ kg O Hi[EIE: 5% FLigehfit 9~ 2 HEAF 25
AT, 7 e Ad— =B (KA GIEICOWTIEEHE
W) #Eh Lz, ARBRICBOT, AT TFRIR LR
Il S 7=, 9 BRUANICBINO I iERZnE L L=
BEOEIGIL, AR ORI GHET APCC OHEIFGHELY
bHAEBITE o7z (p=0.032) , AXIZRTER RS IEICH S
IRMAZFETIE, 3 HMICAEEIT o7,

BB/ 615 BRI SE O 50 kA7

FEUERE LR 9. 1%(2/22 Hiff) 54. 5% (12/22 i)

Him| e 5L 8. 3% (2/24 Hiff) 37.5%(9/24 i)
APCC HA[mI$ 51 36. 4% (8/22 (i) 27.3%(6/22 Hifm)

T 3) 9 IEHSIICIBINO Ik MR 2 B L L7 BH OFIA
TE4) IR R OGHEIE (A & O\BIEN AT B2 563 < R A0 70 34
ARBRICB W T, BERITRO b Roo72?,

17.1.5 @SV EMAEERERSAER (EEAE M)
A e B —E AT DM A XM AR B B3 11 41 12
Hitf (CNS Hiif) (23T, ARl 90ng/kg & (hif 95 F T 2
iR & S ACERIRN B G (B GBI B E U C 120pg/ke F
THE) L7-, IRMBITMENTE U C 3~4 B & 1o 5 %
Mkige L7z & & o1k iZhRix, B%)90.9% (10/11 Hifn) , M%)
9.1% (1/11 Hif) TH o7z, 116 1 4] (1 i) 1%, AHA)
OFGIPR72 < FEC L, ARBRIZIBWT, 11 filH 1 4
21 HORIER (RIEEEES) 23580 btz 19,

17.1.6 BHVFEIMAARR (FHHe
FiEZ T2 TEOHD, A e X —% AT DM A
ST A I BB 14 B CRFAN 6 61, /T 8 ) 12k
T, 90pg/kg Z FHIEANIEE L, 2 B 2 & IC 5 20k
48 WM E TRV I LT, 2D 3 AR 2~6 FF = &l
LAkt Lz & & ok RoMEICBNT, TH4) Xx
[ &HE SNTEF L N DEIGIFRD £ B0 T

Hotz Y,

(e $(?"LT)EP Ohr | 8hr 24hr$ Tgfr(%)iiday Aday | 5day
KF |6 | Gon |00 100 oo | a0 [aon|aon| @
AFIE| 8 (878) (130) (130) (1§0> <1§0) (130) (130) <1§0)

EReEE 14 Fld 3 BNCEWER RS biviz, 1 BICmiE (8
EROANTE) | EOMM, A LIFONc &, 1 4
1T =T JARNENL DFFERE % o 78R L OV AR, S OY 1 1
PRATEE OB E D L5 (7 4 70 o 5 i s
Nz, Wb EEREBIER CIERno7z 2,
<ERMEVIRFRZE>
17.1.7 EBRERZER
INFRSCERD 13 B2V T 10~35pg/keg & 2~8 Kl = & (&
DBITWEIER) IC®E L7 L2 0FBERIT 10065 TH -
7o 13 B 1 B CRERMRAE R (Mg, 7470 7
v BS Ml FOP _ER BREED AST R OVALT E5H) OFIfE
AR bz,
BEEARGEHR A D 7 H (P 5 4, Hile ey — R 1 41,
T RO E Y — R 1 4)) 128\ T, 16~3bug/kg 5
L7z & ZDOERRIT 1005 TH -7, 728, b HNTAT TR &
BENERREOEBE TH D, GERMEF VIR 1R ZAEAR

[
[



17.1.

i)
[E PN C RS IR 584 12 S S A7 AR I BV T BV
R RZIEBFT 13 BUSARBIDE G S, ARH & OREH
PEASEEDI D BIEFITRRD S iedso 7=, THRFO M ICBY
I 5 R E AR AR IS BV I, 17 il 3 B (17.6%) (2
8 HORIEHNRD b, O G OILEHERAE R T
oz, (8 BRAR A A B OV 7 £l FH A A RS T 1)

8 56 NEICETAREFRTOY S LA
FeRMEFEVIN £ R ZIEBE 256G & LIz 6 HIEICEB T D
BRAMEHT v 77 A0 32 4 (Fif 26 4, Hifl— &Y — K 43
HAIM) 23T LSRR S LT 15~30pg/ke (E#H
& 6~98ug/kg, HILE 22ug/kg) E A~6 FEH T LG L
- & & FHEE oI T 96% (25/26 #), Hil— Y — R
TIL 86% (37/43 tHifL) NATH - 7=, AHIE ORLEM: ) EE
OIBENWERIL A6 4 14 U VIR - FripEA, 5820, &R,
EILE) ThHotz,

<YJ3 YR vmIMRESE>

17.1.

18.
18.1

18.2

19.

20.

9 EHMERRER

WEsh 14 HE, 37 ko, ARIREEINIZ 7T vy~
M/ NRIETJE (7272 L /RS o3 2 [ FR BT (A0 L/ AR
MARFERBE DS R S AL TR WERI 2 & Te) OIEBI 2 4R L
TSR, EE RO O I Y — RIZEBWT 80ug/kg
PLbE% 2.5 BEELIN OB RET 3 B2l EE#RE L-8
B, AFEPFE% 48 BRUAICIED T 2T e Y — Fo
EIA1378.0% (32/41 1) THo7-, EELRBIEME LT, 2
PR fAEE  (FFERRAE % 11 5 G F IR MARIE K& ORE PN ifAz)
DA sz 209,

EEFEE

ER#RF

AHNINER T 5 BAG L 2 T5 MR M iR B 55 VIR 123, 815
EALIZ BV CHIRR R 1 S EHA R E R L, & X K215 e s
HHZEILLDbDEEZEZLN TS,

1z

In vitro i BRIZEW T, FVIA T K2 ILHIXIA 7K Z A
AR ETMT B L, 7o bo v e R R OVE LSSy b o v
RT T AF W OEREN RO HH7= 10, £72, HURIIAT-HT
EOREGIZ LD | AN A Z@R S v3F DL, AR
ARB DA X NN T, AAREIC L 5 iR otz
BN, vFFEBMET VA2 AW TIL, AF0KS
W2k 0 . RETARMARTERRANR S, /MR N 1 7
U AT G rino 1T,

B SICET HEEFEMMR

By 72 a7 77y GEHR) GEETREZ) 1%,
bt NEVIR A D& s+ % B L7z BHK FIIIER DB X 0 25k
Shie=74ay TA7y (BEEHEEZ) &R, B, 7%
ML LS D TH D, SETIRICHW BB EOF R, ¥
ANARER, LT ANV AORIE LR OREZ BN E L TR
EiaL7cbDOTh D, Fo, g FE) LRICHW 2k
I, UA VAT D R EAS MR BRI S LD, &5
ICHLE (B TRICBWTUA L ZADRELLOBMEEZ B
LU CRIEEERIUEE N o~ 7T 7 4 —IZ X D% s
L TWD, 2B, IO TRICOVNTX, T Ly A
NAZERNCIANAZ )T T v Akl z Lt Uit 2 el
LTWa,

—WH T E s TTy (G GERE TR )
(Eptacog Alfa (Activated) (Genetical
Recombination) )  (JAN)

éj\%ﬁ N C1982H305'|N5500618828

Sy 45,513.22

WiE= - 406 fHOT 2 BED B DHET- AV E

PR - AT EOETH S,

kW EDEE

ARFNEREE A R LS CIE 722 W S IR AR 3K T 2
ZeMmn, RFEMARE, e RMEEVIR - RZIER T T
~ MU MIETPERF (B G JL7) L7chaid, IR mA RO
T ORGER S, b (W0J7) UIzR, BREEA, AArE & itk
L. 22 &b 20 E/RAFT 52 L,

22.

23.

24.

