2025 4F 5 He&GET (55 4 hi)

H AR YEpS dn 5 #H 2 75 876349

EF LAV EZE 2—T 4 —A

H AR Fe 3 A2 0 IF fhdk EAE 2018 (2019 4F 5 5 hi) (2 HEHLL CHERK

Hi TFPIL & /7ua—J ik
VA7 (BinRE#RZ)

TLVEYR T iFE15mg
T LEYR T {E60mg
7 LECR T 150mg
7 LVECR T E300mg

Alhemo® Subcutaneous Injection

#l

W | ESHI

%

E RS
Ao B K G | AR
) PR O I S5

M

TLECH F{E15mg 18 (1.6 mL) ' AZhksy: av v X~7 GBIG THH %) 1bmg & A

TLEC R T 60mg 15 (L5 mL) ' ALy : vy R~ GafE 2 ) 60mgE A

®oo- &

fein

TUECR FEL0mg | 15 (1.5 mL) | BRI : 2 X~7 GEET-HH#L%) 150me 2

TLVEURFE300me | 1A (3 mL) ARGy At AT (BIAFHIIRA) 300me A

A& arvA~7 (BETHEZ) (JAN)
£ 4 : Concizumab (Genetical Recombination) (JAN)

oM

BUEIRTERRREH B | SR YEGEAE A A BR7EPRLASEH A

TLECR T 15mg -

E
oAk M I # | TVETRCTE60mg 2023411 H22R 20245 A17TH
E

202349 A 25 H
T LER T 1H150mg 202442 H 16 H

T LECR T E300mg - -

RE

BUEINGEIC: /R INVT AT Tr—<EStth

2 A% R HH 2 oD A%

i

IR INTARY Tr—<ERAS SR THHRE
WA b H & O | Tel 0120-180363 (ZU—X AT L)
[ EIRE AR —2~23—2> URL https://www.novonordisk.co.jp

AIF 12 2025 4F 5 HWETO®E I OFHEICESESET L,
BT O BIL, MNTATEGEN  [EIRA ERERR R OB O EIRM H MR R — T THEREL TIEEW,




EIRBAZE2—T+—LFHOF | EOBE — A AIREIRAII & —
(2020474 H YzET)

1. EESAVARE 1—J+—LIER DB

P F SR D B AR 72 BT REL T, R BRI SGE (CUT, U S0 2365, EFEEL C IRl - A
FSE D EEFAE R 7Y H 53R B [ 35 O3 IE 6 R TS A T 9 2B8 O, IR SRS RS i e Bt
DI RS B G A D0, IR EIKEHRI YT (LLT, MR) ZE~OFROBIGEERCE X
DIEEERTEL CETVD. ZOBILE I RENERINC AT T 572D OHE VAN U TERAA L ZE 2a—T 40— A
(LA, IFERES) ASFEA LTz

1988412 H ARSI (LA, BIREE) 22ifisE 2/ NER R NIFOMEMT, IFFLilkk, IFliiEmasmEL,
ZDHI1998AEIT HIRER AN 3/ N R E R, 20084, 2013412 H R E KT HE B S PIF LB HOUET 217> T
x7-.

IFFCEERE2008 A, IFIZPDF4DE 1T —2 LU THREET A EARFAIE 272, ZHUSIY, B rEO %
RUGT DT B CUETOARILT — Z A BN U - IE DS RSN A Z L Lo T2 B TRODIFIE, FE3R AL R
R AHEE (LT, PMDA) O[5 RS R R D~ —
(https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) {Z CTABIEIL TS, BIFE T, 20094F L0 HE K LOIFDF
WERFT2MMREL TIA A a— T 4 — MRS 1 EREL, {4 OIFDSRASIEE T2 T2 E A EHRELC
YA R T,

201V FEDIRA SCEFHEMHO AT A, [TFFUEEME2018) ARSI, A A EIR O I Rt
TEENCRIT 2 HART A N BT DIEWIE RO, T OEFIRE R ELIZ.

2. IF&lE

IR M SCEEO G ETEL, EA - BRSO ERNEFEH oo T HFEBIONER, EIRMOMEEHD
7o DN, WIFRRFTOT-O DN, FRFIDOT_D O, EILOMEEMEHDOT-DOI®R, ANV EBE T D70
DIEREENERS IR AR BRI O ER AR L LT, BN TEREEE R EL, FRIEED =012 Y% R
SaDREEARFE LGB D AR OB AIHL CO BT RE SO EAHT DA,

IFICFEH 92 T8 B BCA I B RSk R E U IR RLdl BRI HEHLL, — RO BIoEBREAGEOFEBHN O s fiils
N5, 1221, REREEOME S0 O K ORI HE A SASGEM - FIHr - 2 & HIEEIF O FE 372
BIaVY. SV AL, RSN GLERILSN IR, FIFE B OSEEM - HIWT - B A AL Lbic, B i7EE T
DHDEVIFEAEFFOZEERHEEL TND.

IFORBUIE 17 — & AR, R CORRIT VA TIER .

3. IFOFIAIZHT=>T

A ERDIFIE, PMDAD R HEIESEEIRR O — G IS ESNTND.

USRS TSR A LAY 2— T — DB D FB & T TIFE YRR - $RUET 22, IFDF S A E R, I
PR B L TOBIERSCIFVER R S 2R sk LR ME RISV TR O MR A~ DAL A 22— IV FIHE B
DN EEFLESYE, IFOFRANEZ S D058 0885. £, BERSGETSNAHEH Loy E % C B2 EIC LT
L, IFRUGETSNDETORIL, RERGENRIT DUGTNAETLNI LI CESE, HOWIIEFEO EIRLEHRIE
e — 1 R & I EAFIATEE B SV A EEB I, IFOMEICHT-> T, BTN SCEEZPMDAD EHK 1 E
FESE R R DR — O TR T DN ER DS,

7%, WIEMH R0 D MERD MBS TOAT V.5, BRI 2IXIL & &EH, TXIL #5115
TH B S 3ARAE T CUORWMEBRAE TN ZEDHY, TOBOFNIT R ET ETHS.

4. FACKELTOBER
IF% B 3BT WO TR T ZEN TERWEILE RIS L TEHL QW2 E 0, TFIE BRSO EREE =T
T, YRR BEIR T TG A RN MRk 1235, EIRME EME A O7-D OFIFE R ChHEDNL
B2, Fo REBUTERERS, EREREONE, AR LM EOMRE BT D10 NSRRI IR
FEEHRATER I AR T A, BSRGa—R 47 T T 0T 2EOHE — ERREZT I D510\, ISR ats
A ARTAL T, FAAGRICAGEIN O LI BIT 2 IE RN oW T, BERBENEFIEEE D DORDITIG
CTTHZETZEL L X RN ESINTEY, MREADALZE 20— B L0 R E12ED, FIFE B SRIFONE
ERESEDHNEEDOTHHIEERFHL TERDRTIUT RS, B ¥ BN D RO R A RILA TEZRL,
O Rk, ERBIBICB DM A2 M2 Z LT SEAIMOATS Ty, IFZFIFAL CHH¥E5E2 FIC
EBHDHDIZL TR E -0,




BR

. ST 2TEHA e, 5
1. B DR i 5
2. B ORI FHIRE o 5
3. B ORBIFHIRE 5
4. JEIEMEAICE U CEmd & Rk 5
5. EKRBSEMEXOE - FH EORIRFEE.. 6
6. RMPOBEE oo 6

O. ZAFRICETDIHHE oo 7
1. BRIBA it 7
P < 7
3. REERCUITTER 7
4. HFREOGF R, 8
5. LA (AE) XIIARE 8
6. E%ﬁ B4, BE, LTS . 8

II. ﬁﬂ% [l R = | 9

i Y e 32 O i = 9

2 BNy DR TR T ZEME.. 9
3. BRI ORI, % .......... 9
IV, BAHNIBIT DIEHE v 10
B 11 2 10

BT DAL vvnereeeeereenieneeneensenenas 10
INFTUBFRIR DA O B 11

A 1 11
CARBAT D AREMEDO B DM o 11

. BIRNOK RS T ISR T 2R EMS. ... 11

H@OO\]@O‘I»&UJ[\')»—*

. RE M ORI R DZEME o 11
A & OBELA (L (EMEERIZ L) (11

s T 11
0 R A e 11

1. Bt N28ME o, 12

12 D 12
V. WBRICETDIEE (o, 13
1. ZIRESUIRIE e 13
2. NEESUTNFANCBIET DR e, 13
3. RO HE s 13
4. HEAOHEICEET FEE ... 14
SR 47 7 = S 18
VI FERWSEHIZBI T DIHE oo, 25
1. EHEZOICEED AW XTI LA W
..................................................... 25
2.%@@% ..................................... 25
VI HEEHREICBE T 2HE e 29
1. MIPEEOHRIM T e 29
2. PRI/ NT A —H i, 30
3. BER (Rralb—3) fiffr....... 30
E 3T 33
S 1 R 33
B . AR 33
T BEE s 34
8. FI U AR—F—IZBATHHEH ......... 34
9. BMFICLDBRER e, 34

10. BFEOEREATHEE oo 34
1 1. ZOM i, 34
m.ﬁéﬁ(ﬁ%im@%%)r%¢5@535
1. REZOHE v, 35
Z.MEW@E%@EE ...................... 35
3. ZhEXIIRRICE#ET HER & FDOHE
.................................................... 35
4. MEROCHEICEET 2R S EOHM
.................................................... 35
5. EELRIEAMER EZOHE ... 35
6. FFEOH REAT HEFICHETLEE. 37
T ABEAER 38
8. BHE e 38
9. FWRBREMSRICKETZE ... 41
1 0. B BB i 41
1. WA EOEE 41
12.%@@@&% ............................ 42
IX. FEERIRARBRIZEAT 2HHE o 43
1. FEEEER .o 43
2. BEMEERBR o 44
X. FHOFHIZET2HE o 47
D 1 3 47
2.%@%% .................................... 47
3. EHREE Tdﬁrﬁ ......................... 47
4.@&mﬁ@& ................................ 47
5. BETITEM o, 47
6. [Fl—sy - [FZE 47
7. EHEZEAET H e, 47
8. RIGEARTE KGR B M OVKERE =, HAMKE
HEIVEAEH B, BEeBIAEFH B, 47
9. ZhHEXIIZNFEM, FVER O &2 5B
HOEH B R OZDONE cciiiiiiiieiaenns 48
10. FEAEMGE, FiHMISRAREH HED
D P ettt 48
1. BB . i 48

1 2. PeEKHRIHIRICET 2B H e, 48
13, BRI — R 48
1 4. BRERIEA EOEE e, 48
D G BTSN | 49
AN 2 el - AP 49
2. TOMDBZE TR oo, 49
XTI, BEEE s 50
1.£ﬁﬂlf®% TR LT 50
2. WESMZ I DGR EHR o, 64
D || R 1=, 68
1. FAA - IRFESCERITHE U TR M 217 5 12
BT o TOBEEE o 68
2. ZTOMDOBIEZE v 68



B S S

s 35 s /N A
ABR annualized bleeding rate (FEHA%E D H 1fi.2R)
ADA anti—drug antibody (FLEMHUAK)
mAb monoclonal antibody (F&/271a—F /LHK)
APC EMAE T mT A C
aPCCHLS| TEMERL 7 aha s v ARG R, L A LR R [ K - HUA T VS R AR, 7 7 A5 1 1000
AT ToFharey
AUC area under the plasma concentration—time curve (I3 BE — RS iR T fs)
BMI body mass index (/A% FEH0
BOV between—occasion (within—subject) variability ( ({E{A&PN) B EIZ5E))
Crnax maximum plasma concentration (F e HLYFE 2 )
CT computed tomography (2t = —Z ¥ /& i
DIC disseminated intravascular coagulation (&R ML4E PN [EIE B RE)
ETP endogenous thrombin potential (N[RITERS~a B AR &)
FAS full analysis set (F RO G2EE )
11/1a coe\xgl\ﬂation factor 1II ([ﬁl‘fffa’fb/%%]] [A+;7mha b ) /activated coagulation factor I (FEMH:HY
LR BEE ] 55 T0 K- )
rFVla recombinant activated coagulation factor VI GE{zmf-HHH 2 J5 PR 1 1% e [ 55 VILIK) )
FVI coagulation factor VI (i %E(E 25 VK +)
FIX coagulation factor IX (LI %ERH 25 IXIK+)
FXa T PR o 90 U ] 2 XA 7
K1, K2, K3 Kunitz domain 1, 2, 3 (KunitzRAA>1, 2, 3)
LMHW {57 et w N AU NG
MedDRA/] Medical Dictionary for Regulatory Activities Japanese version (ICHEFREFKFAZELE HAZER)
TAT thrombin—anti thrombin (FEL By =7 FhabEy)
TF tissue factor GREAIA7)
TFPI tissue factor pathway inhibitor GREFRIKF-RREKA b & —)
TMDD target-mediated drug disposition (RN TEMH DY EhRE)
DEA~—,/T47Y

VDHE A —

RPN HDDEA~— LT 4TV DE A~ —ITFIFHEL THEFAL TS,




I. BiEICES9 51EE

1. RAEORE
TR P (— 4 a2 v A7 GRAG TR R) ) 1, MRRIR 7RI A e 2 — (TFPD IAE & 9~ Dl s 1 x e MEE
2ra—FLHRTHY, For~—2D IR INTF A7 L - TR Sz, TEPIZ. TEPER ik e E 45 XK 7 (FXa) kO
T PR 1 i 9 [ 2 VILER] 1 (FVITa) /$EAR R 1 (TF) A R SRS & U COMR R BEE SO A 4525, AL TFPUIRE AL, TEPI
DOFXalZx T D EE AR TS, Z08E REASNDFXad ba B A kARt LIk M2 2% 95, ZO/ERMBE L, ML
JIP R C R Z 2 i e 1] K] - (37 e [ 46 VILER) - (FVID SUE B IXIR - (FIX) ) OfEE, FMISeFIXIZ )35 e 2 —0D
HEIRIF U OB IFF CEATD , A e E X —OF R D2 T R COMAFRAR UBREEIZBIT A EME S ICH
WAEHN LTRSSV,
AIRTIE, A Z— 3 AR BF 2t B L L7-NNT415-431 13BR 413 U &9 2 [E B[R] 4 AR R B A o sl 1o F
X, 202349 A 25 A2 T i e B 55 A 1 U BB IX A 123 351 e ¥ — 20 A 32 46 RV AR B8 12361 2 H e m)
O DERE TN FTHRBEN T, FD% . FVIUIFIXICR T A1 bE X — 2R H LW AR B 2kt S L U [E RS
e 7] 45 T AE 3B (NNT415-43073RBR) D RAEE NS SN2 LD, AL b X —Z %A LW LA BE 2580 L+ 2306
TN RN DN CHRUE IR FE A GR I T — A8 ARG FE 21TV, 2024456 H 24 B IZBEAGR O JAE &A1 T I R f &0
BEICBTAH MmO L TRRBS N,
WA T, 202554 A RE T, W FHE | A—ANTVT | AA R K E K ORI HE-E D34 D EIZB W TRBEIN TN,

2. MR OABEENEE

(DAFNZ, TEPIZFHEL , heo B AR W ES AP TEPIE /70— F A HiK Th 5, TEPIEESNDZE THIHED
FXaDERAMERE, IEE S, IEMICHERBEOR BB ERSND, (TVI. 2. (D)ERERI-ER#E | DESR)

(2)[EI B L[] 25 TILAE B PR SR (NNT415-43 1 1ERER) 1238 VT AR D E M 512 L0 | RAIDE W 521770\ H i Rea
BT B AF O E M B REOEHE O RO i, 0.14 (95 %EFE X :0.07; 0.29) (p<0.001) EHEESH, ZDZ &I
A e X — AR T2 RN AR B ORIz B AR I & O9MEM: H i O A= o H 12 (ABR) 2386%{X T L7=
ZEEIRLTCNS, (TV. 5. (4). 1). OEL RS MAEERREER (NN7415-431158ER) | DIESR)

(3) ] B 3 [ 25 TR i PR 5B (NN'7415-43075088) (2R, TEHES L2 B SR H i & OFME M H L= b7 — R O A= a5 H ifn %
I, AV EE X —ERE LR WERMEMAIFARE (HA) A eE X —2RF LW R AIFBESE (HB) DWW HuilEs
WTH AFNOE G Tl M 5 L B L TR BICERE B R o MK T L7 (HA:0.14 (95%15 786 X [ : 0.07;
0.29) (p<0.001) . HB:0.21 (95%{Z 48 X [#1:0.10; 0.45) (p<0.001) (T'V. 5. (4). 1). QE K FEE M AAFE R ER (NN7415-
430758R) | DIES )

DAFNZ EDTEFE N FEBLUTRIHRE ML, /A /A L i 8 GE AR -RE4 2 TE PR 1 90 i 61 285 VILER) - (rF V) S5 L V1
T aha e A REA] (aPCC) | R ME A MLIREE B 25 X IR 7 INiE ML 25 VILR -7~ 8474)) | 28 VA1~ 8441 X388 IX K]
FRIH T THIENTED, (VI 5. EELGERMTEELTOER 83.1DESMR)

GCIARFNOEKRENERHEL T avy, TT747% —, e BRIEERNRHOLONDLIENHD,

F72RIEM GEBUSEREES% LA ) LU C AN SOS (S ANLALEE, AL ZERRIS | VRS AL M AR, 5L 7 HEERS,
VESFERAI P L, YRS EATIE R OVEST AR 5) (16.2%), ahas B 757 A M 280, D& A~ —B NS
SNTW5, (V0. 8. BIER)DHESR)

3. HADHFIZHRE
ARFNE, A EA LI — Ny D B~ RE GG Lcar e x— v a /Wi THHT-0 | IWMHREN AR T, &
MO 2L T DI THERNTED, (V. 1. MEIRORR] | OHZ M)

4. BIEFERICEALTEAMT NEHEE

AR 2, ol AHEE T AR T A% A ANV, B

RMP H (M. M E(CEHF5IEHG6. RMPOIE | DIEER)
(IXII. 2. ZOMOEEER OHEOSH)

BNV A Fe/METEEI L L RS OB E R H TR RO SH

CERREEFE RTEM

H T LERNLEAIBREEZ T ONLBESANTLE
BEPTEM O I ER L CTHE 0 L

CHE D —R (A e X — (R BE SR I —R/
A — IR BEHE I AR —R)

s AEET AR T A b5
PRBRIE B oo S @ A

[X. EHAOFEICETHEA 14, ARG Lo
HEEIOEHSH

(202543 A B )



AR AEELOEEIZOWT
AFNL. T v F—2 A3 95 5 RV ML iR [ 45 VIR - X355 IX R - R 2 Hag oo LA I o3 | 2 E S A RE XU
FELUT, 202142 A 19 BIZ, AT KEICEY, fbBm HERGORE FBEE 5 (R3F) FH025) 2% T\D,

 ARREHRUVRE - ERALOHRER
(DA&BEH

DEF A7 EBEH B2 HE O b @Y ERMT52E,

2)< I IR [ 55 VIR - ST IX R A1k T DA b S — %R A 3 548 R M AT B 123617 2 H fL A A oo #di) >

