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ABR annualized bleeding rate (FEHA%E D H 1fi.2R)
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BMI body mass index (AR &+540)
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Crnax maximum plasma concentration (F e HLYFE I L)
CT computed tomography (2t = —Z ¥ /& i
DIC disseminated intravascular coagulation (&R ML4E PN [EIE B RE)
ETP endogenous thrombin potential (PNK LRI B A i)
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FIX coagulation factor IX (LI %ERH 25 XK +)
FXa TR i 915 U ] B XA
K1, K2, K3 Kunitz domain 1, 2, 3 (KunitzZR A1, 2, 3)
LMHW &5y F e~ RY
MedDRA/] Medical Dictionary for Regulatory Activities Japanese version (ICHEFREFKFAZELE HAZER)
SAS safety analysis set (ZZ&VEMEMTRTSREE])
SPECT single photon emission computed tomography (H.— Y& &t b )
TAT thrombin—anti thrombin (rE B> —T7 o Fhai vy )
TF tissue factor GREARIE-1-)
TFPI tissue factor pathway inhibitor CRLFRR F#&EEA BB 2 —)
TMDD target-mediated drug disposition (FZRYNTEMEDIRY)ELRE)
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<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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V. AEICEET5IER

1.

ShEER ILZH R
mZEFEFNEFRIEERAFIIHNT 2/ EEA—2FRETI2ARENRFREE TS HE MIER O HIH

(R EHH)

FVISUIFIX TR 951 b e Z— %A 435 Je R VR AR B3 12381 2 H A i o 30 L 26k 28 2Pk i, [ B 3 [R] 45 AR
HERTHHNNTA15-4311NT I T, MR L\ ZEID AT 7= i RE e BB & AR K E & G- B2 A =™ — R D [Rl1# A b
BRRTL CRHfiS Tz,

HA I R R GRIERRE 1) M OVKHRIE N 58 (RIERE 2) 0RO ZIHARE T ML HDABROHEEM I AHIE B 55
CH R R PR O B RLS AR TE I G- L 7= BE o0 i e ] O B Zh B ASGRD ST DT, AEhRE T B %
HELZ, (RV-1LOS. 4). 1). OERFEH R MAEEEREHER (NN7415-43115488) | OIEZR)

RV-1 ARSN-BAHM R UMM TE Y —F DABRD £ LLEL

TRIERE TEERE 1(N=19) TEETE 2(N=33) ABR®D t pfE

ABRO B OHEEfEY [95%CT] | 11.8[7.03, 19.86][0] /4F 1.7[1.01, 2.87]\] /4 0.14[0.07, 0.29] <0.001

N AT ek 2 Bl
a) IRIRIE, AR, 27— =2 7 Hi2438 Ko Hi i[RI (ORI AN , 9mIPA ) 2R LU, B ORSOMEfiE47 vy MELL TE T
A0 _HEFET NV

CEERIEHMRICEET HEE

BRESN TV

- RERUVAE

MRAZERUVRAE0OHFER
WE L1280 FoBEICIE, LA BICARRGLLTar s A~ GEIE L) | mg/kex 2 T 595, 20 B LLKILHE
FFHELLTLA 1ML 0.20 mg/kgh & F#&5-45,
7235, 0.20 mg/kgD ¥ 5-ABAtAE , a0 L X~ T O IR ELCEE OIREEIZEY, 0.15 mg/kglZ 8 X 1%0.25 mg/kglZ Hi &
T&5,