26.
26.1

aE

<Img>

LA TV (RS Y 2 (L InL) 1 {EERMA)
<2mg >

1A 70 (AR D vy (2. 1nl) 1 8EA)
<b5mg>

1AL T CERERRE Y 2 (5.2nL) 1 EEAT)
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AR RES
876343
I8 53T B
R LG, R AnhEZERFRETIEEYEESE
B EEERE " .
e - o L 2
i e 74 I\585¥H1000
FEIBA® NF Intravenous 1000
RKiBHFS 22600AMX01332
E EE-EMSoRFEICLVERHTLIL o ey 19844E6 R

AL, MR EEE LTHALLbOTHE, FRE 2 oML RIT 208, B2, RRERNEOREZERT L L L bI,
BRATRICBT A —FEOREL - BELEBEZEEL, RPECHT IR BEERLTVEA, L PIEFEHL LTV I LICL DR
BIERIBO ) A2 R RRHRT 5 2 L RTERVAY, BROGRLOLERY+TRBO L. LERPMROERICEED S I L,

1. %
IXIVXYT (BfEFERZ) OBKSERT. FHEOHA
ICHWTEEsMBRERERUVMSMR/NNEEORE I &
HEICESHOSN TV, TILAYT (BEFEEZ) /S
hRUBERIFEey AR, AELPUEREVEAER
%, AFO/EERT DL, MBRRFERUMBRMR/| M
CEOY AV EEASESTEERSH 5. [8.6. 10.28H]

2. B2 (XAOBHICE/ELEVIE)

2.1 MEEERTFA ¥y —2RALTVERVEE [BER
EOBENYDH 5]

2.2 FHENMENEEEESE (DIC) 2ELTWIEE [k

FHREIET 2 BENYH 5]

3. #gL - MR

3.1 8
A7 VROERETRT . AFOBERImLA 12 AMmBEEERR
FhahIEEEEEGEE L TR EF T 5,

$RIE% 7 7 4 NEHER1000
BHka |4 TR
9 A\ 0 6 R - LA AT [ 1 1A A LOCORE ™!
e L BEF MY T AKY  80mg
B+ rY YA 160mg
HRE BE
KBRAES b U A HE
BRI BB E4AA20mL
wE R AMERERFAATIDEESHEH - (ROE :
*E) BRinoX3 - FEikm™ ]

L) BT 7 A NHIRERT 2, 177 A NBfILIE, B
FBOHEIMEFA e €y —EEMBFOAPTT %, LHBRMED
50% 5T 5 7 7 A NEEE VI,

E2) (BRSSO RnE 2 5] &8,

3.2 BIFOMR

B5es 7 7 A4 NEHER1000

LEZIN HIANAT WA ORBEEHRBEFTH > T\
FOEFICEITLE, HRIBLACERERZ
HERE 2B,

pH 6.8~7.6

BETE (K] (0. 0%£BRERICHT 2 )

4. RHEELIIRNR
mMAHREBFWMRFRIFEXEAFI LEZ2-2RETIREIC
L. Mo sEE R % V2 OmnER 2087 5.

6. AZRUAR
FRUEE R OB CHERE L. BIRCENELIAERET S (1
S EELkgk7 D, 2BME X2 EMHERESITEI L),

WS T 556, BEAElkgl 7 Y 50~100H 7 %8~12
BMMETHRET 5, 8. EF - BERIECCGAEHRT 5.
7270, BRIE LCIABRKRSEIZhELkgHS 7o D 2008 % 2
ZwI ket 3,

EHMICRET 5. BEAELkgS /- D 70~1008 1B B
EiRET 5.

7. AERUARICEEY 338

.._1_

8.

FHOBEEIH:o Tk, BEORMERR S ERESLRE
BICHLTERTA L.

B, AR OBMEEREICL IZHRFBOLN VAR,
Fl~NoEn B2 2R TH &

FHOBMBERS %, SHNLESERBET2HEE. EED
B5»OIANEOMBE B 2L RBRET 2,

ERGEXNER

(Kbt

8.

8.

oo

1 ZACHERIIH 7o T BROBERIZBT HFFOLEE
b, FRNOHEEBICELRREDEREHILT 2 -b0%
ERENFELONTVAES, b ZEEL LTWVEI L
BT 2 BREREO ) A7 3R HRT LI EHNTE 2
CEE, BEIHLUCHBEL, BEEEBLLOIBDLIL,

2 AFOEHEE 2 2 mMEIC oW, HBsHE. HHHCVA
k., MHIV-1E&R CRHIV-25i40 et Th 5 = & 2HEL
TWwh, &5, IV L7-SHBRMmEIcoWwTik, HBV-DNA,
HCV-RNA., HIV-1-RNA. HIV-2-RNAR CF'HAV-RNAlZDW
THEEIERE (NAT) 2ERL, B& L hEErEFORE
AL TWAEY, YENATORBRALLTOY 4 VANEA
LT WEENEICFET 5.

FIHEIZ, & P23V R £ W ABI9-DNAKC DWW T 7— W LA
B CRERIIERE (NAT) 2EHL. 10U/l TTH 5
ZERBBLICEREALEYAVTYS,

¥, BETETER, Y9I VARECTBa L LA 2ERRER
TSI (60T, 510~520%. 19kPafnER 80T . 60~70%5

37 .5kPafiifE) RU A VARRZRICL 22808 (5774
Po—vary) ¥BELTWVAS,

AFNL, RO XS REENELE L VAN BEICEL T
ROBITFEETHI L,

2.0 MESEEANORENHETRETIR, B FYVEILIVA

BIO%D Y A VA FEEIIAREL - BETAHILNFRBETH S
e, FRIOFSIC LY ZOREOTHEREELZTETCELVDT,
BE5HBOBBY+SICBET A L, [9.1.5, 9.1.6. 9.558]

22FEIANAED YL VABRREOY A7 IOV TIRELIC

BETERVOT, BEY+FTV. ERSS obhIHE
CIREY R RERT) L,

23 BEITCIEHNOREICIWVERER I OA Y TNt - ¥

2 7% (vCID) EMEBLA L oBERR v, LALESSL,
HETIRBIBOWTRE TV IV 2ERLBL LORETHE D



DD, BREZVCIDEDEERD A7 #E=2IITHRTCE 2w
DT, BEOBIIIBE~OBBL +FTV. mREOLES
om0 bksTaz L,
S BEMEFOL ey —HBEERITY. AV —D
BEEYHIEL-OLRSTLIE,
A KEOZSHR RS HONEEERE - LTAPTT. PTT.
TEGEWTNHDRBETI) L, ¥/, DICOBESR LI
B EMBHHDT, MMMRE. PT. 747 /45, FDP%HD
BRECREFED OhAHE, f58FLT22L8,
S DICRULHEESELBRET LI L2 H 50T, IENCHKE
lkg7:- Y 1008 % & 2 535, 1HIZEElkgH7: ) 200842
FIZBBAICHBIEET LY,
6 TIVATT (BEFHERLZ) OBRKRARIIBLT, T3
<7 (BETFHRBRZ) HEPOBMEFICAF E A LIZED
BWT, MEERER MR MEEORRSEESIC
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HFE M1 AHERRER (BH2999255R) (128 W T, RERSBINATIC BH29768FBRICE N L T
4/\°><§iéﬁua:ot 7 HH I R 1 i AT E IR 2 52 1 TV BB RIS, AEI & RS -

ICCEMIEE UIZES, /3o 7S 2 BRI K 2 i B 1 ofn 578 95 S e S 0 1l i & bhie L ¢,
/Afé%g L 7= il O AR I SR oK T 3780 H 7z (eCTD 524138 5300329001-2.7.3.2.3.2%
M)

2) e RMEMAGR A BT 5 RS =-A 20 RIR
A e XA REREMAIR A BEIZIBOD TR ST/ A 2N ZBEN 63 2 A4 138 [H bR



TIVAYT 1.8 i 30E: (R) Page 5

LA OB, Z2< OBF TR I U X~ 7REMN30 pgmL % EF25HE - HE
BT LN AETH D EEZBND,

BH298847k 5k, BH29992iER, A b B X —IERAERMEMAR A RN/ FFEBEEERIR L
U 7= [EBRILE S 1 FHERRSER (BH30071586R) , WNZA b B X — A K OFERA e Rk
MANE A BRN/FHFERBEERGE U-EELRSE 1 AHERRE (BO391827kEk) 4% U T,
AHZ 1E, 28 T4AMR LY Y A S TEMBE G L7ZBEo i ndzh #i%L, FVIL A b &
X —DAER O - AEICEL TREE CH -7 (eCTD A% 5300329001-2.7.3.3.2.1%
), L, 2B 34EMEL O A 2 RE LR, Aokt aemicsii s = I v X~
T O MAE R LR A B U i S < AR SR & O I BEEE e BEEMEITERR D H i
mnol-Z ting, A ARIKLTEZLOBEFICBW T I VAT RNAT AKX ik
RITEWHIIIHIZE NG SN T WD Z LR ENT-, F7-, EMREEE- AT
£V, BLE30 pgmL BOMBER T I > X~ T REFIE T CIRE A B3 2 M 35 < 47
HIROE TRNRRICET D & PRSI, Z2<OBE TR I > X~ 7 REN30
ug/mL % B[RS EHEE IS 1, 28R O4lMRE L Y A CHomEf o I v X~ TIREHER
DEV [EFIRBIZIIT 2 MEFIRE N7 7MH (Chouenss) CEHME + BHEERFZ) LT, £
NZH51.1 £ 153, 467+ 14950383 + 143 pg/mL] 1%, ARMEICHEELE 22 WEEZDR
7= (eCTD =A+%5300329001-2.7.2.3.7.1%H) .