HANTORGRRDIRD TIRONTNDIEND, BUERFER . —ERDIEFNARD T —F P ERSN O ETOMIL, 4

S 2 0 GATAE I R A A & FE M 92 Z 812D AFIOME B O mlF MEILE T oLebic, KA DL 2L OH

H A5

BT 27 — 2% BRI L AFIOE IEMEAICL B EE RIS,

QRBE-FRALOHREIER

AL
6. RMPOE
3R U 27 B B 2 (RMP) O 5
TR EE
[EEREEINZIRT] [EERBENIRY] [EERREER]
I FEARIE vavd  TFI4TF L — AP
S U
BT AHRENEE
AN
| ERRICES M EAR O -0 OFEE) | BRI SV R I/ IMED T8 DL
EERLZEEERHEOBE VR B/ MEEH B OBEE
BEOERNZEMERIEE) BEOVA7&/IMETES)
1 DRI S RIS E) B DVAT B/ IMETRE)
EMOEEKRLZEHERIEE BINDY AT B/ IMEIEED
—f F R AR (NN T415-7557) B F A 6]V 38 DE A A B O VERR SR Ak
R E (P R R AL (NN7415 7690) SR 1)1 38 1F 5 B B AL O VERR SRR

—k= 24

IR AR 5% B R 3B (NNT7415-4311)

BRI FE 1 R BR (NNT7415-4307)

BRI BRI HRAA - RO FHE DR

AP

SHE E

ARHA

BTORE T, MSATBAEN RIS R SR O

[HHIR RN — THRT DL,




I. A2%MICEY5EE
1. BR5E4
(HF04
TUEYRZ TE 15mg
TLECR T 60mg
TLERCTFE 150mg
TUE R T 300mg

(2F%

Alhemo® Subcutaneous Injection

QR)BHMDEE
7L

2. —fi&4
(FN4% (% ik)
X7 (GG Z) (JAN)

(Q* % (8 ik)

Concizumab (Genetical Recombination) (JAN)

Q@) AT L
tMEE /7 m—F L HiK : —zumab

3. BERAX T THER
FIOBEPBUR AT o FEE
LiH

DIVMTQTFLS
LLIYLVSILD
OTFGGGTEVE
VOWEVDNALQ
VTHDGLISFV

HEE
EVQLVES GGG
ISESGIYSYF

GYDEGDAMDS

LEVTEGQOPAS
SGVFPDRFSGS
IKRTVARFSWV
SGENSQESVTE

TESFNRGEEC

LVEPGGSLEL
FODSVQGRFTI
WGOQGETTVTVS

IS?KSSQSLL

ESDGETYLNW

YLOKPGOSEQ

GSGTDFTLRKI
FIFFESDEQL

PDSEDSTYSL

SFAASGFTFE

SEVEAEDVGY
KEETASVVCL

SSTLTLSEAD

NYAMSWVEQT

YYCIOATHFF
LNNFYFREEAK

TEEHEVTYACE

PEEELEWVAT

SEDHAEKNSLY
SASTEGESVFE

LOMNSLEAED
PLAPCSR3TS

TAVYYCARLG

ESTA&LEQLV

HDYFPEPVTV
TYTCNVDHEFE
TLMISRETFEV
YEVWVSVLTVL
TLEFFSQEEMT

SDEEFFLYSE

SWNSGALTSG
SHTKRVDHEVE
TCVVVDVSQE
HQDWLNGEEY
KEHNQWVSLTCLYV

LTVDESEWQE

VHTFPAVLOS
SEYGFFCFPFC
DFEVQFNWYV
ECEVSNEGLE
HGFYPSDIAWV

GHNVESCSVMH

SGLYSL3SVV
PFRFEFLGGPS
DEVEVHNAKT
SSIEKTISEA
EWESNGDQFEN

EALHNHYTQK

HE NS : B  HE KM 7ok
L& C219-HCL135 HEC07-HEC27, HE C30-HE C230

F e oHEEEE

(P1-4)GleNAc(B1-2)Man{a1-6) v

Gahe

(B1-4)GleNAC(P1-2)Man(u1-3} 7

TVPSSSLGTE
VFLFPFKFKD
KPREECFNST
KGQPREPCVY
NYETTPEVLD

SL3LSLEK

: VAT 4 FEE

Fuc(u1-8)

I
Man(p1-4)GlcNAc((1-4)GlcNAG



6

- AFRARUASFE

o o=V

o

5

Cea62H10004N 171202046506 (F 27 STETR57 . AAEH)
HEH  Cai7sHs360N5800682517

L CiossHi66N276034156

#9149,000

AeFER@RRIEARE

W N

1BR%, 34,

BRI

2V A2 T71E, BE B EMEE /Z7a—F L HUERTHD , T APTEMARR K T-#R 8 e 2 — (TFPI)
DOFIGPERET ., Eh T L — AT — 28 R O MgGAD TE 7 #5720 . HEH229% H O 72 /B i F£ 3 Prol &
N TNWD, 2T AT NE, FXA=—ANDAX =PRI LV EA SIS, a0V X~ T3, 448(H D
TR IO DHEE (v 485) 2R B O19E O T I /BRI NS/ B LEH ( k 81) 2R CHRERR SN D BES L X
B (5151 §9149,000) Th B,

BS, BEES
NN7415



II. H3EA BT 5RE

1. YR EREE
(DHER - TR

Adhld, BO~HERADE THD,

(2RI
LBl

@RI
AL

W R (DER) B, BRER

AR

(O)BRIR B AR Bl E 2L

AL

6)PBLIREL
MR

(NZEDHD EGREE

AEERM $96.0~7.0 (%%“

pH: 6.0

o S
TER

VRENIE)

2. BRD DBEEERTITETIREN

AR

PRI

AP

PRAF ]

IR

-80+=10C

PAIBEER

5£3C

R)=FL T THL—h
(PET) B 4%

3614 A

WL OFRERIE B (2H KRS/
ZALIFFBO LT BN TH T,

66 H

o) -2 T OB K& OHE
DK TSRO,

BEE R MR, pH. FiEME, & & MUERRER (550 722 28, ML ANHie)

3. AMM S DHERHARE. EEE

file R R R T -

AT FRvoT

TE myk
HPLC




V. %IR8 9 51EE
1. &l
(MFI#z D X 5l
EERE FH OFERH, TOEKKEFIELZ1.5 mLXIE3 mLERAERK D —R ool NURIE AL (B BB REAT X,
— IR R E IR GSURIE A S BIEIR B R VT ARY T —< R B AS b ar e R— Ay
WD,

QHEF ONE R UK
S8

]
5. PLE

e
2%, mF260mg

- L
2. ETFE300mg

pUEll =RV — R OEARZ D,
TLEH FE15mg H
TLVECRE FE60mg 7z
TLECK F13:150mg =—)LR
T LEYS T EE300mg T—LR/[H (L)

PR - AFN T I~ 5 (0 DV I ~ TS T2 THY . B H DO X RGP 7SRO BNDZENH D, T
DA ORI a7, (VL 11, EALEDEE 1411 | OHEKOXII. 2. ZOHOBEESE  OEICTEEHL
FIEREEE T EM,, TR 5P OREEFETOTLE ORI ICET RIS R)

@A —F
AL

(DHEFI DY
pH: 5.7~6.3
R (A B AR )AL H): F91

(5)F DAt
% ERRL
2. WHIDOHRK
MAEBES GEERD) DEERUEHEME
B, TUECR R | TVESRTE | TV I | TVESR FIE
g 15mg 60mg 150mg 300mg
NGy . - 15 mg 60 mg 150 mg 300 mg
(pigm) | 77777 BETHRO)Y (1.5 ml) (1.5 mL) (1.5 mL) (3 ml)
L-T VX =M et 7.90 mg 15.81 mg
L-EAF 7.68 mg 15.36 mg
WAL D A 2.19 mg 4.38 mg
S o *%;@Eﬁé% 76.9 mg 153.9 mg
AU L~_—EK80 0.37 mg 0.75 mg
Tz /)= 5.25 mg 10.5 mg
g i Tt R
JKERIET BT L e T

) AKENET ¥ A =— AN LAZ—IRELH 2 W TGS LD,

10




QEREFORE
BB

Q=
MG ERL

3. AR ERROERRUSE
ML

4. Hifl
BB
5. iBRATHRIREMED H DY
H WS BRI, TREH SRR, &y -4 08
6. BEOBRBEEUETICHBITEEEN
R PRAFSAT | PRATIIE PRAFIETE WEEE TS
IE27N
‘;HE T YL VAN TITs
HEHERRBR (7509 52 ?j}jﬁ*:bfﬁ’ BHONTE. #i
PSUTLHE, H) AR
FEHIRTRER | 5£3C 2415 A RN 72o TOMOFERIEAH I
TR o
S gl {bLERBOHIRIoT,
S WP IO RBRIE B b B T
s BA 7 AL -
— RO EER A ol o7,
(I—KIw>) LEEHE
PR
DH [ AV =Y AOTN L)
E HEINASERD BT, HeimtE R OY
JIIBEEEN 30+2°C 6% H MERBR (B2 | MEOKTRR DL, TD
PO RIEE RH) | oREBRTE B I2iX, 2Lz
Jx/)—)v 2otz
ey M
PR
IR EE120 Hlx-hLL |- pH
o CRERERE I — Ny | a e et
e R ﬁfﬁ;ﬁoﬂvﬁiﬁjﬁ D) B BT ABTHL | SRR (50 T ifj?}fﬁﬁ‘“‘i‘%%w
L ALTELD IO R RAE)) -
Jx/)—)V
FETE M

7. ARERUVBEREOREM
YL

8. fhFIEDEE E L (MEILFHIEIL)

MLV (VL 11, 1423 Z04h ()R OE) DIES M)

9. AHM
BN

10. R#-82%

(DEBIDERRSR K. MENERERR LRICEHTHER

AN

kS
<TVE K TE15mg>
<TLE K F#60mg >

1.5 mL X 14
1.5 mL X 14

<TLECR THELS0mg> 1.5 mLX 1A
<TLECH FEE300mg> 3 mL X 14
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ARICET 5IEE

1. RER (TR
SR RFBEEIZEH T2 H M ER O HNH
(R EHH)
<PVIDUIFIXIZ® B0 b2 — 2 AR A 3 2 e R I A5 B 131 2 HY i fE [ i) >
FVISUIFIXIZR) 351 b e Z— %A A 35 Je R VI AR B3 12 380 2 H i i o 3 L 2seh-3 2 2Pk i d, [ 3[R 45 TR
ARERCHDHNNTA15-43111NTF T, AL IHIDAT T 7o B G- EE AR E M 5B BT A H =Y — R ORI A
ERRTL CREl S Lz,
HIMRERe 57 GRIERE 1) R ORAIE B 55 (REEE 2) DA O IHENFET /WIZLHABROHEEM I, AHE W 57
THIMEFR G L L CR B I, AFIZ & 5 LB o B E i oM R2S58D 5Nz, (FV-1L Q5. (4).
1). OEK R E MBS PR3t ER (NN7415-431158ER) | DIESR)

RV-1 BESN-BARAEORUIMEEEMNTE Y —FOABRD B LB
TR RE TRIEEE 1(N=19) 1RIEEE 2(N=33) ABRD L pfE
ABRD IR EOHEEMY [95%C1] | 11.8[7.03, 19.86][R] /4 1.701.01, 2.87][8] 4 0.14[0.07, 0.29] | <0.001
N : FRHT 6 B2 i3
a) TRFRIE, ILAORAL, A7) —= 7 Ri12418 B o> tH i[RI (a1, 9RILL 1) 2R+ L, B O E SO EEE A7 By NEEL Taie
A0 “HEHEFETF L

<PVIDUIFIXIZ S B4 b2 — 2 AR LR\ LA B s 1 2 H I 7 o i) >

FVI G IFIX I %D v e X — 2R A7 LRV AL A FRFE 81 2 H B [ 4 256 3~ 243 20 M 1, (IR [R) 45 TLAE AR
THAHNNTA15-430TF BRI T, IEAE A BV AT 72 M RS BB AR E S B SRS A H oY — R o [a14k % L
BT CREliS L7z, Ao b2 —% A LW KM ARARE (HA) | A e X — 203 LW e R i A RBAEE
(HB) DWW AT IS Th | AHI 0D & #1385 Tl H LI 4% 5 & Flgs U Cf B ISR H ISR D EE AMEE R L (HA: 0.14 (95%{Z 48
X [#:0.07; 0.29) (p<0.001) . HB:0.21 (95%fSHE X [41:0.10; 0.45) (p<0.001) , A% & B 4% 5. U 7= B oD H i fe ra o0 3kl 2 B A
ABOOLNTZ(TV. 5. (4). 1). QEFEHEE S MHEERKRAER (NN7415-43075088) | DIESR)

PLEXD, PV X IFIXIZH T2 b X — %2R A T DM AR EE ITNZ ., A e X — %R A LWL AR BB R RE LT E
B[] 5 TAH 3RBR (NN7415-430738088) T B G- 12 L0 i [ O B 23378 B2 DT ZhEE ST sh Rz T R M i
ﬁf$% W31 A H g A o Hml 2 L7z,

2. RERIFIHRICEES HFE

5. AFNZ, MIEEE SR 7 X I EXE I3t T A1 e E X — O Iz LS TEIERHERIN TV, [17.1.1-17.1.2
2]

(fig#t)

FVIDUEFIXIZ R A e 2 — 2R A T DI AR A %5t 5 & Uiz [E BE 3L R 55 TAHFRER (NN7415-4311588%) K& O'FVILX
WEFIXIZ® 9 DA b X —2ARA L7V ML A BB 2kt S L U 7= [EI B 2L [ 55 LA AR (NN7415-4307308%) 12 BWCTH %)
PEDHERRSILTUNND,

3. AERURAE
WEZERUVHEDRE
L1280, FOBREICIE, 1H BICARIHR L Tar v R~ (5T 2) | mg/kew E F& 595, 2H B LR ITHE
FEPAELLUCLHLMEL, 0.20 mg/kgZx K T 595,
7235, 0.20 mg/kgD ¥ HABIATE . 2L v A<= T O HFIRELEE OIRFEIZIY., 0.15 mg/kglZif & X1%0.25 mg/kglZH &
T&D,

QRZERUAEDRTERE RN
5 AR BR (NN7415-4311388R' & ONNNT7415-43073888%) (23811 5 4 9]0 % - Al &I E, 55 T FARRBR (NN7415-4255385R° &
TINNT7415-4310738R") 00 122\ — hO#E RIS ERR IR TR - SUSHRNT . FEERR BRI D - e io 475
MBS E 2 T WIENC ARG LU CARAIL mg/ke, 2[5 H DAL, #EEH B LU TAAI0.25 meg/keZ 1 A 1A T
H.LL T,
’?ﬁmﬁ%ﬁ%ﬁ(wms 43117858 2 O'NN7415-430758850) 1T ANUVSI 73BN I\ T, 51 D FEBSENE e FEAe P Fi 4 8
FEL- (V. 1. Z2ERBEFDEB]OESBM) 720 NNT7415-4311388k . NN7415-4307358 K OV T FE3BRONNT7415-
4255%&5%&:}50%2&% ZXBIBEN R TSz,
AR TRV G A S B LI SR & 35 TP 25 © . MR R NS 7)- 7= (>5000 ng/mL) , 7~ #E8 H £0.25 mg/ke COMRHEE
1%, RBRBHAAI O RHE M BN RET T VL I E S PRI R O TAERBROFE R obmaoTz,
DL XD, #HaRs A BE R LIS A ORERICOWT, B LREREYIEET A2 AV 32l —var B EhEL,
HMEFFH #0.20 mg/kgD R R F1E, 5 AHRBR CRIE SN BB OFPN L7252 LN T RIS, ZBEBEEX | TR
O EVEOB G, HERFHEEL T0.20 mg/kgSEHRENT,
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NN7415-43117008k! & UNNN7415-430 T3 B O Bz H -0, Fik-HEEZ L TOINET LI,
WIE % G- R AR 5L U TRAIL mg/kgZ#5-U., 2H B DARRITHERF H 23 & 95 £ TAA0.20 mg/kex & 595, %
HRIAENDARZICE GRIOa L v A~ O MR EZRIEL, 2O iR EEICH-S T IROIHER B A SRR
2
o aUVASTIREE200 ng/mLATH  MEFEH £1 H 1[510.25 mg/kg
o aLIATTPEEE200~4000 ng/mL: MEER &1 H 1[[0.20 mg/kg
o aLU AT PEEEL000 ng/mLER : KERFF 1 H 1[H0.15 mg/kg

25 T AHEER (42555050° X M3 1050850 & RS EL S <ERFRMZRIREE — SUGFEMTIZEY . 200 ng/mLEA_ECHIMERAMEL /2D

BANHHIV, MR EOT-D O & FNREL T200ng/mLA% E LT, FEMREOBRE R ERICOWTIE, BV IRER
A IMAR R MR OB EDIFIN 22722 b AR T T — 23720, DY A7 ER L CTLODERNIARNIDZEND,
FEL L OE TR EDHERFSNA I EZRET D720 ZRMOB AN GIEEA L T4000 ng/mLEFRELT,

FEREIZ, NNT415-4311EBRNCIBWC, RFto A EFRENIC L0HER A B2 E U BB 13 161 (1.0%) | L4855 1324
B1(24.7%) . BELIeH TR L7261 (74.2 %) Th-oTz, WHREBOHFR A ERH O ER ., 2 VA~ 7 IRE R
BB EEB AL OO, BRI 322 E L-#PEN Th-72 (TVIL 1. (2). 2) R1EHR5H (NN7415-43115KER) |
HBM),

TRIRF B NNT415-431 1ERBRUC B W CET SN TR G I SRR O T 512 LA HIM FB51E. Ao e 2 —& %
BT DMAIFAL OBEEZ RN T, MBI LT, X COHMICET = KRN OBIERTE B 280 TF
HEOHIM RO FISH L THENHHENRENT- (6. 4. 1). OEMEILFEE A RRER (NN7415-43115RER) |
DIAZR),

L= ey —RIZ B9 B8 — RUGHREIT D, 2O G EICEOAR OB EIRIE O L2 DR DSHEFES A ZEAREN
Too T2 SRl —larhnb, RE T ORI BEORTEICEVa v A~ T OB EOEML ~ L OEET/ NS5
ERZFREN- (VL. 3. BEHREL—SaV) @i 0ESH),

FREOFERRDNCL M K REEEOR R0 KRELOCHEZREL, F2, NN7415-431 13RI T 1258 0L Lo BF
IR THDHT=, Bk ARICITERT 12800 E ) Sit# LT,

4. RERUVHEICEET SR

1. BERUVAZICEET IR

7.1 REIBE 5B OHERE F EO A EREICEL T, L FTOFHEICEE AL,

7110 KB G5B DARZ ORI S T X7 DM B AR T 528, 0.25 mg/kg~0DH &3 H i A
200 ng/mLAT CHHY AT, 0.15 mg/kg~DOPhEIL H Z2 L LTI H R 234000 ng/mLE THAG AT, THTENTE
2o

712 71 UCESH BRI R E O RS R A F% B ORAI G502 08 LN B 22) N EL,

7.1.3 BEOEHFERICEY, LEISECTAEKO M PR EZREL, BNOAEHGELEE T,

7.1.4 RIFEO M PR ENFRC @I ol G IR B E RO BRI BN EELBENNHH,

(fi#RI)

3. QRZERUVAEDHRERE B OESR,
FEFIEIZ L7 NN7415-4311 38R L L OV NNT7415-4307 3858 2128\ CHRBRE T Ui E N AN IS ARERD D
NHZE, Ay X7 O MR OB ERIARDE R Z L8 K MR ZERSE DY 27 ERITE DY . AR %
BREGER7RER DS M ERZR T LD | B 5-B%h 4~8 T LIEHIRPUTISE T Ty v X< o ifi Hr i BE I E e ONARHI oo i 578
BRI EITOZENTEDELT,