QRZERUVHAEDRTERE RN
FEIAAFAER (NN7415-43115858 ! & ONNNT415-43075880%) (2317 2 4 W10 i - R, 55 T AEFRER (NN7415-4255738084° )
TINN7415-43103R8R ") O TS — O FATTE SRR AR 8 - ROSHENT | FEERIR B BRIC IV AL NI iR o975
MM RS A I E X T PN AR G LU TARAIL mg/ke, 2181 H DAL, HERFH B LU CTARKI0.25 mg/keZ 1 H 1B T
HLL T,
BB IAHRRER (NN7415-431 178058 % ONNNT7415-43077065R%) (ZHLA ANSILTZ3 BN RN T, 5D IEESENE AR FERR P S
FEL (VL 1. BERABEFOER OHESBR) 720 . NN7415-431 138088 . NN7415-43073%88 J OV T FAZBRONNT415-
4255 BRI BT DAANC L DIEE N — STz,
AR FEASVE SR A T LU 7= B BR 345 h 245 ©, MR R BN &) o 7= (>5000 ng/mL) . F7=. #EH: H £0.25 mg/kg TORE &
1. BRERBH G o0 REAE S BN HEE 7 U L IS EE O T II K O TTARRRBR O B L 0b w7z,
PLEXY | #EFFHEZ UG8 ORBEEIZOWT, B L REREYEIREE T VAW ol —Ta 2L,
HMEFFH #0.20 mg/kgD MR EE &%, 5 AHRBR CBIESNZIBBEOHPN L7252 EN T RIS, ZDEEEEX | A&
DR EMEOHLSG, HEFFHAELLT0.20 mg/kg)SBIRE7z,

NN7415-4311708R! & UNNN7415-430 TR ER OBz H -0, Hik-HEEZ L TOINET L,
WA G- R AR5 LU TRAIL mg/kgza 51, 2H B LARRIIHERF H B2 32 & 95 F TA0.20 mg/keh & 595, %
GBI GARB IR GRIOa v AT O ML HFREZREL, O M FREREIZE- DV T, RO LHITHERE FH E4 %IRRT
D
o VAT PRE200 ng/mLATH  HERF 21 H 1810.25 mg/kg
o L VATIEE200~4000 ng/mL : MERF A1 H1[8]0.20 mg/ke
o OLVRATIEEA000 ng/mLAR HERF 1 H 11310.15 mg/ke

25 T AE SR (425538080° X M3 103080 #& S EE S <ERR IR R — RUGFENTIZEY . 200 ng/mLEA B CH ML= AMEL 725

A I DI, HERR R D7 DIR R FIREL T200ng/mLARE L, HEFAMORERE FRICOWTIL, mWIREE
EAMARFER T ROBEHEDFRIN LI b a2/ R T T — X IV DU AT B R EGEETLODERIZIRVH BT LMD,
FL AV ONRE B DHERFS DI L2 T 5720 BEMEOBLRHEEEZHL T4000 ng/mLERELTZ,

FRRZ, NNT415-431 1BV T, EFEoo H Sl B Z0HERRH Sz W m U7 g5 B 2 151 (1.0%) | B8 SR U 7=k 1324
B1(24.7 %) . BHE LIRS T-BEERE L7261 (74.2 %) ThHoTz, BB BOHFFHAZE OB ER, 2 v A7 IR &35
BREMEBNALNZLO0, BRERHIR PITZEL-#HBEN TH-o7- (TVL 1. (2). 2) RIEFZGE (NN7415-4311588%) | D
HEMR),

R

TR B ANNT415-431 1R BRI B W CEGET SN R G 7B IR -SSR 0 E MR S Lo B T REIE, Ao e X —% 4%
H 5 AFRAKR OBEEIZEW T, B FHAERE L T, X TOHIMIZE T FARA MR OB ERH H 28 U CHF
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HELOH M ROIK FIZH L T RNHDLZEIRENTZ (16, 4). 1). OEMELRESE MFEEERKER (NN7415-43115KE8R) |
DIEZM),

HL e — R B DR T — SR D 208 57 I KO ARBI OB R BIBIZ O L7 DR E AHERFS LD ZEAVRE
7o F12, Plalb—3arnb RE DL O ROBR EICLYa L L R~ T DOIEBE RO LML ~ L DT/ NS BT
ERZRREN- (VI 3. BEM(REL—ay) @i 0BEEH),