1.8.1.2.2.2 JO420035 BB D HIZEEEER VAL - HEDERTERN

1) #RMEMAIR A BEIZB T HEEREE

T VAT O REET FVIT E B2 M5, FVIL A e EX—ZTI v A~ TD
FVII BEREBRIEMEIC 242 5 24, FVIL £ b X —OFBE KL TAFICHEGICLY
HIHEh RN LN D EEZBND, T RMEMAR A BEIZBWT, = A~7 O FVII
MEBE AT M e OV LI 2h L, A v e X —{RABRE L IFRABRE CHEL TV

(eCTD 2447 5300329001-2.7.2.3.6.3 2 1" eCTD %213 5300329001-2.7.3.3.2. 15 1)

T I VAT O BT HIFNIEHER (in vivo) & LT, I=7 A ¥ IZH FVI $t
KEBE L CHRIRIMANN A IREIC L ECTHRNERIZEZ L CHILZ AL ST 5T
v (=74 %)v FVIL HRMAR A/ZRIHIET V) , ROFEFGET FVIL {EEEZKT S
FROLT CHETE - BEICKVHhEZEESELET LV (I=27 4 ¥V FVID R AR
ANBRHBIET L) I2BWT, = I3 X~ 7O iz 5 & Ok i gh 503 57w S i

(eCTD A+ 5290616001-2.6.2.2.10, eCTD = f+%5290616001-2.6.2.2.11, eCTD = &5
290616001-2.6.2.2.12, eCTD % 3 5290616001-2.6.2.2.13 & (¥ eCTD =% £ & 5290616001 -
2.6.22.14508) | EEERR A BER OV RMEM AR A BEExG L LIZEWNE 1 MR

(ACE001JP #BR) 2R\ TIE, FERERA D D155 T2 ARAI B G- AT O MR IRIZ ex vivo TH
FVII HUAZ I L TR R mMAR A REZEM L, £ ICEBREOZI VAT &R
MUT APTT KOV b v o BB EHIE LTRSS, SERMEMAIRN A BED LS DI AAK
HRi# O MR CRIE L7254 LRk, mEF o= I o X~ 7REKFR 7 APTT OFREAE
KONk B AERRDIRENRD Sz (eCTD Z A4 5290616001-5.3.3.1-1 11.4.2.1, ¢CTD
A% 5290616001-5.3.3.1-1 11.4.2.2% N eCTD =A% 5290616001-5.3.3.1-1 11.4.4.8% ) . £
7o, BRI AR A BE DB LN IMEERIRIC ex vivo THERE D= I VX~ T HIFINL
TSR EEE MR A 2 3250 L 7o 3, i — I o X~ 7R EIRIFI 72 BEFERE DO EN RO 5
Nz EREINTNWS,

INHORERNS, H%BRMIMAR A BEICBOTH AR EB B G2 L0 H ] 2h & 0815
b, FERMEMAR A BF L FEEOEREE-AIERERZ R~ T Z LR8I s, £07d),
B RMEMATR A IZBW THEER 2 IEMEEE E L THO DTV D A SR BIFNZ 35 18
HED LR FTREIC 72 5 B2 BN D30 ngmL Ha, #BARMEMAR A BFEICBIT2HEER
REEIZRET D & & Lz,
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2) HBRPEMAS A BE TR HMEREME - HE
FVIIT O RIFRIE SUIHERE AR 2ITER L, AJEICHZ 0 bk OB FEi2 B & L-1R
FNME L SNDERMEMAR A L3R, %RARMLAR A ITER L CTHIILY 27120l S
WAL, FVII A4 > b X =0 F£E LT FVHL IEHAME T L COW A HIBICIRER TH D &
EzZ D, SEMHIREIEZ I FVIL {EEAEE L, i) 27 BNE/MeESh s £ TICES
HHAMOFEE L LT, fRiEmflEEZ2 S LT b o EsE (PR ; FVII M50 TU/dL #,
DO It O IR VR [ K] 1 BRI 3 544 24BE R AN IC I ASEE 6D S0 TRy BT 5 £ TO
HFAFRETIIAE VWO WMERH D, ZOHBORIIE, ZEREMAR A BT 5ARKFD
BEAGR ML - HEOAMK S OWRE GHEM) ICHY L TRY, DARRL YA 2B\ T
I VA7 RE N7 7N EFREICEET ML H 25 (eCTD &% 5300329001-
2723.1488) , L7zh-o> T, FRMRGRIEMAR A OIRFERRE LT, ik
BAA & [FIRFICARRIEMIR G0 BE SN D Z L 28 L-5a, PARAE - AR, Himy
A7 PE PR ZERRANZMAEF = I v A< 7 REN EFH LD RFTHL—F, mifEh=<3
VAR TRED ERH Uk o 7o 54l %  (Day 29) ORFRTHE, BEEFHOBEEN
IZ PR ZERLTEY, TNULEOARFOHEENLIEL SR RoTNDH I ENEESIND,
ZD=®, BEARHE - HETIE, #BRMELAR A BT 2HMTH%2 B E LI-ARAIER
BHEORT o VERRIETERWATRERELR H 5,

IO OBEICESE, BAMEMAH A OIRFRER K OEGRRIZE A3 2 AK O HE -
HEE BT Lz, ERMEMAR A BFEOMET = I A~ T RET — 2 2 AW THE LR
HEH Y ERET T /L (eCTD 478 5300329001-2.7.2.3.435 M) Z AV, #HRMEMAR A B
FleB T HMMET I VA T EERB S I 2L —2ar L, BRELEAE - 8L, B
AGROVEMMEL P A Tz, P I o X< 7EEN L RN EAREE TH 530
pg/mL BIZEREL, oL RHNCZENT D Z ERMFF S5, Day 1126 mgkg & T Day 2
(23 mg/kg & TFHREG (A 5) L, Day 8005 1.5 mgkg % 1M TR TEE (HRiAE)
T 5L HE (0420035 B0 Hik - HE) & L7z, Day WG TH5HETH 56 mgkg 15,
S RMEMAIR A [CBDEEE 7 0 /T L0210 TR SN RkEHETHY, BE1EL
Y oRGEE L TCEAROKSAETH D, MRFEGOME - HEZBEAR O LERRRL ¥
ANCE DB, EFEIREICRBIT 2 kE T RE A KMz D 2 & T, S mflRE
SN LT FVIL IEMEAEIE L CTE 72O FVIL &3 3 A~ 7 OMET TomEHY) 27 %
Mt A0 TH D,

BEAGR O LERIRR L ¥ A > K OY JO420037808k 0 kL « FEE k RKIEf AR A BEIC&RSE L
B o I o A~ TEEWHBDOL I 2 L— 3 VA 2.723.102-11207F, BEARO 1A
ML A TlE, BERBIEE (Day 8) LU (Day 29) IZkiF 4 MEH - I X~
TRE N7 7EOP R, TNEN16L V378 pg/mL & Pl Sz, —J5, JO420033 5k
ORE - HETIE, #ERBIEE (Day 8) LkUMi% (Day 29) IZkiF 4 MEH = I X~
TRE T 7EORREIE, TR EN34.6K% 0369 ngmL & PRI Sz, JO42003 35RO A
% HETIE, BE5HB1AE (Day8) FTIZEZL OBAFTMEF = I v X~ 7 REN30
ng/mL % EFEY, FeHBAA2% (Day 15) Tl I v X~ 7RE N7 7l EF IR
REICEIET D L PRS- Ens, BRIEMAR A BT HHIMFHA2 BB E LI-AKBIE
G- O REBHELHDDOLRERNG LN D AR S 5 B 2 bz,