72 MHIREOREIZH Tz L, RSN MBAZ W H ER L Z WD L, 22k ARSI RN I =35 2B 5
HIEHRICHONTIE, L TFOU =T A H AT A HE TH D : https://www.pmda.go.jp/review—services/drug-

reviews/review—information/cd/0001.html

(fi##t)
AANOEFIZHTD, 2 v A~ T O EERERSLILL 72D, 2V A< T OILHEEDORIEIZH-> T, 2 A~
T Om A RERIEH o2 =24 23R (AR5E4 : ConcizuTrace™ ELISA v k) & HWHZ L,

7.3 AFNE, M oMz B L Ui E Bn)e ik Go g AL, Mo ks B LRG3 TNz g,

(F#L)
HRIARRBR I Z W TR H IR 1k M R IRFT S TR 5§ LRI W2 BROA R0 B OV RIS L TU7Ru,

74 1B 1A G5BT 528,

(figa)
AIEO LM RAEHERFT D72DI2iX, BED A IEO#RGEAESFTHIIENEE THD, H5E2ENLZE0RNWED, BE
[ AN s e N
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https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

15 AFOBEPILIZIVE AR Tl h = o XA TREMET L, AOMEME T T 282N H5, 521 snis
A EMOAM AR GE MR AR TLRIRR S 2R 228, bkl QR EENZHEIE, Een
(ZEFREB A~ T D LD BB ICHON LOIFEL Tl &, i) A7 %D BE ORBEHR L2 LT, RO M & (g &
XA G2 G ) 2RI D28,

(fiR70)

BEEIRISENZGE1T. B HOH BT LT, SNz B2 &R 532528, #E5adEL 2RI B
BoE, 2 AT O ML T EEE DMK T3 A RTREMEAN D A7 IR0 E R ~ & 4 5 o488 52 L, LR
SEFSEENEE T ISR G SN DIBIRTIB DT D AKX L A% B 350, Bk (B OBEAREER . Him

Rt MARTERIEDY RS K PSR S 2B B CHERA L= LT, 1R 08N 5 T A ik 5.0 MBIV L 2 4%
zE&,

72k, BEBIRATE AR B Oa v X< R R E ORIERTICRS-A SN B E T, BRI BSSR ESNAR WY A
Ndb, 5 SN EERGAIEEICHER L ECAaMR G OLEME WL | HERE A SRk E 078 O L7z 438 H
OFGHBEHIZEMGT HIENEELY,

<EHSNEDOIRRHBADTZO DAL A >

o LHORLENGEINTREG T LRKBE O AR TR A ER T2,

o 2~6EETOHE N1 HHREZ2EERGL, BANLITETOLH AR TR LT 2L HiE 5,

o TR EERGZ SN TR AR S ATV, R ADNLEEOL I AR TR S AT 5 L2 TS,
BGICBL CRER DS DD BT R B IG5 2 L

BHESENEZEOBEBHOTDOTAT L ADOTRINLFE L FHERSEYEIEET V2RO T TICKRLZ,

1EOF G5, a1 B AE R &) TR 5 2HAL, ZO%MERAETO1 B 1IREG 2 ELTZ5E DI
—varEMV-UIRT, # 5%, BEEITHONTEFRBISET S, 1RO ENOHEEAIZIE, 1H 1A, HEEH
BCYHRE5EHEATIZLETAL LV ATHREL,

V-1 a3 X=7OMEFEE (ng/mL) DI Ial—iar—1 BoOEGEEN%. 1 BHEGESHE) CE52FHEL
7-5E

Missed 1 dose(s); resume with a single dose

10000 -
5000 -

2000

1000 -
MV

200 LT T

100 -

50

Concizumab (ng/mL)

-5 0 5 10 15 20 25 30
Time since first missed dose (days)

Notes: Shaded area represents the 90% prediction interval and the dark line represents the geometric mean exposure levels. The vertical grey
line represents the first missed dose and the vertical dark grey line represents re-initiated treatment.
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2~TEIORE SN O%, 2652 (1 B AE (MR &) 2218 5.) TREE2TRL, TO®%ER A2 To1 | 1E% 521kt
L7032 —v a2 XV-210R8 T, BBEREIL, 258 &R 51280, 0NIEFIREIZET 5, 2~6E 0 H =i
OB, 2E RO ETTHEREEZERL, ZTO%MERHETOL B 1EHR 52T D2 TAX L ATHRELE,

V-2 a3 A7 OMEFTERE (ng/mL) DL Ial—ar —2~7 BFOHEEN%. 1 BAEGERTE) O 2 (F&T

FhHEHRALIZE S
A B
Cc D
E F

Notes: Shaded area represents the 90% prediction interval and the dark line represents the geometric mean exposure levels. The vertical grey
line represents the first missed dose and the vertical dark grey line represents re-initiated treatment.
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S5~TEIOEE SND% ., #1271 mg/kgDEM G TR EZFHHL, ZO®%MEEHAETO1 BRI G2 kLTG5 DY
a2l —arEMV-3ITR T, TRIO#R G S ICIEIA M G21TO L, Bl B 5 S aTORE BBz 52 L7e< |
BT E FRIBISET B,

TEILL L0 EENOHFEITIE, 1 mg/keD AT G NOLEEIL, ZO%MERFARTOLH 1 BIE52HkE 62245
VATEREL,

V-3 oy i X7 MAEFEE (ng/mL) D332l —3iar —5~7 BOEEEN%. 1 mg/kg DAMEG CH G4
Liz&
A B

Notes: Shaded area represents the 90% prediction interval and the dark line represents the geometric mean exposure levels. The vertical grey
line represents the first missed dose and the vertical dark grey line represents re-initiated treatment.
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5. BRERAIE
WEERT =2/ \wor—o

RBROME | HABRE S G S N BBR A $K BE(RRY/ T 1)

A1 E AR R - 28451
SEAA L EE X —E AR LR AR

LA SR ENTE K O A ERL

— Carn A 210 POl ttcendp G LS AR
SRR | NNTAI5-3813 |\l b odr ey s gf’ﬁf;g;ﬁgw‘\ CHEER, TR, HEE

BiEH 34 PR

(18-657%)

- , AN RBIE & OFE N I
snkaatse | Nn7as-sosn [ 1B ANBIRBEESE et — a7, i

5

St EL N SERERBR A« 451
HEANA =% RALRNMATRN e, ek OF FAER

FIHFER | NNT415-3986" |\ s 3 o) IFE R S 12 5 (2ER)
(18~647%)
SMEAA L EE X —F R A LRWIAR 284, SR EhRe & ORI 221ER
WEIFHEER | NN7415-4159 |AMBE 244 AEZET, ZEER, 77 BRRR E R
(18-645%) 5. (113#R)
AL F—ERE U W ILATRARE . A0 R Otk
EIFHBR | NN7415-4255 (3644, 95 A A A 44 e, KERE (FE S—h 2480 E| IEEN
(18sELL F) —F:52-1023)
AL — AR T ALK R 26 [0 R OV at:/
EIFHERER | NN7415-4310 |fl. 95 A A& A 24 AR EIAHT ., FEE M. xR, KBRS (=
(185 LA |) FX—R 24P | ER /N —1:52-943H)

AL e H—%ARAG LR AR B &

S st | NNTa15oggan |OTEES —HRATBIAREE | BEOBRIFIIE /SN B R ERLHETC

23161, 9B HAAN174 DIRREZ T CNHEBE

(125 2L 1)

AR T —EARE T AHIMAE BT 133 |G, FEIRE, I FERA L O et/ &
EEIFEEER | NN7415-4311° |B1], 96 H AR N 74 TEZEILRT, JEE M, Xtk RER G (2

(12m% 2L F) N—h: 240 | JER /X —1:241~265]1)

AVEE Y —ERALRWILAREE | GEWE, BN 3R R OR e
SEIIFHERER | NN7415-4307¢ |15661, 55 H A A 114 MEVEABOAHT, JEE MR, SRR, KE#G (3

(12m% 2L F) FN—h 20D B IR X —1:257-2651H)

a:NN7415-39867 BRI%, fEFRBIRE DA DR —MEIZHIELT,

b AR TIRRES N BE IRV e,

c:NN7415-431 1FRER T /G H Th D, EEMRHT Ocut—off (FETHFERE) & U561 Dcut-off (—Z HIFERE) £TOT — X &7
BEEL TR T — & 3w —VIzE& DT,

d:NN7415-43073BRITFNE - Th D, MALMIFRNT Dcut-off (— 2 HFEIRF) FTOT —H & TG RIS L CHRR T — &/ 3w/ —
N E DT,

BRIRT — 23 r — I DO T NG R B CTh o7, 70l BB BN Y TR BRI/ o7,

(BRRFEHER
DLAEIE oA S
(DNN7415-381334B4°
18~65r% DA E N SEEE B MR A M A2 e F— 2R LR ML AIRA XIIBEE TR R AR Ze e, SY)HhRe K O
TIEPHIER Z R D I E 2 b B M7 71t B FH i e B Ay ol [E 13k CHML 7=, BRI TR G-Ihi-H&
BEBFBIIRV-20L 0 Th-7-, GEWEIREIZ W T VI ZEYBEEICEd 518 | 0EER)

V-2 NN7415-38135ERICHE VWV CHE E TR 5N -BEDRAEFIBER
LR S AR R 0.05 mg/kg 3 #) | 0.25 mg/kg (3 f41) 1 mg/kg (3 i) 7ItR 3 H) |
AR A B 1 mg/kg (3 1) 3 mg/kg (3 #1) 778 R (2 5)

AWERIE, RAEMEMARTERFIRAE (RS | 1 me/ke) M ONESTEBALAPLRE (EHE B VERERE | 771 AR) 2558064, il
FETEHE TH T, BELAEFEFSR, LT LMERPILICESTAEFRIIFRO LN -T,
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(@NN7415-398151ER®

20~6455%0D H A NAEHE B AR GRYMER) 230U, AFIHEEIRE NGO IFRYEEA e o EAL —EEh7 7k
At BERRBR A EM L=, GEMEIREIC OV T VI SRR d 2EE | DESB )

AFINTT TRz Bial THReEL, SeiR ] Bl —b (#10.25 mg/kg 361, 7R 1) (5L, B —k GRHIL
mg/kg 3%, 7 TER1H) I E LT,

BEFELRIT50.0%(4/861]) THERES Iz, BEM., EERAEFL. TR WRRPIEICE ST A FFRIIRO IR T2,

AR ¥ G-I

(DNN7415-41593 847

187k ~ 645k DINENA L e —Z R LWL AR A BT X1, KR E TG RO 220, SEYEhie K OS5
YERZ T 5720 DR 2L ZEHE M7 7t xt B Sl s8R 4 st 13 0 [E 18 3% THML 7z, A410.25, 0.50 % O
0.80 mg/kg XX 7T &A%, kMIO2[EI1X2 H MIEREC, ZD% T4 BIZ1EITE12[F], &5 L,

K A BIZOEARAFN6H J N7 TR 26 D F 244 IRBR R & 8 5 LT,

BIVERIE33.3 % (8/246B1) IZ13FF8D HAL, JEHFACALEE (ARFI2BI24E 7 F BRI | AR (7 7 BAR 1412

1) L CRFI LI | BB CARAILBI3EE) . 2 T L (2R LB | BRIk R B2 CRFILEILEE) | 851 (75 'R1
BILEE) | fH PR (CRAILBILEE) ©, fIRIE & THEE Cholz, EERAFHR, M E KRBT LICE ST FHEFZIIED
IR oT=,

@NN7415-4311 5% ER B T'NN7415-4307 54 E&®

AARANKROSNEANDA e X —2 R T 5, UIRA LW ILATFRA KR OBEE I LT, 4] B ICAFIOA W HAEL mg/kg
ZReHL. 28 B LARR0.20 mg/kg/ B 2B 5 LT, $e 5-BRIAAE LI iR oL L X7 RIS & #5504 55~
81 LANIZHEBR 4512015, 0.2034130.25 mg/kgD VT 1 & LARE D#ERF I S &L TRREL T2,

MAEF DI X=T REIZOWVTLNVL 1. (2). 2)REER SR (NN7415-43115ER) | L NV 1. (2). REHREH
(NN7415-43075888) | DIEA | KK OH MK OEERHEIZ OV TIEN4). 1). OER RS MR R ER (NN7415-43115%
ER) | K OM(4). 1). QEIFEH RIS MR PREHER (NN7415-43075488) | A S RO L,

ARFND T BRI S ZLEVER /8T A—F Th A M PR TFPIE BE (S8 21) ORFHEBIZXV-40 L BV TH -T2,

V-4 Mm¥FPEBTFPIRE QRS RATHTOvE, aEE2~4)

WEREH HA [ 72 71 72 72 ) ) ) &7 53 53
Hwl |95 of %2 o4 o1 88 %2 95 S8 45
~ 100 -100
- _
E | E
g b £
1y ‘ln- =y i
2 T 1 T T T 7T 17T T T| =
o ] . - = e ; a
o 4 === - F--=== i
T T T T T T T8
Hd 4
: - o2 1oz o
1 -1
] ] ] ] ] 1 ] ] ] ]
01 4 8 12 16 20 24 28 32
B EFIBEZARRE GE)
—— HA HB
--5-= Hwl

HA: A e Z—2ARA LW ILAIRA, HB: A2 bE X —2A3 A LW L A% B,
Hwl: A e ¥ —% /A THIMAHAK OB
TT— R [T DR R A T,
BRI T ES M P IC SV CE B FRRIED 4y e Lz,

QO RERIERRAR

DEIBRIE[R 5 T A #ER(NNT415-4255) °
18k LA LD A H—% AR A LW ESE AR AR 5 50T, AR EH & G- A 2k K OV 2 /a3 o E BRI
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[FFE B FE IR A BB Z . B ARZE Te 11 h[E2656E3% CHEIMELI-,

AF0.15mg/kg & 1 B 1A FHEELZ, 12 BB 3 BILLED BRHILAH 72854, 0.20 mg/kg KT 0.25 mg/kg ~B%
BERY 72 e ATREL Lo, AR T S — hIER S — N CHERRL . EE NI TR TOMBRE N 24 WEHOR 5558 T
L7 5 T &L, SER/S— T 52 LA AR 102 @8/E L,

AFRERIHL A AT 36 BHCAKI DB G-STz, BB N—FCRERZ T IELTZ 4 HIITIER S—MIBIT L2 ~7=,
AT, SR DEGEL R A B o 5 RIS T AlamES il =Y — RO R B[S e s UCRrHli L7,
Ao THEEFET VLD ABR OHEEE [95%FFE X B 11X, 7.0[4.6, 10.7][E] /4E (FE/R—F) LT 6.4[4.1, 9.9][=] /4E
(FEAHILE/N—N) Tholo, & HERID ABR %% V-3 IR T,

= V-3 RIEFASHD ABR(EE/S—r+IEK/\—k, FAS)

k= 0.15 mg/kg 0.20 mg/kg 0.25 mg/kg 3
RS UE 15 43l 10 451 10 41 35 f1]
R £ () 28.8 10.1 12.1 51.0
6 HH i [ 67 42 123 232
ABR £ 7E fif [ 95%(5 5 X i ] — — — 6.4[4.1, 9.9]
ABR H e fif [ i ] 3.0[0.0, 45.7] 2.6[0.0, 20.6] 12.9[0.0, 28.2] 3.8[0.4, 45.7]

LEPEZHOWT, BRI P (FE AR OER S — D761 M LA ) ORIPEAIESS8.3 %(21/36f1) IZT6/FF-H b, Fi¢
BIERNEZ 47V DA A~—HIMOBI121F), 7 ubmi e BN (TH1204) | FESFBALN i (5E1I91F) | FESHBALH M (3
BI3{) ThoTo, BEERAFHEG1L13.9 % (5/3601) (254 (AT BIHF I, WASAH M., 8 15 i & OYH A ESY) T,
PR 2 IREARFIR G- LOERRBEMRITEESI, SR ITRTHE Thotz, SEC RO IICESTAHEFRITRDON
2oz, SHIT, FEOHEELA E 55 (FERIRE) 3 E O\ — - — 1l THE S,

2) [E| B[] 55 11 FHEABR(NNT415-4310) *

18I LA E DAL e X —% A T D MLACH BE ARG AR E B B 5RO I ke OV P MR 2 E BRI R IE B
MEVE 2 LRER b (F 2Eli) 38R %2 . A RZ2 58 e 120 [E 1 THERR CTHEMELZ,

R 2 AR H D E B 5- 1% rFVIla O LB G- OB 7=, A#] 0.5 mg/kg Z W) ARTHG.LLT, 2 [F]
H LABRIE 0.15 mg/kg ZHEFFR G-ELC 1 H 1 EIE T 5 U, #ERpA &I, 12 B 3 B Eo BRI b 786
0.20 mg/kg KT 0.25 mg/kg ~BeFER72 8 2% FREL LTz, RRBRIIFE T/ S— ML QL R/ S — I DA S AL, EEX—hT
TN TOMERE N 24 W OB GE5E T LR R TR T EL, IER/S—MNT 52 @HILL LR 94 & L7, rFVIa 8AI#E D
WERE 1T S— 5 TRICARFIE GO0 X 72,

ARERITHL A AT 26 FNTIEERSE ORAIEE 17 B, rFVIa SAIRE 9 ) 3% 537z, EES—FCTREGEFIEL 1 AT
FE R R—NMIBAT LR T,

BEIL, SHEBRE DB LA RO RSB ARSI H Loy — RO B A5 & fEiE s U CRFliS 7z,
A O ZIHBEFET WIZLD ABR OHEEAE [95%FHE X 11, AKIRET 4.503.2, 6.4] B, /4 (FFA—K) K1V 4.8[3.2, 7.2]
[B] 4 (B +IERE/N—]) 22 HTNC rFVIIa SUFI#ET 20.4[14.4, 29.1][0] /4 (FBS—]) Th-oT-, &I ER D ABR %
FV-4ITRT,

=& V-4 EHAER|D ABR(EE/A—r+ER/\—, FAS)

ok & 0.15 mg/kg 0.20 mg/kg 0.25 mg/kg D
RS E SR 12 5 9 4 4 3] 25 {1
B Z I () 21.7 6.3 2.4 30.4
EotanfiN IS 97 19 20 136
ABR HETE fE [95%1= #E6 X ] — — — 4.8[3.2, 7.2]
ABR 1 S [ i B ] 4.9[0.0, 8.9] 1.6[0.0, 13.4] 11.6[0.0, 17.4] 3.6[0.0, 17.4]

LENETHOWT, BRI (R A= IR/ S—F0 76 WL L) OFIERIT 36.0 %(9/25 #) 12 13 fFREDH B,
oo BIERNZ, ESHERAZP I (2 61 3 4F) . 747V D ZA~—3800 (2 Bl 2 fF) . 7'mbu e SN (2 B 2 £F) | SR
Bl 1R ThhoTe, BEERA T FSIT 20.0 %(5/25 Bi) (2 9 {4 (FLENRD 7 —7 VErE, BIRIREE | EadEk, FE, 22
FRBAL L, YA = 7 AP L, BSEASET HH ifn Re OVERR R S PR RE AR ) R 15 S 7z s . Wb A A G- L D[R]
REAGRITE E S, i R MENR R U E B RE 2 PRE B Thho 7o, JEC R OVABR P IR ICE T2 A E FRITFRD B>

277,

(ARIEIHER
1A SRR SRR
OEE R & M HEES PR3 ER (NN7415-43115888)
**i éﬁi;ﬂ RO OFHE DA SRR AT MATA R OB 13305 ( FAATHIA 2 2)
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R H )