RO R LZ 2R OBREORE R, AFELOCHEZREL., £/2, NN7415-431 153 Bk 1T 12 0L Lo B
BB THH0, Ak AEICITERN12m L E ) EE#E L,

4 AERUVHEICEETSIE

7. BERVHEICEET R

7.1 KA G- Bl hA% OHER RO A SREICEEL L, LTOFHEICHE T2,

711 RAFGEBE DA ARB LI TaL s X7 O M B E A2 iR 9528, 0.25 mg/kg~0DH i i i i
200 ng/mLAT THDLH AT, 0.15 mg/kg~DJKE 1T B ZLL Tl FHEEE 234000 ng/mLEBR THHHEIT, ITHTENTE
Do

712 71 NSHESH ERE L R EE RS R T R ORA I 5B AA BT LI A 22) 13 ELLY,

713 BFOERIERICLY . BEISL CAREO M A EEHE L BN ARG, Z &L,

714 REOMHRENRIZ @I B A TR BRI L OR BRI N E ELBENDHD,

(fiF#t)

3. OFZERUVHAEDRTERE B OHESRE,
BRI 2 L7 NNT7415-4311 5858 L2 W Th R & I I NEENIH R ER D ONDHZE, 2 v X~T7 Ol
s EE D ZS B RN TAR D EN RN Z LD & QIR ZERIE DY A7 BRI Y . B RIS b 1/ B AN LB
Zih, B E RS 4~8 HLIEL RIS Tay s K7 DI i BRI E K OAFIO A BHE O EITIZ LN TES
EL7.

| 72 MAREORIEICHT->TE EEShEIEEAVSIL,

(fiF#)
AFNOME FICHTZY . Ty s AT O R E NN E L2 5, Y R~ DML P EORIEICHT-> T, av3=F
CWEEN B S L R FREICR A ETORIL, FRESNIZ T IEZ WAL,

| 7.3 AFNE, M oMz B L Ui @ p)e ik o AL, Mo ks B e LR 53 TNl g,

(F#L)
BB W TR H IR 1 M R IRET S TR B4 HIRHT IO TZBROA B B OV EPEITHESL L TR0,

‘ 74 1H1RHRGAETT 58, HELZBRNS ST E I OMELECT LT s les&k 53528,

(fiFERIL)

1 EPL B 52N 8E . BEIZE> CUdar v XA~ 7 O M R EE NG M ORI M B2 L~V % a5 w414 135
L, 1 H 1R GOBSFIEE THDH, HEEENHLIEDRNLD, BEICTSHITI2L, £, HEE2ENT-5
G ZAEMEREOBLEG, AR, MRARICTRSE2HIT2L,

%A, B TR OV A RER O T — 2SO TR SN -a Ly v A~ 7 DR RHE TSR RE T 7 LIRS
FYRES Il — T al BTV ARH 0.20 meg/keg & 24 REEIEIIR CEMIANCKE THREEITV, EFIRFEIZHD NNT415-4311
B L oo BRI 2R (T5ke) ZAREL, 1 B2 12 KRR (R V-1 £ 1) | 24 BRI (K V-1 45 F) | 36 BRI (K V-1 &£ F)
KON 48 Wi (K V-1 £ F) MR THRE21TV UIKEIZFE 24 BE O E IR EIIE T 5254 OB EZ T L
7o TORERIX. LT OEBY TH-T-,
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V-1 EEREICHIBEICEVWTREMREEEL-BROEYEESIaL—ay

12 h Mn
T -
800 - Lttt LW i e
B -
: o

Concizumab (ng/mlL)
2

= - 1 —_— ¥ 1 ]
0.0 25 50 75 10.0 0.0 25 50 75 10.0
Tima (weeks)

B[R] DA 5 (0) 1T HHR BB ISR E S TUVD,

75 FHIF ORI AR D16 R A2 H B 05818, HEAM KRG 21THOT ., PRTHiOMER A & TR 52852
LWTED,

(FEai)
LM LROBLRND, B O PR (i AR G922 L3R TE vy, BEORRRIEIRIZIY LEIZSC T

oy v X7 REZAEL., BINOHEREE2EZET52L8,
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5. BRERAIE
WEERT =2/ \wor—o