B, RIalb—va CHOWERERAEYBIREETT LTI, "M ATXA T8V 7 112
R DEMOEEIZ LY, 77 (FBERSEDENRE AT X REM TORKE) O EE TIX30m
([FIFFRAE) LA FOBREICHRTAAL G T XA TE YT 4 B3%EFT5 2 LAURB ST
% (eCTD =A4#75300329001-2.7.2.3.432 M) , % RMEMAR A BF OFEIE I3 R
A X0 HEL, JO42003FRBR DO REM & U EIRIERHES RIEM AR A BH OB MIE
B O RAEIZTA0E E VI MENH D Z LD, HREMARA BEIZBW TS AT XA Z
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YT 4T DR OB E G LTEBROFER O R KIE (17m) % LR FEOBE1NH 5
BEFETDLIZENBEIND, O LD RBHEEMIBIT H= I X7 OEYBRED T-H|
1%, JO42003 73R 37 2205 TR AT RE Ze RHE I BB IEE 7 L 2 W CEi 25 Z & BN INEET
HoloZ bmnn, RVIalb—vayORENZENCHES FlE - HREOREITIE, FiEE
MNEENTWELEEZ bR, AV I a2l —2 30T, TTRBOBEICBIT A3 4T~
ATV T 421, —BLTITHBORBRELEFE LW EEE LR, TTEBICBWNTHE AL 4T
XA T EVT 4 PERKFINAET LT D2 Z EDREThH 7256, BRMEMAR A BEIZ
BIFHMEF I O A7 REFTFERTTRIL D IR 25 Z EnBES T,

F7o, BRMMAR A 2B 2 HMERITEREMNALR A L0 LEERLONEL, i
EETHEEORMAEEIBALH D LD, BRMEMAR A BE TR IR A5
HIMBEF T I AT REOIKTIRRD LNDAREMERH D LB 2 bhviz, Bz, RRMEMA
A OB CRERIREE, &L IFERERL LTaoN TS Mo B C 5 BT E g fE
B D RIEMEDO2HIREIZL Y, 1gG A TH DT I v X~ 7 ORNTOW I Kk
KA BE XY LB REMAR A BE TR 25 WEELE X LN,

Z 2T JO42003: BRI, TRIFT—# L b a—a2Em L, HiE - HEOB@OIMZHWT 5 2
Ll LTz, EROBEICESLS &, JORZFAEBRIZIHWTHE - HEZEAT 75856, ek
FORENEWRY, BEEEY LT A5 HRTERTLAREENREWESZ X b,

3) FEERHEHE - HEOZ 2
TIVAYTOEMEFME T e 7T L8 LT, =7 A V&AW 1338 K U267 &%
B, W ONC4E AR GBS i S vz, EEMEE (NOAEL) (X221 [ b
BehE L L T30, 30%UN00 mgkg & MW &AL, NOAEL (Z351) 2 fefl 8 G- D -1 e i if 4
IR (FRAN R G-3U8R CIXE I I PR ) 1%, £ Z411070~1200, 1340~1370% T
3550~3560 pg/mL Toh-o7= (eCTD =A% 5290616001-2.6.6.10% ) , th RKEIMAR A BHE
THE NS JO42003: O Hik - HEICB T 2P I o A~ 7 A (X 2.7.2.3.10.2-1)
L, TNHDOH=27 AP /L TONOAEL IZBITHBEELD oIV EEL 6Nz, B
IZEBWTIE, JO42003# RO ML - HECTHEE SN BESE (X 2.7.23.10.2-1) 1%, R
KR A \CRBITDERBRE T 0 77 L%l 0 CHARERHER I ke HETH 53 mgkg 11H
MEEEE-TD Cuoughss DI [120 ng/mL (eCTD %1% 5300329001-2.7.2.2.2.1. 1) 1 %
TE> TV,

JO42003: R D 1L « HEICBIT 2 AMKSEORERETHH1AIE, Tk TOIHEKRAR
K OEERRBICB W RO Z2WEWERERIRTH 20, S EZICREICmERD I v X~
TWEN EFAT RN B S COFERBEEICE S, AR T 2 /eIt S h
TWab EEBZ BN, h=7 AV Nz HWT-4BEEFIRN & 553888 TO NOAEL (2351 % FlH]
P& 5B o0 S35 4] ) afn 4% PR BE 132160 ~2270 pg/mL T Y (eCTD % fiF & 5-290616001-
264321 8) | J042003ERD M - HEICB T 2AMEEREOMIET T I o X~ 7
(¥2.7.2.3.102-1) 2+ R—TETWH EEZ NI,

I OFERN D, JO420037 6k D L - HEICITZEmNHERINTEY, FHE - A&
ICCTHRRMEMA A BEEZNRE LEBKRBRZE/T D Z L IIRYTHLEEZL LN,

1.8.1.2.2.3 JO42003H B PR T—2 L E 2a—TORZE - AED@EUIED

1) Mk - HEOwEYIMEDHIK Tk

3R — b LR S NI D 6B SAF B G-BRAGAR % (2 - TRl T, BILAIXLUT o H v
(SR LTEm B, IR0 SUTRE A5 Sl L, mEEEe B 5 5m TG - &
EEETDAREMN DD L L LT,

® =— b1 ITEER ST B O RTINS B AT (Z TR & 29 5 i 238 KL R
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D oINS E

® h— F ICEBEINZBEOMETT I VX~ T RE b T 7O EEIE T R B
AFIP5-BMA1 1% F T30 pg/mL LLTFCTH VKT =55

® h— F IZEBEINZBEOMETT I X~ T RE b T 7 EOEEIE T B
AP 5B A2 ~4 HZIZ30 pg/mL AT Th 0 T 72 UMK TN H 556

2) Mk - AE OGO W5 R

F7T— 4 L E 2 —HO20204FE12H28 OFT —X 71> b A 7R E TIZOB2 28— B LHTH
gk, ERNAAORSEZ T, T—20 v bATEERTIE, 3BIBRAFOBE &k,
SBINAFN O G- 24 THRICEEWE T ra—7 v 72T, 1BINRF ORG24 TkICEe
o7 —7 v T eIbERTH T, T—F 0y b A TR E TORAE SR oI,
03~9.1ETH -7,

AFN OG- ZZ 0, HERBZICIEFT I X7 RENHE S NI ON, 6l
(66.7%) TIIAAI GBI IEE £ CICmiEf = I o X< 7WRE N7 7E2330 pg/mL &#IZF]
LRSI O EFEIEL, 76 (77.8%) TIIAAIE 5-BME4E% £ Clamiih= I v X<
TR N T 7EA30 pg/mL HIZRE LR RN O BAFEE LT, TP S v X~ TR b
7 ZEOFIEIE, AFIEGEAIE%E ORF R T30 ng/mL %2 EE-> TRV, 0%t EFIRE
THERF SN2, AR GBI ~4E%Z BT 2 IEF = I v X~ 7IRE b 7 7 EOFEHEIT,
35.4~40.7 pgmL OFPATH -7z, MBEHF I X TRE N T 7EOFRALS FERIZ, AH)
B EBAME1 ~4 1% A8 U C30 pg/mL % _E[m]> CTuhiz,

AN G-BRIAER \CIRIR 2359 5 M 23563 U 7= BE 2o 26 (22.2%) TH Y, @4
IXES R oTn, Fio, ARFIFGA%ICIERZ B3 5 KM ARE L2 BE XN ho T,
ZID OFERZ ARFNE 5B R I EDRIRFREORR L L7 2 5H, ZIT AT TN
BAF 72 i dm e B 2 LT B alBEME DS RIE S vz,
AFNDOBEMITBAFTH Y, BB E SR L REER LS Y 2713 h- 72, Mt
ERMEFERNIFICTUERELL, AHE ORRERIIGE S NPT DD, YEEBENAT
B ) 27 RF0BHE L T D ATREM S B 2 bz, ARG T M7= U2 BEUT
ZDHITHWT, R EEEZEEEEMEIIEEO ST, mAeZErerEH 5 i ae M)
JEL I Lo T,

PLEX D, JO420037 8 THETS 7= HE - HEK O E SN T-Fik & 5/ T KA K-S
WTARIZEYET D ZLicky, BREMAR A BEICBWTHEDZR L-LOIRZE RN
Boi, X744 hURT - NTURAHLEETHDLZ ERERINTZ, LER-T,
JO42003:BRDO ML - HEITEUITH Y, ML - HEOEHEIIARETH D Ll i,

1.8.1.2.2.4 JO42003ABREEMTCOAE - AEDEUIE
1) IEMpEhRE, )5 K ONGEEE B- OGS RETR
FEMT OFRERITR L THMTFT—Z L2 —DfR L —ELTBY, FMTFT—Z Lt a—IZ
BWTELNAE - HEOEUMEICET 2 MmaeXEHT260THho 72,
FRTPHIO®E Y, JO42003:R8x D ik - HETIE, BEARMAE - ALV b B8icmigh =
SVRAYTIRE T ZENEFIREICEE L @EBS BAMICER) s, Anks
EHEFFR 5O HE - AEOARZ U AREYITH D Z ENmEniz, £z, EF=I v X~7
B N7 ZEOVAIMEIE, AEEG-BRR1~4% 272 0 BAEA R E CTH 530 ug/mL 8 % #e
FELBT TV Z & h, e RMM AR A BB IZB W CBEAGR AL - ARk v EREShTwn
HE90E, TIVAT OHMMHEZENRRICEL TV D TREMEIVRIE SN, 2D OfE
Bn, JO42003RBRD L - HETIE, %RMEMAR A lZBIT 2 HIMFE% BAYE LIZAA
EMBE G- OB ED LIRS, DOBEMIHELND RN H D EE X LT,
B RYEMAHE A B IRV TRRD bV IRE -G 2 MERfRIL, 35 X %30 pg/mL o M