KA TE I 5 OFINE R O DR

R IT 15 M
O 5051k

12 LA LD A e Z — 5 AR T A MAIEA K OBERE 13341 (B A NTHIZ & Te) xR L L THEMS
M-, ARFRBRITAD D IEHERE CREALS AL, TRIEREL K D2 (FRIRIE L : A /S ABUANZ L5 H I s v
BESUTTRPRREL . A E B G B) IR W CEER M AT o7z, IR0 BRE 1T P A 1
mg/kg% . 2 H HLA0.20 mg/kg/ H &% 5-L, 4B S OIREE BT 5-3%0.25 mg/kg/ H ~DHE X
130.15mg/keg/ H ~DWEE A[REL LTz, TREHEL R 20T R CTOWERE NARBR O FE T —h (%
AVE24 K OB218) 258 T LIc R R CHZIMEA T L 72, FEE X—RET % IR L OB 1XiR
2L R DB 5 7 CABI OB 52 FIth LT,

#E i A

+ oo

TRRREL O oig RS il (8 28 H i K& OFMEPEH 1) OFEBLRIFEIZ ST AR o i
3 (ABR) & kL7,

b £

A0 TTHRFET NV ERWCABRIEEME., BB LT AEER2O T TROLBY TH-T,

TRIEREL: BRI TRIRTES  ARA O E B 5
(19%1) (3341)
B ) 00 e 31.1(3.9; 72.9) 40.1(3.1; 56.3)

e/ M s B K AED)
TRV B SR K O ME I HH i

ABR ([E]/4F) O H il ) .
oM ) 9.8(0.0; 94.7) 0.0(0.0; 66.4)
ABR (1/42) O F-EfE D4 11.8(7.03, 19.86) 1.7(1.01, 2.87)

T (95 WX )
TRIETELICK T DIRERR 2D
ABRE (95 {215 X )

0.14(0.07; 0.29) (p<0.001)

AGRBR CARKNZ I G- SN EWRE (JRIEREL~4) TORIWEMAFREIEIA1326.0 %(33/127#1) TH-
7o EARBIVEAI, HEFHIALSUE17.3 %(22/12761]) ThH-7- (V. 8. & EFREFESE M8 KR
(NN7415-4311FRER) [(CTHRE SN -RIEREE—E | 0TS R) ,

AHE W 5N B U EER A EF ST, 11.0 %(14/12761) ([T 184 GRFEHEL: 0B101:) | 1R
JERE2 691 (Ze il P, KERE B8, LhiE #8r. COVID-19, fdZ, Muif, AL @EUE, &
FRZER1ME) L TRIERES LB LI (B me s 1) | TRIEREA : T8 (S faf, COVID-19,
T —T VB ENEY:, 74T VD A~ —EEA0, PEL- 28800, ik BIEE 45 P9 PN H i, 8
D FNE ) ITED BT, ZNHDHE HflE AL (R —DEFNIFEI) . 747 VDX A~—
FEIMEPRL - 28800 ([Fl— OFE BN FEBL) | WBEE , BRI, BB TO& HHIXEERFAEA LS
o, BRI, BEIENEIE LB EEDY . LSO FGIW T b ElE LS, £, 1B
BELOARAZ P 5 U B H1215.8 % (3/19%1) 1250 (3@ Hil, FREEHT. COVID-19, MfiliFiss.
MMER 1) DEERAFEFELDFROOIL,

FETIE3 PR HERE2 D245, TG HERELD 1) IR BIL, FERNIE, TREE200 R —IEFICFRD HivT-
RiEF L, KEREE T RO EE &8, Bl I FEBLL7-COVID-19, IRFHELD 1 O A K% £
HLARWHIINCR IR Mildde L S e, 70, B B i oo fl Qe RE2, TRIERE3 &1
) DIET DB BV, FERNTENEIVE I E i e STz, 5FIELIRERIEL DR KBt
TR ESN, IR ILICE ST FEFRIIRBO LN -T2,

43117RBRDB61H D cut-offiCIS T HIFF SN 7z B R M OAMEME L~ vy — R ORERIT, EH
FEAT D cut-offlZ F1F Db R (i) &—FL T, E7z, 56 Dcut-oft TOLEMEDFERIT, T2
FEHT Dcut-off D L —H L THY, 5618 Dcut-off £ TORMK G2\ Th, Bilcp i kLo
RRITEEO DI 0T,

QER £ F 5 M AR R ER 55 88 (NN7415-43075468) 2

**i;ﬁi; A TN B OB EDA L e S — %A LIgW ML ARA K OB 165661 (B AN 11H1Z 5 Te)
B A 1Y AFNO B - DA OV A E DR
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R T 15 M
U 5J5tk

12U EDOA e 2 —ER A LW AIRA K OBEAE 1566 (H A N1H1EE L) xS ELTE
fiSA7e, ARRBRIZA D DOIREEECHERR S IV, TBIREE L O2 (JRERREL B[ K - AN L5 H ifn g
TRWERE SR IRREL  ARAE B BB ([T W T B ARG A T o 72, IRRRE2OWBRE I3 H I
AW LU Tlmg/kg% ., 2 H H LAFE0.20mg/kg/ HEHE 5L, 4l FF R OBRE &ICEOX
0.25mg/kg/ H ~DHEE: 3 130.15me/keg/ H ~DIEE AlREL LTz, TRHEREL, 2R 4O T X CTOHER
HPARRBRO EFAR—NENF 248, D7 EH 323 K OV 7 E6321) 258 T LIZFF R CTH LD
PAFHM L7z, BT S—R5E T %, IR LOPRE XTI EE2 L [FER O B 5057 15 TARA O$ 5% B
HRUT=,

TRREEL o2 oigfRs T il (8 2 H i K OFMEPEH 1) DFEBLRIEIZ ST AR o i
3 (ABR) &k L7,

A0 THRFET NV ERWCABRIEEME., BB TAEEM2O T TROLBY TH-T,

A RE Y —ERA LR ALBE X —ZRF L2
M ATRARE A& pBRE
TEHEREL: T2 TEHEREL: TR
HIMmFEE | AFIOE % HIMEFEEE | AAOE
(9%1) 5. (1251) =
(1841) (24451)

BeE I Q) o 24.1 32.9 24.1 32.3
A8 (e /M5 e KA (24.0; 36.3) (21.4; 80.4) (23.6; 44.1) (2.6; 80.3)
TREES VT B SR H M & O MENEH i
R O H1fn 3 (Ja]/ 19.6 2.9 14.9 1.6
) D LAl (/M (3.3; 71.7) (0.0; 29.5) (0.0; 50.9) (0.0; 11.9)
S KA
R O H1fn 3 (Ja]/ 19.3 2.7 14.8 3.1
) OFEEOHEEME | (11.25; 33.03)|  (1.63; 4.59) (8.14; 26.86) (1.91; 5.04)
(95%5 #H X )
IRIFREE LK T DIRR 0.14 (0.07; 0.29) 0.21 (0.10; 0.45)
FE2 O D H 1 =& (p<0.001) (p<0.001)
DLk (95%/5 HE X 1)

AR CTARFN 2B G SN R E GRIERE 1 ~4) TORIEASFHEIS1L31.1% (47/15141) Th-
7o EZRBIERIE, HEFHEAL S 15.2% (23/15141) Téh-7- (1VI. 8. @ E 1L 5 I 48 Ba PR 54 5%
(NN7415-4311 R ER B UNN7415-43075888) ICTHRESN-BIEREE—E  0ESM]R),
HERAFEFRIL, A X —2RA LW I AHARIE T8.0% (7/8741) (21244 (FEHEFEL: 0410
P TRHERE2 OO0/, TRIRRES 1611 (A4 | TRFEEEA 641 114 (BME O €, IEEN Hif
HIENEH I, COVID-19, fiige, EEFRIRMARIE . RAEVEFFARMARIE , BHZ MRS 7 A PN IR,
AR, I ZERMIER 1)) 3RO BN, ZNHDH S | MDA FEZE, NEIZEN i, 505K
FeIE & T ZEARIE M ORAEME AR AR (R —OJEFNC I K 1 IR RBITER L&h, indii,
FERZE PN LoD LRIASSE L | A O A8 2RI B8 | R0 S IR AR E & i 28 A i K OV AEME R AR g
JEITIR L SN, 728, TRIRRELOARIRE 5 L WIARTHIC A e e X — 28 LW AR A
FHCIIEERAFEFRITRO DT,

Fio, A F—E A LW LA RBEE THRELL - EE A FHRIT, 10.9%(7/6441) 12104
(TRIEREL: OB, JEERE2  5FISHE REAME, M52%. MR, A EZ MIE, TRTERYE, AR
PEBIEIE . FREMED FNE L) | TR B 20124 (RN I, B A& fE 4 11F) ) 7B bz, i
HOHH | JEEN LT EERBIER S, BIFITRIEESNT, 7ok, TR IOARKEZ L. L7
WIS, Ao e —Z A LW I AR B HRE TIL16.7% (2/1261) 1274 (JEAK, B A4,
COVID-19, BafikEE . FF R4, FFREMER., IFEES 1) O EE2A HEFELNROLI,
FELIX B (A e H—2 R LW AR ARE OIRFRIEL) IZ5RD B, SER T AGIEPN Hf &8
HEINTo, RFEEORRERIT, FTREMEDHY EE SN, ORI EL CTREER B THLEEM
FIRADNHESNTND,

2R EHEAB
A DRL

(5)BFE - RRERIER

UL
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(6);aMmAYfE A
DB BRI A (— st AR A A A Bl A o P e bl il ) | SRS IR TE 1% 7 — 2 N — Al A, BGEHROE
REERABRONE

AU F—E R LWL AIRA SUIB B (2B A5 O 2 BE 3245 & 6 oA A5 (NN7415-7690) (256 )

HE AT — R A LRI ARASUIBEE 12310 % A H 25 T COARANOE LR

LAaMEHEd D

A5 Rk T A

HREE AHNIDREe G- SN A e 2 —IRRA A R

BLE I 24F

TESE B 30431

Bty kR S| BT BRI, ORR A, OFEE, AE SR (MRERIE, S avy, 7T 74T7%
—&aty) ey —R| BR AT A—Z (G E AR EEE T) | Eh= X
~ 7R AKN DGR

AR X —ERE T HIMAIFRAKL OBRBE Zx G & U7 BUE R 7614 BR R B (NN7415-4311) (RS H LA X3 E IR 56 72
FERTBR Lot A %, B Ak )

ELE] AL — 2 RE T BN R O ED M AIRARE UIBEF 5L LT, AH
(LD PRIBR O R RIEE G5,
RERT YA HIDENE2 G EIENE A=t i
e AR S — AR T BRI M AR AR & OV AR B
A B 2963
FENRE B 13641
F AT H TR ST B RIIE R QMBI D I L 2 — R OB

AU X —E R LW ARA K OB &5t gL Ui RLE IR B4 BRARFRER (NN7415-4307) (R B PARRILBRLER 5
HERERBR L G 2, B Ak )

B AR X —F A LR A O D EO AR ABE UIBRAE Z 3 5L LT, A
28D TR DR EMEE T 5,
RERT YA AilAIE, Z sk LR, IFE MR R
NESSE) AR H— R LRV R M M AR AR & OV A RBEE
AL e 2963
FRENREBIEL 15843
F ZEFFAIETE H TBFRES Iz A RFIE S O MEED HH i m e — R O R B3

HGBEAL U TS T E DNE XL E ML 7= - s BR o 2
FVII UFFIX T3t T A A b & — 2 5 50 RPEIM AR BE 12 OWT, KBS (T 1. 5. (1)FRBEM | OESR) Ik
D&, ARHNE P 5-BARAU T2 AIE B & 5 B — i A BRI AE (NNT7415-7557) & Efii H Th D,

ELD) H W2 T CORF DR GROZ 2ME 5

AT A 2l

RES S KA SN A e Z— R R B

BELH 245

TFEAEGIE AH3 G ST iER]

A A BT S BRI, DR, DR R, A EEL (RERIE, v ayr 7F74F% >
—&ate) Hil=eY —R| R ST A= (REEE R L E Te) | =X
~ 7RI AANOEGARDL
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VI. EEBICEHTHIEE
1. EEZMICEEH I LEMRITILEYE
AN

2. EBE/ER
(e FAEBAL - fE AR
VAT IIHITEPIUA TH D, TFPIIFXa% fHE T2, 22 v A< 71X TFPUCHE G 3 A2 LI12XY, TFPUZ L AFXad
LEAMHIT D, FXalGEABEIN T2 & M [E O B AA I SME S A, R R fic a7 Bohar e v BNERS D,
a3 A= 7 IFFIL R OFIX ST U CERL, 203 R~ 7 OVEIFFVI UIFIXIC R T A1 e ¥ — DO F D 8%

7R,
ALV A~ T IEPVILUIFIX EOFEEFR B DV M ELFIAR R TEDZED DR NZ LS, FVILXIIFIXICH 951/ bE X —
DA A% SATHETR L7,
AV RITDIERME
9 A
’ jr\. Ly
f»’«g
K1 K2 X

_:.41

o ? Ti?\—'ﬁ L.»c (tna

|
{
{
|
|
LT R——_

TFP1

O =23 X=7 BTFPIOKunitzN A2 (K2) I2F AT 5,

®@ TFPIOKunitzN A1 (K1) ETE/FVIafE &K . K2EF X adfE &2 FLES NS,

® TFPIOHUEEEEA B ESNDZ LT, MIEHDOTE/FVllatf &K% N L7zF X aE i AMIEE, sER9 5,
@ VEMERLm IR 2 1 K- (b ey) AR AMEESN S,

(QFEMEEM T BHRAE
DTFPIZ® 530 X< T DES R
FH T TR BRI, 2 v A~ T R EE LI E Y —F o Ik b, h=I A YL TP ETFPIZ RN, ff AR
EEFHILTZ, ZOFER, VX, D=I AV R OERTFPUCR B30 v A~ T OFEE B3 (Kp) OEIZZEE1.0.04,
0.06 % 180.22 nmol/L Cdro7z, IHIT, DA TEE (k) K OFRBEE L (ko) OEIX BN R CRIFREE ThoTz, ZORERI D,
Eh, DY RO LOTEPI K2EANZRBWT, a3 A7 O h—F IR ESNT T I/ BEREN T RTEL THIZE
DIRENTZ,

BABEHWED TFPI 2T 3BTV ARTDES

TFPI DETEH kM X s fRBEEEL ke 57 #E A EEL Kp (nmol/L)
th 1.7 X 108 6.3 X 107 0.04
A=J AP 4.2 X 10° 2.3 X 10 0.06
S 1.3 X 10° 2.8 X 10! 0.22

2)In vitro TFPIRFN{EFR"?
FgEilz 7 (TFPL, FXa, FVlIla/TF/FXa) . PNEGHINE ., Mg M V& E V2T %2 D in vitroshBRIZEB W T, v A<
ZIITFPIZ LTz, ECsfEIX FROEBV TH T,
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SRER A ECs0 (nmol/L)?
TFPI |2&5 FXa {GPEREIEH O F1Fn 0.8
(n=1, RKAEHIE)
TFPI (2% FXa A kB EVEH o g fn 1.1
(n=1, RKAEHIE)
W EZHIEA > TFPI 12k % FXa AR FLE/E R O F1 (n=3) <0.5
Acticrome TFPI® {EM:T o2 A2 BT A MEH FXa 42D e AN (n=4) 6 =1
FR T aba vV (dPT) 7o A28 5 dPT O (n=3)
TEH e M E 0.56 = 0.01
ER FVILK HE i 4% 0.62 = 0.20
B =T A 0.41 % 0.09
ARSIk 0.49 + 0.02
PUAICIZV ML AN A K OMLARR B DR EZ B SE e MEMLICBITS
ra IR F AN F7 40— (TEG) (n=4)"
TR R - A9 A AR I 0.43 = 0.14
TR R - i AC9% B AR R 0.44 = 0.13
e M AR TR E L - i AR A ALl 7% 2.2 £0.7
B AR RGR S« 1 &% B Ui i 2.6 £0.9
PURIZED MR A BROIRRBZFRSET-D =7 APV BT D TEG (n=4)"
VadraLsA| 0.38 % 0.09
e i AR T i 0.54 = 0.26

© PR REEF S, * TEG BB Tl iR I E S EA R H L7z, T ECs OIS EIT~~ )y MHIEIZLD i

B EEL 2 (A2 LI E L,

IMARAR VM RFBEEMIFR AL =/ vitro FOVE AR EERD

FEIE M ARARE (FVIA e X — %A 95661 K OVRA LW 9B K OVESE M ARB A (FIXA b X —2 1 F L7
W3 BT MR IAEZFARIL . TR R M B AR BRZ FEhE LT, ZOFER, 22 v X~714, 10 nmol/LLA_EDjE
ETharEror— 7l Rk OB AR E (BETP) N7 T h—ICEEL , R IR L FL -~V ECHINSY 72, BiE
M ARABE & HEE ML AR T & O ARARE MAEIZ BT APV e e 2 — O IEIFAE T EAFFE FORITC, Rl

rr BRI IADR TR IV o T,

DA EERMERAY Y XTOM EREMETIVIZEITSEIRRNIR 5B D in vivolll & 5 E{R E4E A2
<D AHERFVII mAb [(2000~3000 74 ¥ ¥ 2&Z Hi{7 (RBU/kg) ) & W CE RSB ATRAY V-0 N E R HET

JAZHL, A v X~ 7 2 LR YINATIZ4 mg/kegbh LD 8T, GINr#R557121 mg/kebh LD B THARNE G- LIz &,

H il FEOH B2 RO LT, T IR 15 30023 v A~T7 %2 mg/kg®D A THR G- L-EXI2i, Bz
ST DERITERO B2 o7, W HOREIZEB W TH EZBRWIE A2 i M ER DA B B GITERO Hiien »T-, Zib
DFERMNS, RET VA v A~ T BB E R SOOI EZ IR G 58, MREERETE MER A5, L/ MRICx9 5

ROBITTE AL T AN ENTRENT,

MASEODRBAY Y EOM EREMETIVIZE TR0 X< T O ik EE &R

RBR Be 5 TAVEAT %R B 55 AR AR
IgG #& 5 &
EBr 1| HILBEAA 35 43R 4 mg/kg 1,2,4,8mg/kg | 4 KO8 mg/kg DT, TAVFAT %R
(n=10) (n=8) 1gG (4 mg/kg) LB L CH BB 23558

LT, WTNOBEIZRB W THL BRI R
(=45 43755 60 43 £ C) I/ IMEER DA 57
REAIZIZEAE T EGED B>
72
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BV Be 5. TAIEAT 5 R Behg PRI
IgG & 5-&
F2BR 2 1 mg/kg 0.125; 0.188, H I B2 BAR AN Lz, L, &
(n=12) 0.25, 0.38, 0.5, 1 | HHEIZIBITHIEMIZ. TAYZAT %R 1gG
mg/kg (1 mg/kg) ELLESL THEZEITRO LI
(n=6 or 8) STz WTNOFIZRBWTHEBRIARM 3 (-
45 43035 60 43 £ C) I/ IMRER DR 730
ZALITIFEAE T EGRO BT,
R 3 Hi M BR4E 5 4374 2 mg/kg 2 mg/kg TAIEZAT X 1gG LU TREFHFAIIZ
(n=8) (n=8) HE2HMEOED RED LN, W
DRIV TH BRI R MR E D B
DPREALITIZEAE T 2GRO BN
277,
B 4 4 mg/kg 0.5,1,2, 4 1.2 X4 mg/kg DHET, TAVZAT %
(n=9) mg/kg FR 1gG EHel U CHERH I B e i &
(n=7 or 8) DD BFRHHINT, WTHDOFEZIBNT
b EBRHI F Izl MR EL DO B B2 28 i
1FEAE TSRO LN T,
FEER 5 HH I BR 44 2 mg/kg 2 mg/kg HiIM B2t 2 E RIS Hivied -T2,
15 X% 30 453 (n=8) (n=8)