#Fil/

RO | HABRE S X MR NAERAE 2K PN

BMEETHA)

S ENBERE BB - 28151
SENA e 7 — 2 R LR ILAR

A 21 et ANBNE B OSE AR/

SEIFHRRBR | NN7415-3813 %)\'4,\/&,5_%%7ﬁuﬁ\mﬁ% © faﬂ/g;éfﬂ@ﬁ; ;}E*ﬁ F SRR
B2 - 344 R G- R
(18-65/%)

o , Tt T R OB R
TR | NNT415-3981 [P ELE AR A ERERR 861 © |mpEaForY. —E SR, 7R,

(20~ 61 I

S E N AE R : 451

o |[PHEAA S eE S — 2R LW i AR LA RYENE K O A ERL

FRIFHRRER | NNT415-3986" | by o O kg s mm
(18~645%)
SE A 2 — 2R A LARNMILAS At SRYENRE K ORI 2R0ER
HIFHERER | NNT7415-4159 |AfE 244 © |IEERBIMT. ZEHER, 77 BRI
(18-645%) g (11EH)
A RE X —ERA LWL AIRARE BHME R e et/
HIFEERER | NN7415-4255 (364, 55 H A A 44 © |FEER, KEEE (FE —h: 2480 =,
(18mk L F) FEF/$—h:52-10238)
s l , AIER O AN/
it | NNTALt310 ot o b PIREEZE | et S b, SR, R
i N B (BB = 24580 b, JER /S — 52—
(18w LL 1) .
94i8)
A EE X —HEARA LW IR B & - s i
U Y —%RA T DM AR B DT G WA A BEERIRZ
AT NNTALSA322 1oy o B AR AL 74 Ol P commemy s
(125 Lh k)
He MR i IS
R S B R i 133 ﬁfﬁré %Z%ﬁ A HNER L O 2
EEIIFEEER | NN7415-4311° |B1, 96 H AR N4 © /ﬁ{/ﬁé RIORIT . SR BB, AIHILEL, 52
(128510 1) PG (Fg S —h: 240 b ERS—F:
' 128~136iH)
Bk, S ENRE, S EOER R OV 4
A EE X —HERA LW IR B e
SEIIFHERER | NN7415-4307¢ |15661, 55 H A A 114 O |fEfeXBi0ftir, JEEM. cTIRE:, R
(12m%Lh F) H(FER—h 24D b IERES—: 128
1363A)

a:NN7415-39863 BRIL, REFEHIRE D FAI DR —MEIZHIELT,

b ARFICHHEES NI EBE TR,

c:NN7415-431 17RBR I Ehii H THY ., Eﬁua®f~§77y/k7f7Elif@7~é?%ﬁum7‘~év\/f~ WZE T,
d:NN7415-4307TBR 1T E i THY, FR T — 2w — X R R 2RO 2% E DT,

HE AR ORI TODRIRE TR, [ ik la%vml%x T IXK AR DA e F— A 9 5P K i
KIREBE TR T B H M B OH] | T,

O©:FHIERt O: 5% H

(BRRFEHER

DLAEIE oA S

(DNN7415-381330B4°

18~655k D AME NEFE B MRS M A e ¥ —E R LW IMAIRA XIIB RS &5, AB|DZ 2, Eyshhe i O
TR Z R DI AL SR 7 1R et IR Bl s B e Esho 1 [E 1 3fisk CIhEL /-, WA TREShi- Ak
BBBEBIIRV-20L B0 TH-o7-, CRYBIREIC OV CIEIVIL EMEEEICET 2ER | OEESHR)