TIVAYT 1.8 i 30E: (R) Page 9

2)

3)

4)

T X VAV T REE T CHIMMH R RN e RICET 2 AlReER & 5 &) 8T, e R A
i A BEICBIABRBEE-AEBMREEL L TWA Z ERB SN, 2D L, #BRME
MAR A BFIZEB W THEREMAN A B LFKIC, Z2<0BFTMRFEF I A< TR
FE330 pug/mL % L[R2 HE - HETERIET T I v XA~ 7 REHBOE N NEEICEEL
29, F£h2, TO LI Mk - AEICTARRZ EHHRGT 285818, SERIEMARAICKEIT S
BEAGRO LA, 2L O4ERL ¥ A > ERERIZ, A b B2 — AL RMEMAR A BEICER
WVTR ST A XA BFNC KT HARFN VAR L A OB A2 % RIEMAH A B&I—
WAL T D ENARETH D Z L HERL TS,

SERMEMAIR A B Zxt4 & U REE M SR Eh BT CREEHFEMIICE B CTh D L RE Sz
BT HOWT, BRMMAR A B LI RMIAR A BEICB T2 216 0EEEBHED
HEWOFEZGETRMT D 2 EIIRECTH L B2 bz, £2, JO420033BRIC B &k S -
KM AR A BE % %t5 & UT- RHERMSEY B REMAT CTHREHFIICERE Th 5 LFFE SN HiHl
DIEEL Iehole, TNDLORERNG, REHFEHE TR T2 Z LUSMNIEERIZHESL
BIERIIRE TH 5 & finfhT b= e R AR A B TOMBHRERITd L, %R
A BEICEA OEFE & T LEMEEEMT DN BT R TRV EE BT,

HZIE Dk R
AFIPe 5-BAMA% OA W MERHmBI T, WBEZE Lo ases (16.7%) TR L,
RRAEE Li- KM, 3 _XCTORBIOWTRLREI L2572,

T2, AEEGBRGEE ORI IC BT 2 AOEEFET LV E AWV TR L 72R#E
- I OAEM MR T, JO420035 B TORERLE ZNbD A e BX—RFEK
PEMACG A &3t & LR O AR EHE GHOMRIIFRRE CH 7=,

IS, ARG T HEEAZER LB T, ZetE7ru—7 v ZHRICEREZEL
T EFEBL L7225 7,

L2 ME DG B

JOR003FBR D L HfMfT DT — X v b AT HETOT —ZITBWT, KFIOLEMET BT
THY, Fl-RBEMEDY T FTRO LN -T2, JO420035888 T LTIZIHIRED Bz
HLOD, BOHEDERMBIEE OB L DEETH Y, KK & DR FEEFRITEDE 2 L & ik &
nNi-, BEERAEERERRITIELOLELHZ2E D T4 (33.3%) IZ68D b=, Wb A
A& DORFEBBRIZBEEZR L S Sz, FRICER T R_R&EFEFES (AESD 114 CiteZEre
PEFGITAYHE S DR IR MARTE DS 380 b vz, MARZERMEERAZBE L -5hE, KK
T 5 EIRBREFHEEICHE L T2 2 E B ARKIOREICE 72, MieZEREFRIT, BH
L7 Bt D @ O )R S IEFHA B ) C M Lz T = —I12C, R TRERIRIC fAzfT A3
SNIZHLTH-oTn, WERIEY 27 TRV SR Sz 2 o BIRFEIT I ThbN e - 7208,
BN DTHRIAT o 72 T 2 — 2 TlARFT AITIER LTV D 2 & 3R S 4L, [BI1E & T
SHTz, GEFRIRIMASAE X, 1RREM (0f) ERNC XY, KHAERGBREHZICRELTFRT
HY, ABROEREF»S LAKE OREERITEE TRV SN, £, BHIIL
FREAR « JFURBIRIED = OICPSLIRIRT TH D Z L b AFESRAEDERN E E 2 b b Ll &
i,

WIC, ARG THEREEZER LZIFICRBWT, ZeM7 4+ o—7 v 7HIRIC ke ZEae Mt
TR O TMA TR L0 o7,

ERs)

PLEX Y, BRMEMAR A BEITH LT, JO42003:85 T S - Ak - HEEZAF I OHE
TEHE - AELTAZE1E, RYTHhHIEEZONT-, 77, &7 ru—7 v 7HEICE
FAENE L ZEMEORER LD, JO420035 5k TR IE S NT-AR| O GE THRELZYTH D
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LEZ LN,

¥, BARVEMAYR A OFNE « HEBINZEY, JeRMMASR A DL - HEICOVWTRE
IO Z £V 5500 R < o oI BE 21T - 72,

1.8.1.2.3 FAZERUVRAEICEET HFEALDOTIEDERTEIR

JO420037BRIZHBNT, = I T A TG T EMERRIE S, EOMEUMENHR I,

1) =3 VA~ T EEHKT EREOR TR

T X VAT G T EEEL, FVIL M (= I XA~ 7RG ; = I X~ 7 Hfn T
[ —EtE) 2350 IU/dL #8, DT OIRHR &2 2 L 72 iz 59 2 et O ik e 5 K] - 5 A %
HH%DEEMBEAREL TWDEZ L THDH, REMBIELLFITRT,

® HARMEMAR A B IZHBWT, EIMGIRIENZE4) L FVIL {EMEDEIE L T & 72ERIZ,
I #PH_ERME (150 TU/AL) LL b & 22 o T2 JEBI N EEBIHRE SN TWD Z &b,
FVII (&R [EIE T 5 BEOWEEE ) A 7 ITIEENLE L E 2 bD, RIEBRORE - F
BT, #5HR4AA%E (Day 29) IZBF2MFEF I v X~ TRE T 70O il
13369 ng/mL & FHIS AL, EOEEO FVIL OGN, 11 TU/dL FREICT E 20 af
MRS D, TDidh, =I v A~<7 ) FVII {HHEICEH 25 EREIFIIRENTH D
EEZDLNDN, WEEEY AT ZR/ANRICIA 572018, ZIVASTEGEKTT S
A A7 & LT, FVI &M EF P FIRE (50 IU/dL) #E7R2o7- 2 & D3R T
XTRERERRE LT,

® [EHpEiMmie (k2 (International Society on Thrombosis and Haemostasis, ISTH) #E#E « L7
/INFE%L (Subcommittee on Standards and Criteria, SSC) @ FVIII/FIX /NERESTIE, Hifl
XTI DI & U C R IS MR EE[E R 73450 & 2 - L T B 72 LA [R]— SR A7 TR
DO, BiEOHIMICAET 0L ER I, REMZBX L0 H Ly
HILE EFSINTWD, 2070, EITOIEREZ B U7 HII IS %9 2 et o ik EEE K
TR B T2 R OROBBLZE ATV, Lo T 2 L~ %I I v A~ 7%
WTIorzZ L,

2) JO420033BRIC BT B = 2 ¥ X~ T Gk T IYEREUIME O RERR

JO420033 BRI Téaz%ﬁ%ﬁ@ﬁ% VT OBRERIMDID L LT, ZIK%IJ&’@%T?&
VAR T RN L TR TR FVIIT 3EMEAEE LT BEO &%%mﬁ
LRERNG 5Tz, EEMHTCE, PHT—ZLEa—X0 DT — &’%6%,m@m3
B TR E SR OF 5 T RUENHE Y TH D Z L AR SNz, BIRMICIE, AFEE
BTHREZER LZIBICBWT, Zet7 o —7 v 7HMICEEZ 5 Lz B3 38389,
MARZERMEESR LD TMA bR Lo 72,
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AFFEH OISR U THERR 7 e b e EEE
(HCHR N M REE [ R - DU RTEVER A1) BRI DS A

9.8 EkhE XA B & B 59 D B, T AR FERE O f BRIA -
BAEDOIREZBE L 2N HEICRGT 52 8, —KICA BT 2t RUEMAR A BFIAK % B 59 D BR%, Mz
BBREME T LTV D, ERIENDH LDOND ZENDDHOT, BELHHITIT,