SIAZEMARBAYHEOMEEHMETILIZCE TR TRSED M vive INiKRE{REER"?
HEPE =2 ——F RART A ME (NZW) 733 (n=8) 1, J\ R H i BAAARIT455712, U AHTERFVIL mAb (2000 RBU/kg) &
JAWTHUR I AR AZ FIES W7, T\ Rz 1 B AB BT 24 B ZHER ST A Y Z A 7 % HRIgG (10 mg/kg) Xid=io o X
~7 (10 mg/kg) 2R FH5-Liz, I LR HM#%605ETOHMEEZRE L, TOFRER, 2L v A7 BT, T4
AT xR G L U C i S 23 G BIRAD Liz, WO R IWTh BRI R iz i/ M B O B B2 72 248
{BIRIFEA L T BB LN -T2,

6)EMRFIH X OREEEEEEIRtY AV M ETIVIZE T2 BT M4e Tz BN &I £ 12
AR R IREE IS X R AT AR TR AR 2 L= R AR T (n=6~8) (2 v A~ 7 (2 mg/ke) ZERIRINZE G- LT=&
(2, MLRSEEE R OBMETE M L& MIRUEE A~ — I — DO LN FEINDDMFT LT, ZOFER, 227X ~<7 (2 mg/kg,
AR 5 1 XML B [ R O AMEIE AL 2 LA B E LD -T2, BB OBRE T T Th-o7-, REAm FkE s A
VREANERINSIEFEL IR, IV RE R BT IR SE RSN, ZORPTMARTERKIL, 2 v A~ 7 B 5% ICHFXaiEr:
EHTHIES T B~ (LMHW) 24 5952 LTl s -,
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EEVYXICETEBAMERAICH T HLMHWEE T XEFEFE T TOIAL L XY T (FIRNIZE) DIEFA

p< 0.001

—

§

Average clot wet weight (mg)

2

10+ "
0~ EER sk - ckaodokodok
L LI L
concizumab concizumab
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RVI-6 OV ARTDBREEICHITIEEENHE —T+L AN OV QYL X TG & 0.20 mg/ke)

Test Reference
. . . o
Covariate category category Relative exposure Ratio [90% ClI]
44 kg —eo—| 0.56 [0.47:0.68]
Body weight 75 kg
107 kg ——e——{ 1.84[1.38:2.70]
Age Adolescents Adults —e— 0.75[0.61;0.95]
Race Asian White I—o:—{ 0.98 [0.79;1.23]
1
HB —e—— | 0.72[0.61;0.89]
HA with inhibitors | 0.81[0.69;0.99]
Population HA
HB with inhibitors I | 0.81[0.65;1.02]
1
Healthy } ® | 1.33[0.88;2.52]
Ethnicity Hispanic or Latino Not Hispanic or Latino } ql { 0.98 [0.72;1.45]
I 1 1 1
0.50 0.80 1.25 3.10

Notes: Data is expressed as steady—state average concizumab concentrations (C,) following administration of 0.20 mg/kg relative to the
reference subject profile, based on the full population PK model. The reference subject profile was non—Hispanic or Latino, White, adult
male (>18 years), with a body weight of 75 kg. The points and bars (the column on the right) show point estimates (based on the maximum
likelihood estimates) and 90% confidence intervals based on SIR relative to the reference subject. The reference body weight of 75 kg
corresponds to the approximate median in the population. Body weight test categories (44 and 107 kg) represent the 5% and 95%
percentiles, respectively in the data set. Vertical dotted lines indicate the [0.80;1.25]-limits.

Abbreviations: HA: Haemophilia A, HB: Haemophilia B.

4. IRIR
A ERRL
5 9
(1) i — R B8 P9 @l 14
AR L
()% — R BEEA P @ E 1%
RS L
@FLT~DIBITHE
AR L

(DBER~ DT
U ER R L

(62 DIOBBADBTHE
LB L

O MIEEEHEE
LR L

6. L3
(BB AL R U R R IR
AR L
QORHI-FAE5IT2ER(CYPE) DL FE. F5E
U EE R L

@HWEEBNRNDEERVZODEE
UEE R L

33



ORBDOFEORERUEL L, FELE
LR L

7. e
MY ERe L

8. FSURR—E—IZRET B 1EHR
g R R L

9. BAFICLBREE
AR L

10. BEOBREET SBE
(VB EHEAE -5 HENIE
gk L

(R AR E AR (<51 SE YT
gk L

(BB (=52 EWEE
M TR L

11. 20t
3 T



VI. 22 (ERALOEESF)ICEISEB

ERNBEZFNDER

1, &

1.1 AFDOBKRBRICBVWTCEELGMREREEROREENEHFIRHON TS, BIRET 7 (21TLY. MiEER
HEENEOLNIGEICIEARBIOEREERIEL, BYELEEFITICE, £ BFITHL. MEEREEROKIEOE
RIZDWTHHERBAT ST E,[8.1.83.1,9.1.2, 11.1.2 SHE]

(fiFa)

BE R FRBR BT AAI RG-S 2 AR S T ARFI LR IR BR S

(2R Z p ”

RIS TE CERWEE R MARTERSEN 3 51 5 14
WX (e Z — IR A A 2 HIINNT415-4307 35k 2), A b Z— A AN B 1 HI(NN7415-4311 35
) 202341 A 3 B,

AFNOBEGIZBRL T, WIEM AT AR (EEEEE T R OHERE T OBIMOY A7/ IMEEE L L TIERESN TWODE
M) &R DL (XL 2. ZOMOBEEEH | OESH)

1.2 RFFZMEFAERIC TGS - BEREZFODEMDLE, BABKICH A XICTE2EREEATIRERIRTHIE
[8.1.9.1.2, 11.1.2 B8]
(fiFa) \

A IEIR A 53 70 Jnad - REBR A R SRR OB & T AFIOE N E Y L HB SN DIEGNZ SN T OB GENDHTENE
AR LB THHIENBRELI,

1.3 AF DR EFBICEIL. BERXIIZORKEICRRIEZ T
(FFR)

SEAL. REZ/LTAHZERE5TH L,
AN L D10 WRE BIAA T DRI
BHIORETHIL,

TRERLZOFIRIZH LT, TRINDEIEH LK I ORGSZOWCHAL ., FE%
. BRHABETOER

2. BE(ROBHEICITH/RELAGNIE)
21:%1 DRSS UIBBUE DB R DS 5
(figEn)
ARHN DS

A UBBIEDEBEE R D55 BB (CAF 2 5. L= 54, BERIBEUER NI T LT REMENE 26N 57
O, BEEBTLIVNERSD, (V. 2. DAVMEACEERDDESERVHMAF] OHESH)
R IINRICEET 5TELTDER

V. 4. ZRESUTRITBIE S DR OHSIR

 RERUVAEZICEHET HIEETNER
V. 4. RZERUVAEICEES HEE I 0HSM
 BEGERMIEEZDER
8. EEQEALMIE
8.1 ERIRFBRIZISUNT, MR ZERRAE 3R

LHHNTNWD, MARTERMEERNHHDONDLZENHHDT, MARTERMEFEG ORE
FIERR T O F BAEEICHER L LT AFIOREEBIGT DL, F2. BE
SLIERIZONTHoRHL, L FOFEHEOER O HEML
9.1.2. 11.1.2&:M]

23U, AR ZERE M SR Ik i
WCOWTCHRE G- L e G 2T, [1.1, 1.2,

(fi##t)

M. Z2EANBEFOER | OESR

B ~OBIN Y 7> TiE, BE T OBMOVAZ F/MEEEIE L CTER LB 22 ROZE(TX . 2. ZDHOREE
EHIOEEZM]),

8.2 JEMEMU S VILIA 1 B D452 G-I AHI B 5- B AR 1 205 F AT E TLS IEHER 7 m b m e B A AR (L N LI B8 ) IR 1 Bk
HEIEI{%

7
A B A) BRI R OV ISR N A R U 151 275 X IR 7 NG 1A b 385 VILER] 1~ B D ¢ - XA A P 5 B s A8 IRe [T i =8
WZHIET22E, #?ﬁi%ﬁ*";‘@ﬁ”@%VﬂII?iﬁzﬁ'&O%D(I%%ﬁ'@mﬂﬁéﬁtﬁ&%&i\ AH 5B AR 24RF I RTE T
Efjit*fé & PR S DM ORIRNNSLARF A~ Z BHGE I
z&,
(AR

I, GPRR 2T O R ORI 2 E BT D
%%ﬁ'®#?&%ﬁ%%l?§p\ P 5 BAAGRT O RFIH 253 LTzo AH OB BUER TH[RIEROIF ] 25%

iéiﬁ/\

L. ZeMOBAITERD
Eﬂiﬁ?ﬁ)oﬁo E7- L R ORMRIEIROME B INL TOAZEND, IR Y, %@ﬂﬁ@%ﬁl SHARH )RR
I, U AT O AN O A B BT 58,

35




55 VA - B3 K OV TX A - S 00 243001 L 2 >N, B B AR (B T OB DY 227 e/ MEIEEI LT
VERESNTWEEM) BB+ 22 8 (TXIL. 2. ZOMoRTEEE  DESHR) .,

8.3 ARAFEFITHMARAELIZHZEIX. L TORIZERETHIE,

8.3.1 BRSO HMIZHTL T, /A7) A Uk i BUA| (H MRS VIR 84K EER 7 ah o B A& R EUA iR
i AL U [ 25 X IR - T 1A b 35 VIR -S4 4)) | B8 VIR - 341 3338 IX R - AN XD IRIREATO W A 1T, &RSh
TWAHIRIEAEZ H 22 LT, IR G U T G- B0 5 I 252 L, G ahas v AR
BUANZ SN TIE, 2485 LA OB i B3R HE kg4 720 100 BN & EPRET A LN EL, £z, MKk E R IRE
RZFDOMOBET 22 W T IESICIVEE OREEAEREFEER T2, BEPROLNIIGEIIARF O 5%+
IEL, @EIRE AT THZE, [1.1, 11.1.258 1]

8.3.2 ARHIF G- HIT A /A i A FEVIR-T- 844 3B XA T A O OB > T B I 2L 237 AUk i
RIF, FEVILA - RIF SO XA - A O # 5 B0 5 RS2 SO0 U BE ITHEE T 524,

8.3.3 AN LD HIMEFEEEIT> CVOBHE A THOARIOHEZ AT LRI L,

8.3.4 HEDHMAEL-HEIL, AR HIMMER B ORISR AL D EMICHER T 528,

(fiF#n)

LV AR=T D in vitro KON ex vivo DERREE AWZERER Tt v A~T7 2 e A PV, rFIXELF), rFVIa
BUKI X% aPCC BAKIZ NN Z 2L 25, aPCC BA| LIV X~ 7 Zf I LTZ BRI A DI K572 B Tl 7 SEER VR CGRERE TTHE) 0
JEEITRD BN oTe, (TK. 1.()ZF DD EBHER | OTHS )

B K OV 2 D HH L OVRIR IS T- > T KGRI ik Al BB T AR A B A A 3~ & | LOARA O EERRER
TRELIEHAZT P ARIZESNTEY, BBRRBRICE W TLE OB SITRRO LI TR,

7ok RE B CIEZ2 W A B CRFRE IV TS MR EE E K1 B O 7&K R e A 5 Chd, R OB FE H a9 12t LT
BARRE/RDFTREVEN B2 DT, MHHE M OTRFITEREL | REHE T3/ A CRFRES AL TUD IR e [ K] 1 S A A ff
AT 5561, ETIMICELSRL, BEOFMEL OREEZZE L. LT, EREZRETDHIL,

B AFIOEMARERRRICB O TAWZHLTEYY —FOEEEOEHRITILL TDOLEBY ThH-7-,
BRFEDDHEEFE D H I :
1 : A BHEA DO E S i (BIER . o7 S— R AL MEMEEZ LED 22O Y HIIL) | RSIR E7= 135 T H i
BREE W B O LSO fE 2R I SR A T 5 28 D,

O
B BEE N, B MEIEE, ABNERS K OFEER NS O Hf, =0 = RA MEEREE O A HfL, ~E 7 ae AAEOZFH L ED
(3 g/dL ) Z 5 i

HEO H MII O ERIFBALICR AT DL DD,
ABea S S e —R
FTRTOLEMEE T HiLTeY —F

8.4 RFMALERGEITIE, MAT HIL LR BOIRHRI RS SEIAHR T D2 & RFMFRFOM AREIIRON
TNDT® | BHIERFRHIIAFNC LD P D LR EL, Zeds | N FRTRHIAHI O H BE2 42
MBTIRN,

(fEai)

RFMAMERG AT, AR H PSR B OIGHREBR S D EAN AR T D28, RFIRRFOMARBIIRO TH
D7 BHIIRFIRIIAFNC L DT TR T2 ZENEELLY,

oD BERE K 1 BAN L DIEHIT ARTOARAIO TR OIRE 1L, LLF 22 B, B ORARRER CH LY 2212 FE50
TEBNATIZ

% 3 FHERPRFRER (4307 FRBR&L O 4311 BBR) TiE, BRI KRB EATIRNIE, RAIOIEREIRIET 52T
Too BRONTRRBRICH D& KRPAM DD 7 4 BRNIIAFIZ IR IETHZ 25T D,

LoD E E K1~ BIHKNZ LA IEFEI ARTO ARSI OVEFE W - R IEHIRIZ OV TiE, 7 — 22720 2D RO HESE X TE 720
N, 2V R~ MEHF IR (Chougn) DEATELNT 1 B 5 RAVEENBIK T LIS | #EELEZ 7 [0 5 5%
FEHIBRVMEETIR T2 E 2605, £, KFIZH G LIZBED 91.2%K% T 97.8%)%, TN E N L7 4 Mo 55
NE O T [BlOF 550 CTHAEF PR E (Coroun) 23 200 ng/mlL K &725, E7z. in vitro LY ex vivo \Z31F 2 EWEAH BLAE
FHERBR I, ASHI &6 [ K+ BIK (rFVIla, o/ 2 FVI X3 FIX) HAVEEMR T o ko v EA K (aPCC) Sl
DRI, BEAR A BEE 92 S REHE B AR O JRIBEITZRD HIL TR,

INFEHRIZOWT, BERRBR CIIARANC LD TR ek 5L LTz,

4307 FREROKRFEHIFENT D cut—off THX, A EE X —ZARALARWIANR A B3 9 HIZ 13 tho/ N FifipdESh, 1ot
B —E R LW IAE B B 10 BlC 12 R /MRS Sz, 4311 3RO 56 #H D cut-off TIE, 11 FllZiW\T
14 tEO/NFIR B ER ST, B2 2T Thi, FIRICEELZH oY — RO B EET 2R D 22Tz,

36




85 AK|DH CIEHICHI-->TE U TOEICEETHE,

o BEIBICOWTHORBEEIEEELI-0L, BHE B OMEEICE S TEXAIEEEER L LT, EMOEHAEED
TCEMmTHILE,

o HBFIHL. 2 TOREBORELEF TR OV THERER KT 528,

o IREN TR EE LT SO BB IS T,

o BEUIFOFRITHL, HEERZ IS OBENRDSI-H AL, H0NZE R~ A Lo fiE 4
Lz,

(i)

B OESFICB T2 EAREEFHEL CREL, AAIZBENH CEHTDIhl> T, BENE CEN TEE+55
[CHEREL ., T DZENUETHD,

Fo. B EERETISE R BE ORI DI — W > Tl NI B RES N 59 fa8 3028,
ERBE A 5570 £ sl LT B B 2 T 5o JOFRE 524,

6. RENERERIHEEICHI IR
(WEHE-BREEFOHLEE
9. HFENEREZHILBEHICEHTIER
9.1 BHHE-BIEEZFEDNHLHESE
9.1.1 MABRFNBREICHRBELTOSIREICHLEE
FERRIR F RN IEBLL TOVDIREE CEITL72 7 7 — AR AR s, DAL IRUIE | RAESR HESS) Tl AR G-I
0 i e FEAR N G S AR 1M A PN BEEE A (DIC) DY A 73 i £5 ATRENED B D,
(i)
AFNBE AT I ke ZEAR MRS G SO TR R LA N EEREE A (DIC) DAY DSR2 FTREMED DD b, MBI 5
LMEN DD,
Ay A= T O MR EE AR F ORI FE B BIN DN EDMIT OV TR LT — X370,

912 MIEERHEROMERIIERAFEETHESE

BE EOF RS ERMEE BB T8, [1.1, 1.2, 8.1, 11.1.2 BJ#&]
(figz)
M. Z2ERNBEZOER | OHEBH

QBEHEEERE
BESIUTU R

QFF el B E
RESILTURW

DETEREEH T 5E

94 XNEREEHTHE
UENR FTREZR 2 MRS, ARFIBE 59 R O 5846 T 1% 7 8 R B 72 k2 VWD SO E 452 8,

(fF350)
ARHNDOZRERE~D BT, I =T AV V% e 26 W HE B G- TR IR W CRHMML , ZEFERRE ~OR B IR0
BN 0Tz, —J7  ARF O 22 3RFE IS KA AR I LV EE DB AR H D T8 Lsh | RFN O YA (11 - IR 12
KOHAIR) ~OEEL  IEE28WE AWl A2 ST REELHIM L, A5 A BRI EZ L2 h -7,
ARANIEER S TEMEOSEMENEIZ LD BEE ST 572 | SV S 28 B E T LI AR D FREERHY . B OHD
IR O SEME O H AR EETHL N, BIFARERRBRICBW T, 5K TR 7T B oOZet7r0—7 v 7 %%
L, MEEDRNWZ LD MR CET-Z D, 7T M ERE LT,

(5)1E b
95 1FiE
Bl X TEEIRL T B ATRENVED B2 2o I IR _ EOF IRMENERIES LR AL ESNAG A IO R ZE G35
L, AR A EMERBRIT I ML TRV, — RIS, BN 1gG TR A IR A2 N b TVNA,
(fig#)
AFN DA G A FERBRIZFER L TRL T, ER, BRI AERA~OEERNRHTHLEND, 1R EOFIEMENE
WetE% E[E B LIS NAGEAICOALEETHE,

37



(CisERT
9.6 EELim
TRIE OB REL OFAREOR ML B EL ., RO UL L2 RFTT 528, AFIOENLA F~DOBATH
WZOWTUIRBTHDY, —RIZEDN [gG IFRFLIZ WSO ENFHIL TV D,
(f350)
AENZ BT DI BT T DIER AR AR, 725 NCENCOIHBIT R OO EL A O R ~D BN BT 2 Mahd3E
T L TR,

(MNINRZ
9.7 /IMNR
12 MR D/ NS 2 G L U= BRI T/ L T,
(fi)
12 3L O BE~DEEIZHOWTIL, V. 3. BERUAEIDOESM
8= E
9.8 S
BEOREEBIERLRADEEICR 59528, —RIEFENME FLTWA,
(fg#)

— I i IR RE M VB R BESE D A B RE ML T L CWDZEN L EI L ORIER N RILR09 <A 02 Em
b ELT,

. MEEH
WHREREZDOER
BRESN TV

QBAZEELZDER
RESILTURW

. BlfEA

1. &l{EA
ROBHWERDRHEDONLZENRHLD T, BEEE T 2TV, BEDPRBOONHE IR G2 1357 L@yl
BEEITHIZL,

MEXGEIEREMEAAEK
1.1 EXAGEMERA
1111 2399, 7FHI245F o —(WFhEEETRH)
TORE, RH VRIS LA, WS, R ESEOERRO DN iT 54 kL, Y7 uE 2175
N
(figa)
&R IR k9 BIRBUE SOS I, BRSO DAEMEENTIOREEDOLDOET, xR T LA — R b a7
TZENDD, FERRER (5 3B NN7415-41597, NN7415-4310*, NN7415-4255°, NN7415-4311", NN7415-43072) [T 361>
T YavZ, TFI747F% 0 —FTHRESN TRV (2023 4£ 1 H 3 BETE) 23, hoZo ~_o78I L BRI, AFNCB O TS
FHHT DA REMEN DD ENLRE LT,