V-2 NN7415-38135ERICHE WV CHE E TR 5N -BEDRAEFIBER
TRl B e SR 0.05 mg/kg (3 f) | 0.25 mg/kg (3 f4) 1 mg/kg (3 i) Famcr
AR A B 1 mg/kg (3 1) 3 mg/kg (3 #) 77 R (2 6)
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RIVERNZ. FAEMEMARMERIIRSS (fHE 5 MERERE . 1 mg/ke) K ONEFHIALANTIZ (BEERE BARRE | 7T 1) D358 b, 57
FETHEHE Th-oTz, BELAEFEFSR, LT LMERPILICESTAEFRIIFBO LN T,

(@NN7415-398151ER®

20~6455%0D H A NAEHE B MR GRYMER) 2380, ARFIHEIRE NGO BEA e o EAL —Eeh7 7k
ARIRERER A ML 7=, CGEMENREIC VW ORIV EYEIEEIZBEd BIEE | DEER)

AFINTT TRz Bial THREL, SR B —b (R#10.25 mg/kg 361, 7R 1) (5L, B —k GRHL
mg/kg 3], 7T BRI TG LT,

BEFELRIT50.0% (4/861]) oGSz, BINEM., EEAEFL. ST R WRRPIEICE ST A FFRITRO IR T2,

AR ¥ G-I

(DNN7415-41597BR7

187k ~ 645k DINENA L B —Z R LWL AR A BT X1, KR E TG RO 220, SEYEhie K OS5
TERZ T 5720 O IAE 2L B M7 7t B Sl e BR 4 st 13 U [E 18R THMEL 7=, A410.25, 0.50 & O
0.80 mg/kg XIT7" TR % ., HAID2[EE2 H i C, £D%IT4HIZIRITE2[E], KL T#HRE LT,

K A BIZOEARFN6H Jo T Z R 2B OF 245 IRER A He 5 LT,

BIVERIE33.3 % (8/2461) IZ13FF8D HAL, JEHFACALEE (ARFI2FI20E 7 F BRI | AR (7 7 2R 1412

1) L CRFI LI | BB CARAILBI3EE) . 2 T L (2R 1B | BRIk R B2 CRFILEILEE) | 851 (75 'R
BILLE) | f PR CRFILBILEE) C, fIfd 2 TlRlE Th o7, EERFEFER HWERWRBRT EICE ST FEEZITED
IR oT=,

(@NN7415-431158ER®

AARNKLOSEADA L eE X —E A T 5 M AIBAL OBEEZ IR LT, #lBICAFIOAR A &L mg/kgZ 5L, 2H B
LIB&0.20 mg/kg/ H &2 F G- Uiz, #5-BtG4E LIGEO it as o X< 7 R EE D% B GBRIAN D5~ LINIZHE R
F3120.15, 0.2032130.25 mg/ kgD W& LA OMEFRF B L TR E LT,

MFHR D=LV X2 T PREIZDONTIEIVIL 1. (2). 2RERGE (NNT415-431158ER) | DIEZ | KFIOF MR L4
DV, 1), OEFE 5 AR R EHER (NN7415-4311588%) | 0THA S RO L,

AKFND FBEIR IS EIE R /8T A—Z Tl % A P FRETEPIE B (ST 21) OB RIHERIZXV-200 L BV TH 7=,

RVv-2 Mm¥EPEHTFPIRE QRS RATHTOvk, aEEE2~4)

wWEBEHN 95 91 92 94 91 28 93 95 58 15

100 100
- -
= =
E LT T T[T e
= £
i 10 =10
[TT T
o o
[F [F
[ [
= =
b S

1 1

T T T T T T T T T
o1 4 8 12 16 20 24 28 32

REMBEBEEEE GB)

LT =N O AE R A A KT,
TEE T IRIEZ FREID M RSOV TIERE R T IREO D ofEE Lz,

QR RERICERFRHAR

DIE BEIL [R5 T AEFER(NNT415-4255)
185k LA LA e X — %R LR EE M AR A BE 2 5 R AAIE B GROF M L VR 2EE R b E kIt
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[FFE B FE IR A BB Z . B ARZE Te 11 h[E2656E3% CHEIMELI-,