10. #AE/%EHR FLHE DRSO DTG BITIIAA R O A /32 1 i BH| o

Hafibd 5728, WURLEZIT) 2L, [1.1, 1.2

10.2 SFREE (BHRISEET S &) 8. 1. 10.2 ]

HKHA 5

BERAER - HETE

B&FF « fEBRIA

Fik e (0. o ‘
: : 7 - RHHE G ORI LRI 0 b B A
R e bo ) MARERE R | SR LR (B2 AL EEEE T B FIR P AR SIS 03 1
CeL R | RO | SR TR S AL B 55 2 B AR PRI 43 B o
(AR | b bbhs | kR e e
IR PRSI BTpBD, | PR B 5 A AHR TS A S A A FE 5 A Ik L 6
EHEAK) B | AFEEREG | RB (i e
A BGAILR 6 | vitro) BV 1.2 zomomEd
(1.1, 1.2 A, s T, AH| A REE : .
8.1. 11.1.1. Fahrrry | CHARTAK S S S A
11,12 B ] otk GLRA | OpRECERE e B
MBI T | 7 ek B
PERIEIESS | ROIER R PR EERRRH
) A AE | S, Z ol AR | . BR. I
M )L | M T b ks R (ABO
FEXETINE | o e Ak SR oo B
PEAEVI 0 | (A i e
FOR ST | EE TG ). fhs L7
AL, TR A ) B F ook Ao
FHEG R RO | AIFROE ET
BB 6 H | MRS IXIA 14 HALOIE
Ao | FROEXE T s
LToBE AT | MAAIC LBk 14.1 FARREOTE

TV A Y S2E 3
g | op okt 14.3.1 (6 DIHETHE LA &,

o pn S Y A - — 14.3.2 SMBUIC R E 2RO I=H5AIIIMERA LnwZ &
FOMRRAR IR | ANMEEREEE X | R A M 14.3.3 B IR 1T o T 5~ b [
BEEXETN | PSS | BHES X 7 3.3 BTSN I R ORERRICAT S = & A6
EPECAVIET | VI FRAAR | LI T PIoOBLEGT LI n 28
] B pEaLy. | WAl AEND 1{345%#g%?%9\&%n£@@&5%m(%\&
(1.1, L2 . PRARHCRT | MBS X A 1fi£§i£§§2;qﬂ&gbﬁ““&

8.1, 1L 11 . | o7tk | THAKAICES D ik 0 e
L L2BR) | REATAER | G 14.4.1 RENFECRIET S BRI, G 7 VAR
ey o | e CARRIET, SR B TR 5 - &
REETRE | 2Bz b, R AT =R B0CLLT) TRFT 2841%. EiRAT
SOFHETHET | EEEO MRORRE L CT AR 0=k
Pamaes | EETROTC 14.4.2 PC KBRS U D105, FRORE
RN | 5, BET D L. " e
o 1{}{&@%#®@%&w@ﬂﬁtobfﬁ\Eh@@ﬁ
AU S TR RICHED T &
AR T 15. ZOMDEE
THZ L, 15.1 EFRE RIS < 14

7T o
g
C YNNI
[ 8 7B A ]

LIS 2 2o
-2 % ArReEns
BA DI, B
IEMEDHINIZ >

11.1.2 Mgt/ ERE (0.7%)

14.1.1 BARDRBEORFNZRIELRZN &,
14.1.2 iOBAE] & RJNERE LN &,

14.2 ZHBRSAIOEE

=]
=

14.2.1 |RICEL TR Z &,
14.3 HAIRESHOTE

FERMEMACHT A BBE 2wt G & U 7= [EIBR LR 55 AR G R R
IZBWT, Hie 2 U X~ 7 HURDREA A 398 B 14 Hi
(3.5%) TG ENTWD, £7o, ERMEIMANR A BE %
)t e LIENSE T/ THEBERRBRICEN T, fi=I v X
~ THUROEAEN 18 il A FlICHRESNTND, Zhb
D55, EEEERE IARERERBRICRS W C, PRiEEE A
THEEZONDHT I L X THUROMEAEN 3 FIIZFR

1. EMER

WORIHERR S HbND = & B8b 50T, BEEFMAT
W BESERD B AR A T 5 7 DG
WEETS T L,

1.1 EALENER

11.1.1 MRS (0.7%)

(3



HAL, DRoWES APTTIEE., HioRE) ZRD7AE
FbHHES N TN D,

BRMEM A A BB 255 L U [EN S IEERERBRIC B
WT, L S VA THUROFEEAD 14 Bl 2 FliciE &
NTB, Zo5H 1HITIE, fieI L A7 HURICER
THEEZONDIMERF = I L A~ TIREDK TR 5
N,

15.2 JERGEREAER (CE D 158k

15.2.1 RANI~ U ARNT v MIUFREKEE R Z 720
72, BAJFEPERER I S Tueny,

15.2.2 SERMEMmREEE S VIR Z e hifEz vz b e
VEVARMERER (in vitro) 1ZR\WT, ARHK L IEMER MK
BEEVIR T (=227 7r7y (W) @EET
iz)) BAOMHICE Y, R T e ber e EE
I (R MR R - P iE TR A ) A & o ff
HREOBERERICHEARD LN E 0D, hr B AR
OARENRTBO BV, £, MEEEE S VIA T-8E & o
BFAICEBVT S ha v B U EROIEERZRD Sz D,

16. FEEhRE

16.1 MmeEE

16.1.1 BEEKE
A AN DOEEEER A B AR 0.01, 0.1, 0.3 Xix Img/kg
(%64 ZBEEE FHRGELZBEoMEhT I X~7
TR DORYTNRE T A —ZTTRDOEEY Tho72?,

)EH% Cmax AUCinf
Tmax t1/2
(mg/kg (ug/mL (dav) (ng- (day)
) ) Y| day/ml) Y
14.1
0. 0675+ . o | e .
0.01 (5.00- | HHET | HHET
0. 0120
28.0)
o1 0. 655+ 5?5% 30.249. | 28.3%4.
) 0. 0837 ) 28 77
14.1)
10. 1
03 1.72+ (7. 00- 86.5+17 | 30.3+4
) 0.377 ) .9 12
11.1)
10. 1
5.92+ 266+50. | 29.0%3
! 1.24 (4. 00~ 0 26
’ 14.2)

% 645, SEEME SAEER S [T OAHRAE (FEHH) ]

16.1.2 REHRE

(ERMMmMAERA (EREMBEREFEMEFRZ) EFHIZH

(4 % i e e o DD

(1) 18r56

12 LA e B2 —(RAHERMIEMANN A B 112
B, 12 AR (KEE 40kg KD 12~17 & &) OA
Vb B — A R AS A B 63 Bl SUX 12 %Ll
DA e B —IERA R AR A BE 99 BIlICAHK %
3mg/keg O T 1 EMRIC T 4 BMKER F#E5 L, %
DO 1. 5mg/kg DHET 1BEMWRIC CXER TS5 L
B, BeEBAMG 4 BRI = I X~ TRE KT TERN
ERIRREICBEE L, 0% 50 1 g/nL B T+ N % 0%
LA B SR MR L, R I v AT RE ST T
EHRIZZ NS 3 SOEME CTRIETH 72209 (AR
ABOSNENT—5),

(2) 2;Br8k

12l EDA v B F —FERA S RYEM AR A B 49 f)
WK% 3mg/kg O AR T 1HEMRIZ T 4 BIKE R F#
H 1L, 0% 3mg/kg OHRT 2 BMEIC CRE R TS

(4)

U728, Be5BMA 4% £ TomMigEh = I v X~ 7@
T 7EHEREE T() 1EMR) ERFETH, 20k

45 i g/mlL &R LA D EHE AR L2 Y (AARAKL UYL
EANT—%),

@) 4 BRI

12 EDA b B F —RA K OFERA LRI A A
B 41 BINTARS % 3mg/kg DHET 1 AMIFRIC T 4 @R
BERTEE L, 201% 6mg/kg DFET4EEEICTNE
TS LB, EBR 4 % F ComiibF=I v X~
TIRE N7 7EHERE L T() 1AM ERETHD .,
D% 40 u g/ml 2050 LA B FEMEEMERF L2 © (AARA
KLOGNEANT—4),
(BRMEMKREABREICE T2 HIERDIED

18 kUL L D R MA A BT 12 FlCAKEZ 1 HHIZ

6mg/kg. 2 HEIZ 3mg/kg DHETH FHEG L, 8 HEND
1. bmg/kg DFET BRI UER T#HE5 LB, &
HEAME LABICIIET = I X~ 7BE b T ZEBNERIR
HEICEEL . £ O 35 u g/ml 20X R[B1 5 S H 4 AT
L7,
16. 2 IRUR