11.1.2 MAEERHEER (1.1%)
BEE 01T, AR EREFERNEDONALEIIIAR O G4 (E L, @Y AEZ1TI28, [1.1, 1.2,
8.1.8.3.1, 9.1.2 ]

(fiFsn)

M. ZBHEREEZOER  OHEESR

38



(2) Z DD EIEA
11.2 ZOHoEIER

5Lk b 1%~ B% A il %A
SR B
B 35 & OV B2 Lk Bt Py

==

— i B EER IO | EHEALRON (ESEALALEE, 1
AR S ERALZEIRRSS | L2 S ERAZ AEE
LRSS OFEIRR LS EAL AT H
i, FEERFRALIRES K OTESHERAL
P 5E) (16.2%)

IR R A Fukar e TI7 AR 12 B HHEB IR (DY A~ —
. DX A~ —H ) a0 A=1N=N s
AR -20H800)
(fgas)

HARADBSINUT=AFIOHE 111 ARFRBR A (NN7415-4307 78R 2 (BEEAIFRNT O cut—off f5 5) K& OV NN7415-4311 55k !
(CEERATOFEF) 2BV T 1%L ECRBLUZEWER (FRRRlfERME B2 MR) XUT 1% Km0 T CThoH
CCDSHZFL# OB LRITEA 2 FEBUEERNC3EL  RELT,

MARAE , JEN, g RRYWIE | ST MR B ONFIR BB 72 & Ok 2 7R BB 2. € Bt RS TPz L > T D-
KA —JREDOBEINAFRDOENDZENH LN, BRRBRICTRESNZT7 47V DI A~ — KO ahar e 777 Ak
120 E Lo S <7 Ol H i E O RNIZIE OB BER 2 B . AHKI D 1k 1 3) B A TRe L CU Vs,

TATV I T T b e K QNI IMRIZEERE 2O H D EITRD LR T,

THRMESBVEME 1T 4 BIOWMENHY, ETRICERERENDTE 72, 4 I3 T7 47V D Ff~— KT abar v o757 %
Vh 12 OB ERLTEY, ZNHEFELD TIRRHESREMROMIE | LU THE ST, LnURnh, BEE/ ST A—2D
M B U7 R R A U 1T RB O DAL o7z

* CCDS (CompanyCoreDataSheet : {23 1T — & —8) : K EOURA SCEZER T BRI EHELL QOB F R CETHD, AT O
TEMEEREER, FHIL B OE BB BENDIDNCBERSEGETEND,

& E[S 4 F 5 M ABBE PR SR ER (NNT7415-4311 SHER R UF NN7415-4307 ) [CTHRESN-BIERSEE —&

=g | =
Exhatl! MedDRA: Version 25.0

FRERE Bil5K BIIYE RS ELE BlE BIlVE A FEUER = (%) BIVEFR DRBLHH
278 80 28.8 194
iﬁ%ﬁﬁﬁ B (%) 5
— - A B BEE R L OB G AT Ok 45 (16.2) 80
TS ALEE 15 (5.4) 26
BESTERAL s 8 (2.9) 10
TSR 1 6 (2.2) 8
HESHEBATE DRI 5 (1.8) 6
FESHEAL P H i 4(1.4) 8
e o a2 3(1.1) 7
HESTEBAT RIS 3(1.1) 7
TESHEAE T 3(1.1) 3
TS ERR 2(0.7) 2
TSR HA 1. 1(0.4) 1
e SRR 1(0.4) 1
TSR RE £i 1(0.4) 1
HEYZR 27 (9.7) 55
TA4T7 VDA~ —HE 16 (5.8) 22
Taka v 7 I AR - 280 15 (5.4) 22
FRAHE SRR 4 (1.4) 4
TANGR AT I N AT =T — B 1(0.4) 1

39



. H 7 VB UIRAT 72 —B N 1(0.4) 1
MA7 47V 57 1(0.4) 1
C— RIS | 100.4) 1
JmER L5 1(0.4) 1
PA=IN=NA=% %yl 1(0.4) 1
THTANT T REF-FUR N 1(0.4) 1
R B O TRk 5 (1.8) 8
EHFESE 3(1.1) 5
7 he—PERJE %% 1(0.4) 1
FLBE 1(0.4) 1
JPHRLEE 1(0.4) 1
TR R P 4(1.4) 20
Jv R 1(0.4) 12
AR A4S A5 1(0.4) 4
Ak 1(0.4) 1
PR E 1(0.4) 1
FEWED F 100.4) 1
SR 1(0.4) 1
AP 4 (1.4) 5
JERE PN HH afi 2(0.7) 2
i 1(0.4) 1
M- ifn. 1(0.4) 1
ALF 1(0.4) 1
BB SR 38 LUV A FEL Rk e 3(1.1) 7
FA i 2 (0.7) 5
B RS A 1(0.4) 1
BV HEE 1(0.4) 1
MR LNV R E 3 (1.1) 3
it ERIBUD E 2 (0.7) 2
i PR BR A IDAE 1(0.4) 1
(R 3 (1.1) 3
FSY LN E S 1(0.4) 1
9o M D E 1(0.4) 1
SR 1(0.4) 1
BE, PHEBIOULE S OHE 3(1.1) 3
Pets 1(0.4) 1
MBS 1(0.4) 1
=5 1(0.4) 1
k=gl 2(0.7) 3
TR R LA SE 1(0.4) 1
& I 1(0.4) 1
FAEMEE R AR S 1(0.4) 1
Gy SR 2 (0.7) 2
W AEUE 2(0.7) 2
HRB IOk KRS 1(0.4) 1
Hig 1(0.4) 1
AR PR 1(0.4) 1
SRR ENESI2Y] 1(0.4) 1
B 3 ROVR B P 1(0.4) 1
(EgriEs 1(0.4) 1

40




SN T PSRN T = s 1(0.4) 1
i ZEARIE 1(0.4) 1
T (4307 FRBR (BRFERIARENT O Cut-Off 5 ) ¢, 4311 3Bk (EEMATORER) T )

9. lERBRERRICRIFTHE

12. RRRERBRICREIZE
AHFAE T T, 7 rhr B RIS S EEEEIC LY FVITEMEDS @ <HlES D,

(figE )

FVIIE % FVIEERE — BB CRIE L2 A, 2 v A< T f/E T T PO RN ED EABFRObE, ZOWEIL, TF O
WINCRtAE NG, ZHUZEY, TE/FVlla EARBER S, FX % FXa IZIEHELL . SR RICE S, 2D FXa
WM SE IS AFLET D TRPLIZ LA ESRZ T3\, 22 v X712k TFPI SHESNA L 2V R~ T BEIELRNOER
BREEEL T, MR ORI FXa IEMEIC L > TR RS b S, Zakar BRI B A 5.2 5,

10. BEKRS
RESN TN

1. BRALDEE

14 BRLDEE

141 FEFZREROEFE

1411 ARFNIMEAE~BER DT ~EDNTE S T2 THY | 4B OWRL T3 OHINDZENH D, KRB E AL TS

Ba i, AFIEFEH LN S,

(fiFsn)
V. 1. Q&EFOHNERUHERIOESR
ARENZHBEHOZ NI —FFNCRD DNDIENH DM, ZORL I3 VAT DX TENSDL D TH
D, ARFIOTE ., 0 BEMESCABIEAZROMERICE BT N B 25, 72721, SIROEAEBOT-HAITIIEHAL
A AN

14.1.2 AFE A BRI RS B EDOIE RHIRIR NS O AR BEDBO SN AR, FrLVEFEHI IR 2 5% DO ALE
TiiEa BE T RET 2L,
(gt
KA ETOLFF R, T — RN DFRD NG AT HTLWERFHIIRVE A DT L,

142 ERIBREBROEER
1421 B58E
AFNL, JIS T 3226-2 |ZHEHLL 7= 32G -4 mmdD> A BUBL VRS &5 FHWCTER T 528, ARFNIE A BB ES 60
AMOWEBE N =— RV T TATIT>TCND, $ORESH 4 mz 25 A RIS TS24 12840t
AR BE DME 325513, A PTER ZREHT 5720 OALE (& Z D EA TR TR 95728) 24584528,
(i)
AFNTH FHREGORFITHY, RN NTERZE Teth o 585 COF M V2 E2MIIREIL T,

1422 558
HEER ST KBRSz TS T 228, NPT ERIZEE 528, BEDERZFAL, HE | FEAR XUTEREDFED S
NDENLH DWNTIFL SRR HHINLITITIR G- LI,

(Fat)

BB SRR IZ R TR 3528,

] — & BT~ ORI AR GAZ XD | TERH ARG F ORI OB ZNDHL1-0 | IS T BRI L HE 5L,
AR MARRRER CRE SNV AZ LV ALEEDIE B 2B B ITRELI,

41



1423 ZDih

(1) AENCEEEMFTRL 2N L,

Q) AANTRFNZTLIZ 1 NOBENMERAL, HEOBRELILF LN L,
(3) MDEIFLREALIRNIE,

(fi#3)

(DARFNFRIEE T L 722 L,

QVEHBFICH — N o PN MR E DT HZEN DD, TGOV AT ZEE L, | RORAIEELOBETHEHALRND
&,

QYARFN LM DIRFNZARE LN e, OFEFILDIR ALY B3 o fiEdsBEhnH5,

143 EF|IRE5EHDEE
14.3.1 {5 BAAEE 1T TR JE TR (30°CLLT) TIREL ., 4 BMUNITER T 528,
(fiR0)

L EMRBRORE RICEKSEHRELL,

14.32 {5, Y IR IE D7 S 2T 7 S RE T, R OBRITERIES 2 EIETLL,

(iR

WS OB ITEETER S 2 FEREL T LWIERN S S OE RN T D2,

S AFNIEE LT FEOREET, L LUIRE LG I — N o P NOIRIEIH YRR G O JF K 722 R REMED
BB, Fo, RN OIRNDBZENNRHD,

R E OB HEE I IDEOBENME T L, B2 EIZLDAEHEDOETRIZID, JHADJRK E72 DL B3HD,

12. ZOMDEE

(MERREAICEDER
15. ZOHDEE
15.1 EEEREAICEDIER
1511 ARANCLAIREEIARM (4159 305k 11 # R, 4255 38R & O 4310 35k (76 LA E) | 4311 35k (56 MRALLE) |
4307 #0556 WLL_E) I RANLAIRE A 51T 72 320 il 71 411 (22.2%) THL VA~ T FUROIERTBO LI,
D> 18 4511 (5.6%) T in vitro FFIFLAL L AT HURNBEIE T o7, in vitro FRIFIaL VA< THUEBI AL 1 FiliC
BT, 7 TRPI I N _R—RT A EE TR T2,
(fi#7n)
DA TOTRIFIELFIRRIC . RFNK T2 IIEMPUE D EA L, BRI MR 2% KT T /B R $ D,
NN7415-4310 3Bk 1236V NT in vitro FRIgLa L T A<= 7 HUEDFEAE LT | HITCIE, 58 TEPL IR BN —AT A AEET
RoTzhs, i S5 — (A~ h o HBUEEE & N BLERER]) OB B2 BALIEERD BILR DT,
LU, BB CHEEEIC T RER RO B TWAZE, £, AFIDEERRERIZIRSILTOAZ LMD, Hilkds
EIZONWTE, EELRKETHD,

15.1.2 08 B 708 A5 & A HK 2 OF A U= B D22 2 e OV S TfESL L TR,

(i)
SR TEAE AR B EAHN & LT BRI 3720

(2)IEREPRERER I E D<IER
BRESITUVZRW

42



X. JFEREREBRICRY 9 R A

1. EEHER

(NEXN B ER
VI EMNEFEIBICET HIEE | OEBMH
Q)R &R
. . ] Bh & - .
AERIR R . . AR R
ABRIE H EWRE/ R & | B/ R ¥ AR T AR A
o Ak~ a3 A< 7 [ XFciE T4E
sem AN TR I NFe R A R 1T i
Gt A
(F& E._tré) P N/A N/A N/A AL b G 5113
e SRS,
v ERPBMCHI kD R TFPI % 3 flﬂ H@ BT D
AD((_:CE?ETE TFPIZE BLFE R N/A N/A 0.64 ng/mL~250 | ADCC#EEEIT RE R -
i viero Hf ug/mL 7
R ~ORE A e TFPI-2> v XA~ 7 A& RIT
(in vitro) HoRTE N/A N/A N/A ERCAIZHES L o T,
ko B2k o
i~ i P Eﬁ%}?&iﬁﬁj 0;’\?;
Y AN\ N7 Ao ~ N
LCNER BRI ML | N/A N/A 6pa/mLB00 | bR AL A
(in vitro) pg/mL -
AN s T B (PO N
R/ ) pege | LT Gniey | EF ST@J& CIEBIE) 1P
DB/ . s KRN i - 200 | % LA F (LE
RO/ - 1338 g i/ &macc) DRI
R R T b A G 818 Mot
1)
AR/ o/ ke T 0. 2'5/‘1{1‘ v RIEXIEECC~ DA
M R H=sAPN | &3~5 | 52 a Eg 15) RdLRARNST,

N/A:FZ Y721, PBMC : KA i BAZ AR . ADCC : FTIRR AT f A5

(3)% O ) 25 7 55t B 202122

G2 BECG: LK., C4: R4Sy

- v e | PEEHR wh & I
A BA TR Rt S ; N 790
ABRIE H R/ R | B/ RE o5 D Bk IR R
1000 nmol/LMDE TTFPID
TN 2IEFEFE DFEBENFR O B
;'\ /j 3 Y= ﬁ: .
Wﬁ%gﬁ@ ERBTARSER | N/A GUBRIE | oz
n m"o) (ECV3045i}) " oI/ HITEPL KunitzR A>3 (K3)
v HRICE AR LS 350
72
. rarRED 2V FEER e
> - 7
ApcgoﬁTa_& EI\HH(W%%HJT? S PR e J:éAPC@EE}Z&U\
o . 50, 250 pg/mL ATOMEERICEHEE KIE
(in vitro) (HUVECHf) SFppnot

43




B H R/ TR % | s/ R ﬁgﬁ;ﬁ gjﬁz BRI
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XI.8EZ8H
1. A ETORERKR

2025 4E 5 AW C, B F L A—ANTIT | AL A KE K OBINHEA S 34 DENCTRESIL, A—ARNT | ALA KAV K&
OKEIZ TR TEE TV D,

FKE QAT XE (USP) (2024512 8)
w2 Novo Nordisk Inc FEHEAR 20254
k74 Alhemo A HRFS | Alhemo® injection is a clear to slightly opalescent and colorless

to slightly yellow solution that may contain translucent to white

particles, available in the following presentations:

e 60 mg/1.5 mL (40 mg/mL) in a single—patient—use prefilled
pen

e 150 mg/1.5 mL (100 mg/mL) in a single-patient—use prefilled
pen

e 300 mg/3 mL (100 mg/mL) in a single—patient use—prefilled

pen
ZhHEEX 3% | 1 INDICATIONS AND USAGE
S Alhemo” is indicated for routine prophylaxis to prevent or reduce the frequency of bleeding episodes in adult

and pediatric patients 12 years of age and older with:

e hemophilia A (congenital factor VIII deficiency) with FVIII inhibitors
* hemophilia B (congenital factor IX deficiency) with FIX inhibitors
HEKOH | 2 DOSAGE AND ADMINISTRATION

=

H 2.1 Recommended Dosage

For subcutaneous use only.
Alhemo® should be administered once—daily. Avoid missed doses.
Recommended dosing regimen:
¢ Day 1: Loading dose of 1 mg/kg
e Day 2: Once—daily dose of 0.2 mg/kg until individualization of maintenance dose (see below)
<> 4 weeks after initiation of treatment: For dose optimization measure concizumab—mtci plasma
concentration by Concizumab Enzyme-Linked Immunosorbent Assay (ELISA) prior to
administration of next scheduled dose. An FDA-authorized test for the measurement of
concizumab—mtci concentration in plasma is not currently available.
¢ Once the concizumab—mtci concentration result is available, individualize the maintenance dose of
Alhemo® no later than 8 weeks after initiation of treatment, based on the following concizumab—mtci-
plasma concentrations:
<~ Less than 200 ng/mL: adjust to a once—daily dose of 0.25 mg/kg
< 200 to 4,000 ng/mL: continue once—daily dose of 0.2 mg/kg
<~ Greater than 4,000 ng/mL: adjust to a once—daily dose of 0.15 mg/kg
The calculated dose is rounded off to the nearest injectable dose as follows:
e 60 mg/1.5 mL (40 mg/mL) in increments of 0.4 mg (brown label)
e 150 mg/1.5 mL (100 mg/mL) in increments of 1 mg (gold label)
e 300 mg/3 mL (100 mg/mL) in increments of 1 mg (white label)
Additional measurements of concizumab—mtci plasma concentration should be taken at routine clinical
follow—ups provided the patient has been on the same maintenance dose for 8 weeks of treatment to ensure
steady—state plasma concentration. Maintenance of concizumab plasma concentration above 200 ng/mL is

important to decrease the risk of bleeding episodes. If concizumab—mtci plasma concentration remains below

200 ng/mL at two consecutive measurements, the benefits of continued Alhemo® treatment should be
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evaluated versus the potential risk of bleeding events, and alternative therapies if available should be

considered.

As Alhemo® is dosed by body weight (mg/kg), it is important to recalculate the dose when patients experience

body weight changes.

Missed Dose

Adherence to daily dosing of Alhemo® is important to maintain protection against bleeding. This is especially

important during the initial 4 weeks of treatment to ensure a correct maintenance dose is established.

Patients who miss a dose during the initial 4-week period should inform their healthcare professional and

resume once—daily dosing at the initial 0.2 mg/kg dose level.

Missed Doses Once the Maintenance Dose Has Been Established

The following dosing guidelines should apply ONLY when a patient has forgotten to or neglected to take

their once—daily maintenance dose:

¢ 1 missed dose: Resume once—daily treatment at the maintenance dose level

* 2 to 6 missed doses: Resume treatment with a double dose followed by once—daily treatment at the
maintenance dose level

e 7 or more missed doses: Physician should be contacted, and a new loading dose should be considered
[see Recommended Dosage (2.1)]

Management of Breakthrough Bleeds

No dose adjustment of Alhemo® is required in the case of breakthrough bleeds.

Management in the Perioperative Setting

No dose adjustment of Alhemo® is required in the case of minor surgeries.

As there is limited experience in the perioperative setting, it is generally recommended to pause Alhemo® at
least 4 days prior to major surgery. Alhemo® therapy can be resumed 10-14 days after surgery on the same
maintenance dose without a new loading dose, considering the overall clinical picture of the patient. If
necessary, consult a physician experienced in surgery of patients with bleeding disorders.

Immune Tolerance Induction

The safety and efficacy of concomitant use of Alhemo® in patients receiving ongoing Immune Tolerance
Induction (ITI), a desensitization strategy for the eradication of inhibitors, have not been established, and
no data are available. Careful assessment of the potential benefits and risks should be performed if

continuation or initiation of Alhemo® during ITI is considered.

2.2 Changing to Alhemo® from Other Hemostatic Products

¢ Discontinue treatment with rFVIla at least 12 hours before starting Alhemo®.

e Discontinue treatment with activated prothrombin complex concentrate (aPCC) at least 48 hours before
starting Alhemo®.