AF0.15mg/kg & 1 B 1Az FHEELZ, 12 BB 3 BILLED BRHILAH 7284, 0.20 mg/kg KT 0.25 mg/kg ~B%
BERO 72 e ATREL Lo, AR T R —hIER S — M CHERL . EE NI TR TOMBRE N 24 WHOR 5558 T
L= 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

(FE+IER—F) Thotz, EHERNO ABR 23 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~ —HMOBI121F), 7 ubmi e BN (TH1204) | FESFBALN i (5EI91F) | FEFHBALH 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| B3 [R5 T AR A BR(NNT415-4310) 1

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 bl (F i) 38R %2, A A2 S e 120 [E 1 THER CHEIEL =,

WBRE B AR O E I 5- % rFVIIa O I 5OV NS EIAHT 72, AA] 0.5 mg/kg ZW]ENC ARG LT, 2 [
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
T RTOHERE D 24 WO 545 T LIZRER TR T &L, FERE/N—MT 52 UL L& 94 B & LTz, rFVIa BEOBER
FIL T R5E T HRICAAE 5100 R 2 72,

AARER LA ANTZ 26 FUZIREREE CRFIRE 17 6, rFVIa B 9 ) M 5872, TE A CERGEPIELE 1 FlITEE
NR=NIBAT LI o7z,

BEIL, SHEBRE DB LA RO RSB ARSI H Loy — RO B A5 & fEiE s U CRFliS 7z,
B O ZIHBEIFET LD ABR OHEEM[95%EHE X 11, AAIEET 4.503.2, 6.4][8], /4 (2 —1) K1V 4.8[3.2, 7.2]
B4 (FE A+ IERS—R) 725 ONT rFVIa BT 20.4[14.4, 29.11[E] /4E (F£FA—F) Tho7-, S &R0 ABR 2% V-
41T T,

=& V-4 EHAER|D ABR(EE/A—r+ER/\—, FAS)

LLRIL 0.15 mg/ke 0.20 mg/kg 0.25 mg/ke En
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 BIERNE, ESTERAZP I (2 61 3 4F) . 747V D ZA~—30 (2 Bl 2 {F) . 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 )

AADTERIE S DR OR ANEO BT

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)

31.1(3.9; 72.9) 40.1(3.1; 56.3)

P51 () o v e
e/ M s B K AED)

TRV B SR K O ME I HH i

ABR ([B]/4F) O Jfil
(/M e K AE)
ABR ([B]/4E) O SF-#EOHE
TEAH (95 %fSHE X 1))
TRIERE LIS T DIRERE2D
ABREL (95 %fEHE X 1)

9.8(0.0; 94.7) 0.0(0.0; 66.4)

11.8(7.03, 19.86) 1.7(1.01, 2.87)

0.14(0.07; 0.29) (p<0.001)

ARBR AR B 5 SNT- 2R E (RIEREL~4) TORWERAREIREIE1326.0 %(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) ,

AAVE G RBLL - HE A FF UL, 11.0 $(14/12761)) (21848 (GREHEL: 001 | 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
R ESN, IR LB ST ERGUIRO LN ->T2,
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ZERRABRONE

AR OB ABIIR LI BEEXIREL, AANOR MR O IMEE R T A2 M0 4R, ISR, BHEE, N AICLD %
155 R AT (NNT415-7557) &2 35T E Tdb He
NN7415-431 13081 %, RUERTEAGE B LI T UGS IR E % BRRER i 8 2 . R a kL T D,
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VI. EEBICEHTHIEE
1. EEZMICEEH I LEMRITILEYE
AN

2. EBE/ER
(M 1E FAEBGL - /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

|
{
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|
|
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® S 530 X< T DEE 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 TFPIRFN4ER"
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 RIFBEEMIFR AL =/ vitro FOVE VARREER