H AN OEEEER A B PEIZARH Ing/kg 2 RS, _EREER %

RERER (4% 12 41) (CHEIE FREE LS, mfEh=3

VR TIRED Cpx L OV AUCsyr % FEATHEE S 7= I Ikt

95 LI L O KBS OX I SA F T XA T8 7 o

1. 82.3%~116. 8%D#EH TH -7z, 7ok, IEHS. LBEES

K OKBETA~D T GRE O INA T T XA Z Y T

£ 1. 80.4%~93. %D TH -7,

16.3 %

HARN OREEERR A B 12 BIZAA] 0. 25mg/kg % BRI EHR

HEED L7, =33 X~ 7DV, OFHHEI 106mL/ kg

Thol- ¥,

W) AR SN - AR, 115 3mg/kg ((RE) % 18
MOBRT4RIETRE L, 20 1 E#%O 5 BIH&
5225 1A 1. 5mg/kg ((REE) % 1 AEMORNE, 1=
3mg/kg ((KEE) % 2 @M ORI 18] 6mg/kg (&
H) ZABEMOBB TR TRGT S, Xt 1 HEIZ
6mg/kg (KTE). 2 HHIZ 3mg/kg (KE) 2R THE
L., SAH»H 1[0l 1. 5mg/kg ((KE) % 1@ ORINE
THETESFTS, Thd,

17. ERERELHR
171 HEERUVREMICET S5
(EREMARF A (EREMREEFEWMAFRZ) BEICE

(7 %t 1 8 = D #11)D

17.1.1 EEXEREIHERKGER (BH29884 K5%)
MAN/BE (12 UL L) oA v B X — A S KM A5
ABEERIGE L, A SR IEHNIC X 5 o (- ifi
PRIEE B L CWZEBE 536 (AARAN6HIEZET) %,
AF % 3mg/kg O AR THE 1 [\ 4 BRKER THE L%
1. 5mg/kg DB THE 1 RIKER T 5T 58 (AR AH
EHBRERE) T MO - s kT A8 (BB -
AFNEHFGIEFRRE) (2T F D22 1 OlTE D L)
I, B0 T SRS OBRE D 24 MOBEYIME 5% T
U 72 W s 3R B 2 T 1k U 72 W s, T OO AR [ HH =R & L
i L7z, EEREEE Ch DI ZE Lz Hifn 4R H i
RORAEIZITEOLEBY THHoT-,

AFE - ARKIE 1 [a]
EHE G (35
1)

BHE « AHIE BB
Gt (18
1)




EHmEOH 0.0 (0. 00, 18.8 (0. 00,

JfiE (HBH) 33.72) 77.80)
([|1/48)

A ] H i =R 2.9 [1.69, 23.3 [12.33,
[95%(Z HE X [#]] 5. 02] 43. 89]
([al/4) ®D

REME (A BE/B 0.13

i3 [0. 057, 0.277], <0.0001
[95%ZHEHX

. PE™"

1) BeGRE, ABREERET 24 WRA DO HMmEEL (9 BRI, 9
BICL L) ZEEZR, FHMIgoOxE 4+ 78y &
LA _HERFEET L

F 72, RBRBERENC A 28 1k M8 o0 E HATE & 521 T

W BREEIT, AREE RERO S - & CARKIE: EHIRI#

958 (CHE) CTORENEE: (246 (BANG6HZE

Te)] TiX, BIRAUFHKIE R & U7= iR 2 3 L 7= i o4

M= [95%EMEX] 1%, AABEGRTD/SA /R 1k

TR E W Ry (BleIM o dem (FEbE) - 32. 18

(8 1~49.338)] 1212 15.7 [11.08, 22.29] [AI/4ETH -
DIZHK L, F OB OARKEIE 58 B O Fl
( fPH) :30. 138 (6.9~45.3 )] (2% 3.3 [1.33,

8.08] [HI/EETH o7= (FEIKZEE),

AR CAK 2 G SN 2RE CORWERRBMEE

29.5% (33/112 %) Th o7z, FABHWEAIL, HEFHENK

W 15.2% (17/11241) Th o712 ¥ GKIRIETE L F AR

k), [5. &M

17.1.2 EgEEEDHEERKHER (BH29992 5X5%)

R (12 BEARTE) DA vk B X — R R A B

#6051 [2EL T 10 il (1A 561, 2m%23 5 6) %

Gl (HARANSHlZEETe) I[CAAKI% 3mg/kg DR THE 1

] 4 BB TG L, £0% 1. 5mg/kg DAETHE 1

RIKER TG Lz, O, 128 E#E X759

B (AARNSHIZETe) OBEMIMOPRAE (FHH) X

29.6 1 (18.4~63.0i) TH o7z, [F59 Bl TOIREEE

L7- ot =g [95%EFX M1 1%0.3 [0.13,

0.52] [El/FETH -7,

AGRBR CARHN 2 &5 S - 2B CORIVEF S BUME X

19.0% (12/63 i) Th o7z, ERBWEAIL, HEHEBALK

W 17.5% (11/63 ) T o712 (RIBHIH 2 FAZR

k), [5. =]

17.1.3 EEHEFEEDHEERKHER (BH30071 5%

WN/HE (128 ) oA v b v & —3ERARIELRNE

MACHH A BEZ RIS E U, MRS VLA +RENIC X 5 M

Mo 1k i e 2 320 L TN 7= ER 3 89 8l (H A 10 5] %

Eile) AXBIT, &K% 3mg/kg DR THE 1 [] 4 BM K

BTG L% 1.5mg/ke D FHETHE | BIXER TS

THRE (ARE  AFDE 1 EEMEGHEL) . AA%E 3mg/kg D

FETHE 18] 48R KERL TG L2t 3mg/kg DHET
W1 RIIE R T3 58 BHEE : AK 28I 1 [EE

W ERE) SUSHIMEED (kL2 ke 28 (CRE : K

K EIFE G- IEFEMRE) (2T F N2 2:2: 1 OHTEY L)

. B AT BT AR O BRE N 24 OB 252 T

L7=W 3B 2 ik L7 S CARER OB REE CRED

AEMH ML R LT, EEFMEEE Ch HIREEE L

EMHMEORREITI TEOLEBY THhoT,

(5)

17.1. 4 ERRHESF MEER

ARE - AFH BHEE : AKl2 | CHE: AK
H1EES | Bic1RE | RS IE
BHRE (36 | HBGHE FhERt (18
) (35 1)) )
A ] H i =R 0.0 0.0 40. 4
O 1 YLfiE (0.0, (0.0, (4.3
(#EpE) (A1 10.8) 26. 8) 98.7)
/)
A ] H i =R 1.5 1.3 38.2
[95%(EHHX (0.9, [0. 8, [22.9,
il (=l/ 2.5] 2.3] 63. 8]
4:'5) ¥E2)
RERIEE (A 0.04 0.03
HE/C BEXZ [0. 020, [0. 017,
B #E/C BE) 0. 075] 0. 066]
[95%ZHEX <0. 0001 <0. 0001
fil.
P ,fﬁﬁ% 2)
1 2) BeGRE, ABREERET 24 WRA DO H M EEL (9 BRI, 9
ELLE) ZEEE, fHMugMoxs 472y b L

-0 "HEHERETF LV
F 7o, AR ERATIC MR EEE S5 VILA 7844 o E il e 4 =
W EBEIC, AR E AR - FE TAK 2 TN
5T 28 DBE) CTORENEE: [48 6] (HAN 94
ETe)] Tk, BIREORHMMEE & L2RE A2 2 L7 i
OAFMHMmER [95%F XM 1%, A S 10D f ik B
VIR 3A o E TRy (B ol (FEE)
30. 138 (5.0~45.138)] 12i% 4.8 [3.22, 7.09] [El/4ET
Hot=DIiZxt L, F D% ORK O EHE LR [HeElMo
rhofiE (EEPH) - 3378 (20.1~48.6 )] (ZiX 1.5
[0.98, 2.33] RmI/HEThH-o7=,
AR CAK &G SN 2RE CORWERRBMEE
30. 7% (46/150 fil) T o7z, FABWEAIX, HEFHENK
I 25. 3% (38/150 ) Tdh-o72? (KIRBIEIE L F AR
k), [5. =]
sHER (B039182 FHER)
WRN/HE (128 ) DA b B & —{RA RO
KU AR A B ALF (BARN 6 flzETe) (A%
3mg/kg DHETIHE 1 A 4 ERIRKEKL TG L, £0%
6mg/kg D HET 4 WIZ 1 BIRKEL THEE Lz, BESH
DO (BEPH) 13 25.638 (24.1~29.438) Tho7-,
R A B LBl oOFER Hil R [95%EEX ] 1% 2. 4
[1.38, 4.28] REI/HEThH-o7=,
AR CAK 2 G SN 2RE CORWERRBMEE
27.1% (13/48 f5l) Toh o7z, EREBIERIL, EFBALK
I 20. 8% (10/48 ) T -o7- ¢ (RIBHIH A FAZR
k), [5. =]
(BEHEOREABZICHIT 5 HEDERQINED