¢ Discontinue prophylactic use of standard half-life factor VIII (FVIII) or factor IX (FIX) at least 24 hours
before starting Alhemo®.

e When changing from other products to Alhemo®, the half-life of the previous product should be
considered.

Healthcare providers should discuss with patients receiving Alhemo® and/or their caregivers the dose and

schedule of bypassing agents or FVIII or FIX, if required, while receiving Alhemo® prophylaxis.

2.3 Instructions and Dosage Modification for Bypassing Agents for Breakthrough Bleeding

Treatment with all bypassing agents (e.g., rFVIla or aPCC) can be used for breakthrough bleeds, and the

dose and duration will depend on the location and severity of the bleed.

For mild and moderate bleeds that require additional treatment with bypassing agents (e.g., rEVIla or aPCC),

the lowest—approved dose and the dose interval in the approved product labeling is recommended. For
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aPCC, a maximum dose of 100 units/kg body weight within 24 hours is recommended.
For severe bleeds, follow the dosing instructions provided in the approved labeling for the specific product
based on clinical judgement.
2.4 Administration and Use Instructions
Treatment is intended for use under the guidance of a healthcare provider. Treatment should be initiated in
a non—bleeding state.
Alhemo® may be self-administered or administered by a caregiver after appropriate training and reading the
Instructions for Use, if a healthcare provider determines that is appropriate.
Administer Alhemo® by subcutaneous injection to the abdomen or thigh with rotation of injection site every
day. Subcutaneous injections should not be given in areas where the skin is tender, bruised, red or hard, or
areas where there are moles, scars, or stretch marks. Children and lean patients should be instructed to use
injection techniques that minimize risk of intramuscular injection, e.g. injecting into a pinched fold of skin.
Always use a new needle for each injection.
Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. Alhemo® is a clear to slightly opalescent and
colorless to slightly yellow solution that may contain translucent to white particles. Do not use if the solution
is discolored.
Each Alhemo® prefilled pen is for use by a single patient. An Alhemo® pen must not be shared between
patients, even if the needle is changed.
Alhemo® is recommended to be used with NovoFine® or NovoFine® Plus needles with a gauge of 32 and a
length of 4 mm. If needles longer than 4 mm are used, injection techniques that minimize the risk of
intramuscular injection should be used.

Instructions for delivering the dosage are provided in the Instructions for Use leaflet enclosed with

each Alhemo® single—patient—use prefilled pen.

ER M E S DRI CE (SPC) (202551 1)

2444 Novo Nordisk A/S FEFEAF 20254F
M5e4h Alhemo 15 mg/1.5 mL HIIEHES | Alhemo 15 mg/1.5 mL solution for injection in pre—filled pen
solution for injection in pre— One mL solution contains 10 mg concizumab.
filled pen Each pre—filled pen contains 15 mg of concizumab in 1.5 mL
Alhemo 60 mg/1.5 mL solution (10 mg/mL).
solution for injection in pre— Alhemo 60 mg/1.5 mL solution for injection in pre—filled pen
filled pen One mL solution contains 40 mg concizumab.
Alhemo 150 mg/1.5 mL Each pre—filled pen contains 60 mg of concizumab in 1.5 mL
solution for injection in pre— solution (40 mg/mL).
filled pen Alhemo 150 mg/1.5 mL solution for injection in pre—filled pen
Alhemo 300 mg/3 mL One mL solution contains 100 mg concizumab.
solution for injection in pre— Each pre—filled pen contains 150 mg of concizumab in 1.5 mL
filled pen solution (100 mg/mL).
Alhemo 300 mg/3 mL solution for injection in pre—filled pen
One mL solution contains 100 mg concizumab.
Each pre—filled pen contains 300 mg of concizumab in 3 mL
solution (100 mg/mL).
ZhHE 3% 4.1 Therapeutic indications
P Alhemo is indicated for routine prophylaxis of bleeding in patients with:

e haemophilia A (congenital factor VIII deficiency) with FVIII inhibitors and of 12 years of age or more.
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¢ haemophilia B (congenital factor IX deficiency) with FIX inhibitors and of 12 years of age or more.

MEXTH

4.2 Posology and method of administration
Treatment should be initiated under the supervision of a physician experienced in treatment of haemophilia
and/or bleeding disorders.
Posology
Treatment should be initiated in a non—bleeding state.
Treatment with rEVIIa should be discontinued at least 12 hours before starting concizumab therapy
and treatment with aPCC should be discontinued at least 48 hours before.
The recommended dosing regimen is
* Day 1: aloading dose of 1 mg/kg once.
* Day 2 and until individual maintenance dose setting (see below): once daily dosing of 0.20 mg/kg.
¢ 4 weeks after initiation of treatment: measurement of concizumab plasma concentrationprior to
administration of the next scheduled dose. The measurement must be performed using a validated in
vitro diagnostic test.
¢ When concizumab plasma concentration result is available: individual maintenance dose is set once

based on concizumab plasma concentration as indicated below in Table 1.

Table 1 Individual maintenance dose based on concizumab plasma concentration.

Concizumab plasma concentration Once daily dose Alhemo
<200 ng/mL 0.25 mg/kg
200—4000 ng/mL 0.20 mg/kg
>4000 ng/mL 0.15 mg/kg

Individual maintenance dose setting should be performed at the earliest convenience (after concizumab
plasma concentration result is available) and recommended no later than 8 weeks after initiation of
treatment. Additional concizumab plasma concentration measurement(s) can be taken after 8 weeks on the
same maintenance dose according to the patient’s medical condition. For example, this should be
considered if a patient experiences an increased bleeding frequency, a large change in body weight, has
missed doses before maintenance dose setting, or acquires a comorbidity, which can lead to an increase in

the overall thromboembolic risk.

Since concizumab is dosed per body weight (mg/kg), it is important to recalculate the dose (mg) when the

body weight changes.
Calculation of dose
The dose (in mg) is calculated as follows:

Patient body weight (kg) x dose (1, 0.15, 0.20 or 0.25 mg/kg) = total amount (mg) of concizumab to be

administered.

The dose is dialled at increments of

* 0.1 mg on the 15 mg/1.5 mL pre—filled pen (blue),

e 0.4 mg on the 60 mg/1.5 mL pre—filled pen (brown), and

* 1.0 mg on the 150 mg/1.5 mL and 300 mg/3 mL pre—filled pens (gold).

The calculated dose is rounded off to the nearest injectable dose on the pen. The physician or nurse must
assist the patient in rounding off and identifying the appropriate injectable dose on the pen. Ideally, patients
should be prescribed and use a pen that can deliver the required daily maintenance dose in one injection.

The nearest injectable dose can be identified by turning the scale drum on the pen or can be calculated as
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follows:

Divide total dose in mg by dose per increment.

Round off to nearest whole number.

Multiply by dose per increment.

Examples:

A patient’ s body weight of 42 kg, using a maintenance dose of 0.15 mg/kg.

Day 1 using a loading dose of 1 mg/kg:
* 42 kg x 1 mg/kg = 42 mg of concizumab.

Day 2 and until individual maintenance dose setting using a dose of 0.20 mg/kg:

* 42 kg x 0.20 mg/kg = 8.4 mg of concizumab.

Maintenance dose:

* 42 kg x 0.15 mg/kg = 6.3 mg of concizumab.

A patient is to receive 6.3 mg of concizumab with a 60 mg/1.5 mL pre—filled pen to provide the longest pen

duration (days) for this patient’s body weight.

To identify the nearest injectable dose:
* 6.3 mg divided by 0.4 mg/increment = 15.75 increments
e 15.75 increments are rounded off to 16 increments

* 16 multiplied by 0.4 mg/increment = 6.4 mg.

6.4 mg is a dose which can be dialled on the 60 mg/1.5 mL pre—filled pen and it is the injectable dose closest
to 6.3 mg.

A patient’ s body weight of 67 kg, using a maintenance dose of 0.20 mg/kg.

Day 1, using a loading dose of 1 mg/kg:
e 67 kg x 1 mg/kg = 67 mg of concizumab.

Day 2 and until individual maintenance dose setting using a dose of 0.20 mg/kg:

* 67 kg x 0.20 mg/kg = 13.4 mg of concizumab

Maintenance dose:

* 67 kg x 0.20 mg/kg = 13.4 mg of concizumab.

The patient is to receive 13.4 mg of concizumab with a 300 mg/3 mL pre—filled pen to provide the longest
pen duration (days) for this patient’s body weight.

To identify the nearest injectable dose:
* 13.4 mg divided by 1.0 mg/increment = 13.4 increments
* 13.4 increments are rounded off to 13 increments

* 13 increments multiplied by 1.0 mg/increment = 13.0 mg.

13.0 mg is a dose which can be dialled on the 300 mg/3 mL pre—filled pen and it is the injectable dose closest
to 13.4 mg.

Choice of product strength and volume

Based on technical features, the Alhemo pre—filled pens can accommodate the following body weight

ranges:
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For patients on a daily dose of 0.15 mg/kg body weight

Product strength Body weight Dose increment Maximum dose per injection
15 mg/1.5 mL 5-53 kg 0.1 mg 8 mg
60 mg/1.5 mL 19-213 kg 0.4 mg 32 mg
150 mg/1.5 mL 47 kg and above 1.0 mg 80 mg
300 mg/3 mL 73 kg and above 1.0 mg 80 mg
For patients on a daily dose of 0.20 mg/kg body weight

Product strength Body weight Dose increment Mazximum dose per injection
15 mg/1.5 mL 4-40 kg 0.1 mg 8 mg

60 mg/1.5 mL 14-160 kg 0.4 mg 32 mg

150 mg/1.5 mL 35 kg and above 1.0 mg 80 mg

300 mg/3 mL 55 kg and above 1.0 mg 80 mg

For patients on a daily dose of 0.25 mg/kg

body weight

Product strength Body weight Dose increment Maximum dose per injection
15 mg/1.5 mL 3-32 kg 0.1 mg 8 mg

60 mg/1.5 mL 11-128 kg 0.4 mg 32 mg

150 mg/1.5 mL 28 kg and above 1.0 mg 80 mg

300 mg/3 mL 44 kg and above 1.0 mg 80 mg

If more than one Alhemo pen is relevant based on body weight ranges, the pen with the highest product
strength should be chosen. The higher strength pen contains more doses that can be administered, allowing

the pen to be used for more days.

Duration of treatment

Alhemo is intended for long—term prophylactic treatment.
Missed dose

Concizumab can be administered any time during the day.

It is important that each patient adheres to their daily dosing. Adherence is particularly important during the
initial 4 weeks to ensure a correct maintenance dose is properly established based on the week 4 concizumab
plasma concentration (see section 4.2 on posology). Patients who miss doses before the maintenance dose
has been established should resume treatment as soon as possible at the initial 0.2 mg/kg daily dose and

inform their healthcare professional.
Missed doses once the maintenance dose has been established

The following dosing guidelines should apply ONLY when a patient has forgotten to or neglected to take

their once daily maintenance dose.

¢ 1 missed daily dose: the patient should resume the daily maintenance dose without an additional dose

* 2 to 6 missed consecutive daily doses: the patient should take the daily dose twice (as two separate
injections each corresponding to a daily dose), and then continue taking the daily maintenance dose the
next day.

e 7 or more missed consecutive daily doses: The patient should contact their healthcare professional right
away. The patient may need to receive a new loading dose before continuing their daily maintenance

dose the next day, after careful consideration of the clinical picture.
When in doubt, the patient should contact their healthcare professional.
Management of breakthrough bleeds

No dose adjustment of Alhemo should be done in case of breakthrough bleeds.
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Physicians should discuss with the patient and/or caregiver about the dose and schedule of bypassing agents,

if required while receiving concizumab prophylaxis.

Treatment with bypassing agents (e.g., rFVIla or aPCC) can be used for breakthrough bleeds, and the dose

and duration will depend on the location and severity of the bleed.

For mild and moderate bleeds that require additional treatment with bypassing agents (e.g., rFVIla or aPCC),
the lowest approved dose and the dose interval as in the approved label is recommended. Furthermore, for

aPCC a maximum dose of 100 U/kg body weight within 24 hours is recommended.

For severe bleeds it is recommended to follow the dosing scheme provided in the approved label for the

specific product based on clinical judgement.
Management in the perioperative setting
No dose adjustment of Alhemo is needed in case of minor surgeries.

Before major surgery, a healthcare professional experienced in treatment of haemophilia and/or bleeding
disorders should be consulted. As there is limited clinical experience in using concizumab during major
surgeries, it is generally recommended to pause concizumab at least 4 days prior to elective major surgery.
Concizumab therapy can be resumed 10-14 days after surgery on the same maintenance dose without a new

loading dose, considering the overall clinical picture of the patient.

The criteria for major surgery are any invasive operative procedure that requires > 3 doses of bypassing
therapy and/or where any one or more of the following occur:

* A body cavity is entered

* A mesenchyme barrier (e.g. pleura, peritoneum or dura mater) is crossed

¢ A fascia plane is opened

* An organ is removed

e Normal anatomy is operatively altered.
Immune tolerance induction (IT])

The safety and efficacy of concomitant use with concizumab in patients receiving ongoing ITI, a
desensitisation strategy for eradication of inhibitors, have not been established. No data is available. Careful
assessment of potential benefits and risks should be performed if continuation or initiation of concizumab

during ITI is considered.
Elderly

No dose adjustments (besides individual maintenance dose setting) are recommended in patients > 65 years

of age. No data are available in patients aged 65 years and older. For more information, see section 5.2.
Renal impairment

No dose adjustments (besides individual maintenance dose setting) are recommended in patients with renal
impairment. Limited or no data are available in patients with mild, moderate, and severe renal impairment,

see section 5.2.
Hepatic impairment

No dose adjustments (besides individual maintenance dose setting) are recommended in patients with hepatic

impairment. Limited or no data are available in patients with hepatic impairment, see section 5.2.

Paediatric population
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The safety and efficacy of Alhemo in children aged < 12 years has not yet been established. No data are

available.

Method of administration

Alhemo is for subcutaneous use only.
Concizumab comes in a ready—to—administer pre—filled pen. Needles are not included, see section 6.5.

Concizumab should be administered daily, at any time point of the day, not necessarily the same time point

every day.

Concizumab may be self-administered, or administered by a caregiver, after receiving appropriate training

by a health care professional and reading the Instructions for Use.

Concizumab should be administered by subcutaneous injection to the abdomen or thigh with rotation of
injection site every day. Subcutaneous injections should not be given in areas where the skin is tender,

bruised, red or hard, or areas where there are moles or scars.
A new needle should always be used for each injection.

Each Alhemo pre—filled pen is for use by a single patient. An Alhemo pre—filled pen must not be shared

between patients, even if the needle is changed.

For comprehensive instructions on the administration of the medicinal product, see section 6.6 and the

package leaflet.

HF5 D5+ XE/Product Monograph (20234E78)

Ead Novo Nordisk Inc FEHEAR RF5E

Hr 74 Alhemo A IFS | Solution for injection in a prefilled, multi—
dose disposable pen
15mg (10mg/mL). 60mg (40mg/mL). 150mg
(100mg/mL). 300mg (100mg/mL)

Zhe X13%h | Alhemo (concizumab injection) is indicated for the treatment of adolescent and adult patients (12 years of

S age or older) with hemophilia A (congenital factor VII [FVI] deficiency) who have FVII inhibitors or

hemophilia B (congenital factor IX [FIX] deficiency) who have FIX inhibitors and require routine

prophylaxis to prevent or reduce the frequency of bleeding episodes.
There is limited clinical experience of Alhemo use in patients known to have mild or moderate hemophilia.

1.1 Pediatrics

* Pediatrics (aged 12 to less than 18 years): Based on the data submitted and reviewed by Health Canada,
the safety and efficacy of Alhemo in adolescent patients aged 12 to less than 18 years of age has been
established; therefore, Health Canada has authorized an indication for adolescent patients aged 12 to
less than 18 years. The safety and efficacy of Alhemo has not been established in patients less than 12

years of age.

1.2 Geriatrics
+ Geriatrics (> 65 years of age): Clinical studies did not include a sufficient number of patients aged 65

years and over to determine if the overall benefit—risk profile of Alhemo is favourable in these patients.
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MEXTH

i

4.1 Dosing Considerations

e Treatment should be initiated under the supervision of a health professional experienced in treatment of
hemophilia and/or bleeding disorders.

e Prior to initiation of Alhemo, patients should discontinue prophylactic treatment with bypassing agents.
Treatment with recombinant activated Factor VI (rFVIla) should be discontinued at least 12 hours
before starting Alhemo and treatment with activated prothrombin complex concentrates (aPCC) should
be discontinued at least 48 hours before starting Alhemo.

¢ Hemophilia A patients with FVIl inhibitors should discontinue emicizumab 6 months before starting
treatment with Alhemo.

e Treatment should be initiated in a non—bleeding state.

e Alhemo is intended for patients’ self-administration or by a caregiver (e.g. parent) only after proper
training by a health professional.

¢ Intramuscular injections should be avoided and these may occur inadvertently, particularly in lean and

younger patients where it is recommended to inject into a loosely—held skin—fold.

4.2 Recommended Dose and Dosage Adjustment

The recommended Alhemo dosing regimen is a Day 1 loading dose of 1 mg/kg followed by an initial daily

dose of 0.2 mg/kg, which is followed by an individualized daily maintenance dose according to the following

schedule:

* Day 1: aloading dose of 1 mg/kg once.

* Day 2 and until individual maintenance dose setting (see below): once daily dosing of 0.20 mg/kg.

e 4 weeks after initiation of treatment: measurement of concizumab pre—dose plasma concentration by a
validated concizumab enzyme-linked immunosorbent assay (ELISA) as determined by an accredited
laboratory.

¢ Once the week 4 concizumab plasma concentration result is available the individual maintenance dose is

set as indicated below in Table 1.

Table 1 Individual maintenance dose based on concizumab plasma concentration.

Concizumab plasma concentration Once daily dose Alhemo
<200 ng/mL 0.25 mg/kg
200—4000 ng/mL 0.20 mg/kg
>4000 ng/mL 0.15 mg/kg

While Alhemo can be administered at any time point of the day, it is recommended to advise patients to

inject at the same time each day, in order to prevent doses occurring too close together.

The individual maintenance dose should be established at the earliest convenience (after concizumab
plasma concentration week 4 result is available) and no later than 6-8 weeks after initiation of treatment.
The individual maintenance dose should only be determined in patients who adhere to their initial everyday
dose. Patients who miss consecutive daily doses during this dose finding phase should inform their health
professional so that a new 4 week uninterrupted daily dose period is established before plasma concizumab

concentrations are measured.

In hemophilia study NN7415-4311 (explorer7), of the 97 patients who had a week 4 concizumab plasma
concentration, 74.2% (n = 72) of patients remained on the 0.2 mg/kg daily dose, 24.7% (n = 24) of patients
had their dose increased to 0.25 mg/kg per day, and 1.0% (n = 1) of patients had their dose decreased to
0.15 mg/kg.

For patients with a plasma concizumab concentration > 4000 ng/mL and who required a dose reduction to
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0.15 mg/kg, a second concizumab concentration should be considered. Ideally, the second concizumab
concentration should be taken 8 weeks after initiation of the lower dose to ensure patients reach steady—
state. If the plasma concentration remains above 4000 ng/mL then the benefits of Alhemo should be

evaluated versus the potential for an increased risk of thromboembolic events.

Additional concizumab plasma concentration measurements can also be taken after 8 weeks on the same
maintenance dose according to the patient’ s medical condition. For example, this should be considered if a
patient experiences an increased bleeding frequency or acquires a comorbidity, which could affect their

coagulation system or drug metabolism/excretion.

In some instances, a more frequent therapeutic type monitoring of plasma concizumab concentrations may
be considered appropriate (semi—annual or annual) and this should be discussed in consultation with the

patient.

Geriatrics (> 65 years of age)

No dose adjustments (besides individual maintenance dose setting) are recommended in patients >65 years

of age.

Pediatrics (<12 years of age)

The efficacy and safety of Alhemo in children less than 12 years of age has not yet been established.

Patients with renal and hepatic insufficiency

No dose adjustments (besides individual maintenance dose setting) are required for patients with renal and
hepatic impairment (see Clinical Pharmacology, Pharmacokinetics [10.3]). Patients with severe renal

impairment (eGFR < 30 mL/min/1.73 m? and severe hepatic impairment (AST or ALT > 3x ULN

combined with total bilirubin > 1.5x ULN) were not included in the clinical trials.

Guidance on the Use of Breakthrough Bleed Treatment

No dose adjustment of Alhemo should be done in case of breakthrough bleeds.

Health professionals should discuss with all patients and/or caregivers about the dose and schedule of
bypassing agents to use, if required, while receiving Alhemo prophylaxis, including using the lowest
possible effective dose to minimize the risk of thromboembolic events for mild and moderate bleeds, which
includes a maximum aPCC dose of 100 U/kg within 24 hours. For severe bleeds, it may be necessary to
follow the dosing scheme provided in the approved label for a bypassing agent but this should be based on

clinical judgement taking into account the potential for life—threatening thromboembolic events.

Management in the perioperative setting

No dose adjustment of Alhemo is needed in case of minor surgeries.

For a major surgery, consult a health professional experienced in treatment of hemophilia and/or bleeding
disorders. As there is no clinical experience in using Alhemo during major surgeries because it was not
allowed in clinical trial protocols due to a potential for increased risks of thromboembolic events in these
patients, it is generally recommended to pause Alhemo 4 days prior to a major surgery and resume at the
normal daily maintenance dose (either 0.15, 0.20 or 0.25 mg/kg) 10-14 days after surgery, considering the

overall clinical picture of the patient.

Following a major surgery, a patient may not achieve effective control of bleeds on Alhemo for at least two
weeks after resuming therapy since it may take this long for concizumab plasma concentrations to reach
the appropriate therapeutic levels. Consult the product monographs for bypassing agents for their

instructions of use in hemophilia patients following major surgeries.
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Immune tolerance induction (ITI)

The safety and efficacy of Alhemo in patients receiving ongoing immune tolerance induction have not been

established.

Calculation of dose

The dose (in mg) is calculated as follows:

Patient body weight (kg) x dose (1, 0.15, 0.20 or 0.25 mg/kg) = total amount (mg) of Alhemo to be

administered.

The dose is dialled at increments of

- 0.1 mg on the 15 mg/1.5 mL (10 mg/mL) pen (blue),

- 0.4 mg on the 60 mg/1.5 mL (40 mg/mL) pen (brown), and

- 1.0 mg on the 150 mg/1.5 mL (100 mg/mL) and 300 mg/3 mL (100 mg/mL) pens (gold).

The health professional should assist the patient in rounding off and identifying the appropriate injectable
dose on the pen. Ideally, patients should be prescribed and use a pen that can deliver the required daily

maintenance dose in one injection.

4.4 Administration

¢ Alhemo is available in a pre—filled pen designed to be used with NovoFine® 32G TIP ETW or
NovoFine® Plus needles with a gauge of 32 and a length of 4 mm. The pen contains multiple doses.

¢ Administer Alhemo by subcutaneous injection to the abdomen or thigh with rotation of injection site
every day. Subcutaneous injections should not be given in areas where the skin is tender, bruised, red
or hard, or areas where there are moles, scars, or stretch marks.

¢ Always use a new needle for each injection.

e Alhemo is a clear to slightly opalescent and colorless to slightly yellow solution. Translucent particles of
protein are acceptable. Do not use if the solution is discoloured or contains solid foreign particles.

¢ Alhemo may be self-administered or administered by a caregiver after appropriate training by a
healthcare provider and after reading the instructions for use.

e Each Alhemo prefilled pen is for use by a single patient. An Alhemo pen must not be shared between
patients, even if the needle is changed.

e Intramuscular injections should be avoided and these may occur inadvertently, particularly in lean and

younger patients where it is recommended to inject into a loosely—held skin—fold.

4.5 Missed Dose
It is important that each patient adheres to their daily dosing regimen (see Warnings and Precautions [7],

General).

Missed Doses Before the Maintenance Dose has been Determined

Patients who miss doses prior to measurement of their week 4 concizumab plasma concentration are at risk
of not having a proper maintenance dose determined. Patients should resume treatment as soon as possible
and inform their health professional so a new uninterrupted 4-week dosing period is started prior to

measuring concizumab plasma concentrations.

Missed Doses After the Maintenance Dose has been Determined

The following dosing guidelines based on PopPK modeling could apply ONLY when a patient has forgotten
to or neglected to take their once daily maintenance dose. This does not apply to patients who have

missed doses for other reasons (e.g. surgery).
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. 1 missed daily dose: the patient should resume the daily maintenance dose without an additional

dose,

. 2 to 6 missed consecutive daily doses: the patient should contact their health professional right

away. While concizumab can be resumed at the maintenance dose, after careful consideration of the

clinical picture, the patient may take the daily dose twice (as two separate injections each

corresponding to a daily dose), and then continue taking the daily maintenance dose the next day.

The double dose can be administered under the supervision of a health professional.

. 7 or more missed consecutive daily doses: the patient should contact their health professional right

away. The patient may need to receive a new loading dose before continuing their daily maintenance

dose the next day, after careful consideration of the clinical picture.

For missed doses due to other reasons (e.g. surgery), the patient should follow the instructions in the

product monograph (see Recommended Dose and Dosage Adjustment [4.2]) or resume the daily maintenance

dose as instructed by their health professional.

When in doubt, the patient should contact their health professional.
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Solution for subcutaneous injection.

Alhemo 15 mg/1.5 mL (10 mg/mL) solution for injection

One mL of solution contains 10 mg of concizumab. One pre—filled
pen contains 15 mg concizumab in 1.5 mL solution.

Alhemo 60 mg/1.5 mL (40 mg/mL) solution for injection

One mL of solution contains 40 mg of concizumab. One pre—filled
pen contains 60 mg concizumab in 1.5 mL solution.

Alhemo 150 mg/1.5 mL (100 mg/mL) solution for injection

One mL of solution contains 100 mg of concizumab. One pre—
filled pen contains 150 mg concizumab in 1.5 mL solution.

Alhemo 300 mg/3 mL (100 mg/mL) solution for injection

One mL of solution contains 100 mg of concizumab. One pre—

filled pen contains 300 mg concizumab in 3 mL solution.
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Alhemo is indicated where prophylaxis is required to prevent or reduce the frequency of bleeding in patients

at least 12 years of age who have haemophilia B (congenital factor IX [FIX] deficiency) with FIX inhibitors.
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Dosage

Treatment should be initiated under the supervision of a physician experienced in treatment of haemophilia

and/or bleeding disorders. Initiate concizumab in a non—bleeding state, and after discontinuing treatment

with bypassing agents. Discontinue rFVIla at least 12 hours before starting concizumab therapy.

Discontinue aPCC at least 48 hours before starting concizumab therapy.

The recommended dosing regimen is summarised in Table 1.

Table 1 Recommended dosing regimen

Treatment day

Dose phase

Concizumab dose

Day 1

Loading dose

1 mg/kg SC once

Day 2 until determination of

individual maintenance dose

Initial maintenance dose

0.20 mg/kg SC daily
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From determination of Individual maintenance dose (chosen based on Table 2)
individual maintenance dose SC daily

onwards

SC = subcutaneous

Determination of individual maintenance dose:

Measure trough plasma concizumab concentration 4 weeks after initiation of treatment by ELISA (enzyme—
linked immunosorbent assay) and use this to determine an individual maintenance dose, based on Table 2.
This should take place as soon as possible once the trough plasma concizumab concentration result is

available, and no later than 8 weeks after initiation of treatment.

Table 2 Guide for determination of individual maintenance dose

Individual maintenance dose

Trough plasma concizumab concentration i
(once daily, subcutaneous)

<200 ng/mL 0.25 mg/kg
200—4000 ng/mL 0.20 mg/kg
>4000 ng/mL 0.15 mg/kg

Dose calculation using patient weight

The total dose (in mg) to be administered daily is calculated as follows:

Patient body weight (kg) x dose per kilogram (1, 0.15, 0.20 or 0.25 mg/kg) = total dose (mg) of Alhemo.
The dose is dialled at increments of

. 0.1 mg on the 15 mg/1.5 mL (10 mg/mL) pen (blue),

. 0.4 mg on the 60 mg/1.5 mL (40 mg/mL) pen (brown), and

. 1.0 mg on the 150 mg/1.5 mL (100 mg/mL) and 300 mg/3 mL (100 mg/mL) pens (gold).

When commencing treatment, a healthcare professional must assist the patient in rounding off the daily

dose calculation and identifying the appropriate injectable dose increment on the pen.

See section 6.5 Nature and contents of container for guidance on the patient body weight range that each

of the four product strengths is able to accommodate.

Duration of treatment

Alhemo is intended for ongoing prophylaxis and usage is expected to be long—term.

Dose timing
Alhemo can be administered at any time of day. Administering it at the same time each day is not
necessary, however, doing so (as part of a patient’s habitual daily routine) may make it easier to keep

track of dosing and minimise the risk of missed doses.

Missed doses/dose interruption

When dosing is interrupted, serum levels fall precipitously due to target—mediated drug disposition (see
section 5.2 Pharmacokinetic properties). Based on modelling, efficacy is reduced within 1-2 days of
stopping for some patients and is abrogated for most patients within a week.

If a dose is missed, do not administer extra Alhemo: instead, resume the maintenance dose. If more than
one dose was missed, efficacy may be compromised. Depending on the duration of interruption, it takes up
to 2 weeks after resuming for efficacy to be restored. The use of re-loading doses has not been studied.
During periods of possible reduced efficacy due to interrupted/missed dosing, patients should avoid

activities associated with an increased risk of bleeding.

Management in the perioperative setting

No dose adjustment of Alhemo is needed in case of minor surgeries.
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There is no data regarding the use of Alhemo in proximity to major surgery, as patients requiring such had
their treatment paused in clinical studies. If major surgery is required, consult a physician experienced in
treatment of haemophilia and/or bleeding disorders regarding concizumab dosing. As there is no
experience, it is generally recommended to pause concizumab at least 4 days prior to major surgery, and
restart 10-14 days post-surgery at the same maintenance dose as prior to surgery (with no loading dose).
Based on PK modelling, concizumab concentration is expected to reach close to pre—pause steady—state
levels after approximately 2 weeks. Timing of reintroduction of concizumab should take into account the
overall clinical picture of the patient, including presence of post—surgical thromboembolic risk factors, use

of other haemostatic products and other concomitant medications.

Method of administration

Alhemo is for subcutaneous use only.

Alhemo comes in a ready—to—administer pre—filled pen. Needles are not included (see section 6.5 Nature
and contents of container). Each Alhemo pen is for use by a single patient. An Alhemo pen must not be

shared between patients, even if the needle is changed.

Alhemo should appear clear to slightly opalescent, and colourless to slightly yellow. It may contain
translucent (colourless) to white particles of protein. The protein particles are less than 0.5 mm in size. Do

not use if the solution is discoloured or contains any other solid foreign particles.

The flow of the Alhemo pen should be checked before each injection (see the pen device instructions for

use).

Alhemo may be self-administered, or administered by a caregiver, after receiving appropriate training by a
healthcare professional and carefully reading the Instructions for Use. Always use a new needle for each
injection.

Administer Alhemo by subcutaneous injection to the abdomen or thigh with rotation of injection site every

day. Do not inject in areas where the skin is tender, bruised, red or hard, or where there are moles or

scars.

Children and very lean patients may be at higher risk of intramuscular injection. Educate patients and
caregivers on injection techniques that minimise the risk of intramuscular injection, such as injecting into a

loosely—held skinfold.

During treatment with Alhemo, other medicinal products for subcutaneous administration should,

preferably, be injected at different anatomical sites.

Dose adjustment in special populations
Intrinsic factors
There are no changes to the recommended dosing regimen (see Table 1) based on renal function, hepatic

function or age (see section 5.2 Pharmacokinetic properties).

Management of breakthrough bleeds

Discuss the management of breakthrough bleeds with the patient and/or caregiver prior to commencing

concizumab.
Do not adjust the dose of Alhemo if a breakthrough bleed occurs.

Bypassing agents (such as rFVIla or aPCC) can be used to treat breakthrough bleeds during concizumah
therapy: the dose and duration of bypassing agent should be based on the location and severity of the
bleed.
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For mild and moderate bleeds that require treatment with a bypassing agent, use the lowest possible
effective dose to minimise the risk of thromboembolic events. In addition, do not exceed an aPCC dose of

100 U/kg body weight within 24 hours.

For severe bleeds, exercise clinical judgement in the use of bypassing agents according to their Product

Information, taking into account the potential for life—threatening thromboembolic events.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on its mechanism of action, Alhemo® may cause fetal harm when administered to a pregnant
woman [see Clinical Pharmacology (12.1)]. There are no available data on Alhemo® use in pregnant
women to evaluate for a drug—associated risk of major birth defects, miscarriage or other adverse
maternal or fetal outcomes. Animal reproduction studies have not been conducted with Alhemo®.
Although there are no data on concizumab—mtci, monoclonal antibodies can be actively transported
across the placenta, and concizumab—mtci may cause fetal harm. It is unknown whether Alhemo®
can affect reproductive capacity. Alhemo® should only be used during pregnancy if the potential
benefit for the mother outweighs the potential risk to the fetus.

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

8.2 Lactation

Risk Summary

There is no information regarding the presence of Alhemo® in either human or animal milk, the effect
on the breastfed child, or the effects on milk production.

Clinical Considerations

Human IgGs are known to be excreted in breast milk during the first few days after birth, decreasing
to low concentrations soon afterwards; consequently, a risk to the breast—fed infant cannot be
excluded during this short period. Afterwards, Alhemo® could be used during breast—feeding if
clinically needed.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Pregnancy testing is recommended for females of reproductive potential.

Contraception

Women of childbearing potential should use a highly effective form of contraception during treatment
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with Alhemo® and for 7 weeks after ending treatment. The benefits and thromboembolic risks of
the type of contraceptives used should be evaluated by the treating physician.

8.4 Pediatric Use

The safety and effectiveness of Alhemo® for hemophilia A and B with inhibitors have been established
in pediatric patients aged 12 years and older. Use of Alhemo® for this indication is supported by
evidence from adequate and well-controlled studies in adult and pediatric patients aged 12 years
and older [see Adverse Reactions (6.1) and Clinical Studies (14)].

The safety and effectiveness of Alhemo® for hemophilia A and B with inhibitors have not been

established in pediatric patients younger than 12 years of age.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential/contraception in males and females

Women of childbearing potential receiving concizumab should use highly effective contraception
during treatment with concizumab and until 7 weeks after end of treatment. The benefits and
thromboembolic risks of the type of contraceptives used should be evaluated by the treating
physician.

Pregnancy

There are no available data on concizumab use in pregnant women. Animal reproduction studies
have not been conducted with concizumab. It is not known whether concizumab can cause foetal
harm when administered to a pregnant woman or can affect reproductive capacity. Concizumab
should only be used during pregnancy if the potential benefit for the mother outweighs the
potential risk to the foetus.

Breast—feeding

It is unknown whether concizumab is excreted in human milk. Human IgGs are known to be
excreted in breast milk during the first few days after birth, which is decreasing to low
concentrations soon afterwards; consequently, a risk to the breast—fed infant cannot be excluded
during this short period. Afterwards, concizumab could be used during breast—feeding if clinically
needed.

Fertility

Animal studies do not indicate direct or indirect harmful effects with respect to fertility, see
section 5.3. No fertility data are available in humans. Thus, the effect of concizumab on male and

female fertility is unknown.

T DU S
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7.1.1 Pregnant Women

There are no clinical studies of Alhemo use in pregnant women. Animal reproduction studies have
not been conducted with Alhemo as most patients treated with Alhemo are male. It is not known
whether Alhemo can cause fetal harm when administered to a pregnant woman or can affect
reproductive capacity. Alhemo should be used during pregnancy only if the potential benefit
outweighs the potential risk to the fetus.

7.1.2 Breast—feeding

There is no information regarding the presence of Alhemo in human milk, the effect on the
breastfed infant, 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 and any potential adverse effects on the breastfed infant from Alhemo

or from the underlying maternal condition.
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4.6. FERTILITY, PREGNANCY AND LACTATION
Effects on fertility

There are no available clinical data on the effect of concizumab on fertility, and no specific

65




)

fertility studies have been conducted with concizumab in animals.

Surrogate endpoints relating to fertility were examined in a general toxicity study in cynomolgus
monkeys. In a 26-week toxicity study in sexually mature male and female cynomolgus monkeys
with subcutaneous doses up to 9 mg/kg/day (corresponding to 3400—fold the human exposure,
based on AUC-241), concizumab did not affect testicular size, sperm count, sperm motility, sperm
morphology or menstrual cycle duration, and did not cause any microscopic changes in the male

or female reproductive organs.

Use in pregnancy - Pregnancy Category D
Based on its mechanism of action and animal data, concizumab could harm a fetus if administered

during pregnancy.

TFEPI, which concizumab targets, is critical for embryofetal development, and its knockout in mice
is associated with embryofetal lethality. As an IgG antibody, placental transfer of concizumab is
expected, increasing in a linear fashion as pregnancy progresses. Specific animal reproduction
studies have not been conducted with concizumab. There are no available clinical data on

concizumab use in pregnancy.

Verify the pregnancy status of females of reproductive potential prior to the initiation of
concizumab. Advise patients who are pregnant, and females of reproductive potential, of the
potential risk to a fetus. Advise females of reproductive potential to use highly effective

contraception during treatment with concizumab and until 7 weeks after the last dose.

Use in lactation

There is no data regarding the presence of concizumab 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 and concizumab is an IgG antibody. Because of the potential for adverse effects on a
breastfed child, patients should not breastfeed during treatment and for 7 weeks after the last

dose of concizumab.
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8.4 Pediatric Use

The safety and effectiveness of Alhemo® for hemophilia A and B with inhibitors have been
established in pediatric patients aged 12 years and older. Use of Alhemo® for this indication is
supported by evidence from adequate and well-controlled studies in adult and

pediatric patients aged 12 years and older /see Adverse Reactions (6.1) and Clinical Studies
(14)].

The safety and effectiveness of Alhemo®

for hemophilia A and B with inhibitors have not been

established in pediatric patients younger than 12 years of age.
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4.2 Posology and method of administration
Paediatric population
The safety and efficacy of Alhemo in children aged < 12 years has not yet been established. No

data are available.
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7.1.3 Pediatrics

Forty—two adolescent patients (aged 12 to less than 18 years) were included in the main
NN7415-4311 (explorer7) clinical study to evaluate the safety and efficacy of Alhemo in
hemophilia patients with inhibitors. There is limited clinical experience with Alhemo in patients
who are less than 12 years of age. (see Adverse Reactions, Clinical Trial Adverse Reactions

[8.2.1] and Clinical Trials, Study Results [14.2]).

The safety profile was similar between adolescent and adult patients.

8.2.1 Clinical Trial Adverse Reactions - Pediatrics
Hemophilia Patients with Inhibitors
The safety profile of Alhemo was similar between adolescent and adult patients. There is limited

clinical data in children below 12 years of age.
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4.4, SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Paediatric use

The efficacy and safety of Alhemo in patients under the age of 12 years have not been established.
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