17.1.5 EAREMAAERAKEAER (J042003 FHER)

R (I8 EELLE) o RIEMAR A BELZ ISR L, 1A
BB R A C oy PR IR 2 [ I BRAA T & U FE R
BE 12 Bl R, AKl%E 1 HHIZ 6mg/kg, 2 HHIZ
3mg/kg DHETH THE L, 8 HEN L 1.5mg/kg DHE
O 1 BB TG L7z, SFVIIRFEMEDS 5010/dL T
HDZ PRSI, D OELEDIEF A B L 72 i x4
5%?&@11112@%%!!%@%@5# 5 72 REEEA A LT
WG BIIAKNOE G E & T Ui G H& TN,
Kﬁu&“ﬁﬁﬂ%ﬁ%x%&E%Tﬁﬁ%{?ﬁtfif CUFFT—%#
v FFZ HOWTIFEWS) OISR [
PA) :44.5 H (8~208 H) 1 TiE. 12 i 2 41 (16.7%)




TIREZE L HImAFHE L, {BEE B L2 KR 3 R B
L7edy oz, @2l A X3 B oOWFh B Ok
RAFKN B GBS D 24 AT H DAKIE GG E £ T
OFHmMR [ oRfE GHipH) : 68.0 A (17~168 A)] T
I, 1267 6 ] (50.0%) TIREZZE L7 HImAHEE L,
D6 PRI TIREAE L KRB RE L, BEE3HE
L 7= L O £E R L ERIZ W T AHKI%5-BRAGET & bk L
TARKIEE 5B TR BOE 0 R L7-0iE, 12 f
116 (91.7%) ThHoiz,

Kb CABZ & E SN 2BE CORNERRBBEE I
25% (3/124) THotz, ZOWIRIT, IR MARSE,
Fu by 777X k1 - 28N, fL/ MR IED
& 14 (8.3%) Thor=", [7.2, 8.5&M]
18. FzhIcH

18.1 YEFR#F
ARFNE . TE PR ik R 2 IX R fe OV S 26 X R +-12
AT 5 METERREE ) Ja—FAFERTHY . M
TR SEVILA - O Re R BER 2 5T 2.

18.2 In vitrofiR#EE RUEMRE MBEREEXEFIZLS

m%RESE X EFEEEDREER
AENEZ, 7T X HEIEIT KD in vitro X /8T E G
B HITE SR I\ TR R i 7 U ] 25 IX IR - Ko OV R e ] 25
XRFIHEE LY, AEEAILEIEICL D in vitroli#d
SR TE FRAZ I3\ C IR PR I Y v ] 55 TX IR+ (2 & % I ik et
i 55 X K7 OiF ML 2R E L7 10,

18.3 In vitro M 5RE R ERE A
AFNT, A > b B X —E A7 MR 55 VILA 1K 2 i f Y
A b ¥ —IHEH Ml EERE FH VIR R Z Mg oW hic
BWTH, in vitrofiz X 0 APTT OFEHMHELE N ha v
VAERROMMNA R U, MR E G & e L7 0 F
TR, BRI AR A BBV TH, in vitro
WMk A e e X —DTE h—70ENCE LT e
vEVAROBMNE R L P,

18.4 In vivo B IERINFIER R UL ER

PR EEE VIR PR 2 8 542 Z Ll kv AR A %
PR S HI VTN T, KA 512 L 5 Wi m i vE
AL CUEMAER 2R Sz W19

19. B2 ICET 5BEEMME

— WL TR =X A~ T (BT %)

(Emicizumab (Genetical Recombination)) (JAN)

4312 ConzaHooaoNi72402047S 45

Ay 5 148, 000

AE A48 E DT X BRI D 72 2 BUE MRS M e 5
XINTOHEE 1A, 444 BT 2 BRI D 72 BB
REFEZEX KO HEE | AR 214 [HOT I BRFEHEH
H725 L2 RTINS L8

20. MF{LLDFE

20. 1 AMRIBREMR I L TIRIFS 2 2 &,

20. 2 AFFARE A R A T 7R 208 i i R R e
CHD I LG, AFlERE 7)) LHaiE, E
it RO ORGSR S, K5 ()5) LB, EHEE
A, EpTEREk L, DR L b 20 ERRET D2 L,

21, EBFEH

211 EHG U 2 7 B 2 HOE O L
&O

(6)

(MRFEFMEFICHTH5M4 EE2—%RET HEXRNE
mEHEA (GEREMREEEWMRFRZ) BEICHITSHM
& oD
21.2 BARANTOERERBRPBO TR LILTND Z Enb,

WG TER . —EROIEGNA RD T — 2 DNEBINDET
OIE, 2REF %Xt ERGERE 2 F i 5 2 Ll X
D, RAIOFEHBEOERIEREHET D L L bic, KAl
ORZEMROEIEICET 2T — 7 2 FHICE L, AH
O EHERIC LB EEEZH LD 2 L,
2. A%

(NLTA TZETE 30mg)
1.0mLX1 /%A 7L

(NLTA TZETE 60mg)
0.4mL X1 /XA 7 )b

(NLT A TZETE 90mg)
0.6mLX1 /34 7 )L

(NLT A TZETE 105mg)
0. 7mL X1 /X4 7 )L

(NLTA TZETE 150mg)
1.0mLX1 /3% 7L

23. EEXH

1) hr 2B UAERICRT B ke E 5 VIR T84 K OV
A RARFNOVERNC KT 2528 (2018 423 A 23 HK
. CTD2.6.2.2.7)

2) Uchida N, et al. Blood. 2016;127(13):1633-41.

3) FENERL : EIBRIE R MR ERARHER  (BH29884 #ER)

4) thER - [ERRL RS MAH ERAREER  (BH29992 3ER)

5) FENER : EIRRIE RIS MAHERARHER  (BH30071 35R)

6) FEANERL : EIRRIE RIS MR ERARFER  (B039182 k)

7) [EIPN S AR G PR e R (7042003 38BR) (2022 4@ H 7k
P, CTD2.7.2.2.2.1.1, 2.7.3.2.1.4. 1 F®
2.7.4.2.1)

8) NAFT_AF VT R B (JP29574 FAER) (2018 4F
3 A 23 A7AGRR, CTD2.7.1.2.1)

9) Kitazawa T, et al. Thromb Haemost.
2017;117(7) :1348-57.

10) Sampei Z, et al. PLoS One. 2013;8(2):e57479.

ﬂ) Muto A, et al. J Thromb Haemost. 2014;12(2) :206—
13.

12) Takeyama M, et al. J Thromb Haemost.
2020;18(4) :825-33.

13) Muto A, et al. Blood. 2014;124(20):3165-71.

24, XBFERERUVENEDEE
PO A AT A I, T F A= a UE
T103-8324  HURUHL R X H AKE=MT 2-1-1

Eqh : 0120-189706

FAX : 0120-189705

https://www. chugai-pharm. co. jp/

26. WERFEREF

26. 1 SR 7T

b PR
S R S X B O]
Ova JIL—7
® I
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1.10 5 - BEFOEEZFEEHDOF LD

<BUUT>

L4 - Bl

TI VAT, Bz e MEZERREE e —F ik TH D,
Z v Mtk MEMERIEEERE S X [’ (FIXa) kO~ 7 AHie ik
B X K+ (FX) FUROMMAMHERE, & 7 L—AU—7H kOt bk 1gG4
DEFERINS 725, Hi FIXa-H 8500202, 231, 299, 359, 412, 438+ 448%H D
7R BRI EINZE G, Pro, Tyr, Lys, Lys, Arg & Pro ([Z@E#LIH, C
K Gly & Lys iZbfrESNnTW5, £72, $t FX-H 40198, 227, 295,
408, 4381 444K H DT I/ WIREIIEN LN Gln, Pro, Tyr, Lys, Glu & Pro
ICEBBINTEBY, CERID Gly & Lys iZfREshTng, =A<,
F XA == ANLAF—IIEMIRIC L VEASND, T VAT, 448H
DT R EFRED G 72 5P FIXa-H 4 (y4f;éi) LA, M4MEDT X ) BEEIENS
72 5P FX-H 85 (ya8H) IRKORNMED T 2 BERIEN LD L () 2K
THERC SN DBESZ RV (5 £J148,000) Th 5,

M4 =I VAT GBI z) kO oAl

BRED & B0

e RVE MR 5 VI A - R Z A F 1T £ Hitffe ) oo 4]

& - &
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