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,

DRAREERMERBAYYXOM EREMETIVLIZESITEEIRNIZ SR D in vivoll & B E{ELE/ER"
<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) ST, WTNOREIZBWTH EBR IR o (-
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) A EREMEORDBAFRD LI, WTTH
DRIV TH BRI R MR E D B
DPREALITIZEAE T 2GRO BN
277,
FER 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,
FEr 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)

SIMAZEMRBAYHEOMEEEMETILIZE TR TFTESED M vive MK RE{REER"
Wt =2 — 2 —F U RARTUANE (NZW) 7312, Rz i BRAART4557 12 ~ 7 AHTERFVI mAb (2000 RBU/kg) % FV T
PURFH R ML ARAZ IIES 7=, LRz i BRAG BT 24 B RIS BHERIZ T A Y Z A 7 5% WG (10 mg/kg) XiF= 2 X=7 (10
mg/kg) & T HH- Uiz, N B %605 £ TO MM EEZRE LT, ZORER, a2 v XA~T TG TIX, TAVZAT %
FRPUARE ERES e U ¢ I BN BT Uiz, W oREIZ R T SRR TP i/ MR O A B B kidig s

A E TSRO NN 2T,

6)FEM KIm I H X DIREERER IR LY AV NETIVIZE T2 BT M F BN R
RS R T IR S 0 R T AR T AR A S U2 FE M AR Y iz a s v A= 7 (2 mg/ke) ERRIRN A G- Uiz &2, i
BEE R OBMEE M LS MR EEE A F~ — I — OB FHFEINDIDMRFF LT, £ORER, 202 X ~7 (2 mg/kg. ##IRA
5 MR R O AMEFEMAL R Z LA CFE L2 o200, FEORE T b T CThot-, MBI EIRE 7 A M
SRERINBEFELIZ 21T, KORER BTSSR SN, ZORATMREKRIT, ar v X~ T B 5% ICHPXaiE 2
T HES T )Y (LMHW) 28 552 L cifila vz,

EEVYXICETLBRAMEREISH T HLMHWEE T XIEFEFE T TOIAL L XY T (RN E) DEH
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concizumab concizumab
(2 mg/kg) (2 mg/kg)
. control IgG
+ saline (2 mglkg) + LMWH
+ saline

(3)E A S TR B5 ) - 5 #se A

MEMENZWE B2~ 7 ZHTERFVIL mAb (2000 RBU/kg) & AN THUATE J& ML AR AZ SEAESH ., Nz H i BR A4 BiT96HE A
(4H). 16815 (7 H) J UR240IR¢f] (10 B 2T AV 2 A7 % BiIgG (2, 20 mg/kg) Xz X< (20 mg/kg) Z i RN %
U7z, IR %605y £ Co i 21 E L7z, HI a3 RT0-45%7 (FTEVImAbIEART) & 55372 L NI FHFE % O
308K U604 IZ MR A BRI L, MAFF o v A~ T RELRIE LT, TOME, 2L v A~ 7 HE#£IROTHICHLEDR
B SFRO BT, FRIRNEE 542 10 B IO 2 Z{IZRD DI -T2, 2 TV AT H5%4 K OTHOWT
RO TH I SNz X~ 7 O AEIT50,000 ng/mLEHE 2 TN, #5410 B O RS 13 E RFR R A
THY, BT DB E A RSN > T2 Z I —F L T e, W ORI T BRI R v i/ Mk 3
DAL EAITIZEA L T EGRH BN -T2,

MAZEREMRFAEET 579X AR TEH RN IR RO MR EEREFRRVMEHIL S AITREDOEIL
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VI. EYEEICREd 5IRE
1. MR MR
(AR LA R
(OB R TR MR | OIS

QBRRABRCRRESINMFEE

1)E[E % 585 6
2V AT DEEIREEER (Con L AUC) 1F, 22 X~ 7 DN EHIE_EDTFPI(FEARY) ~DFEA L DB O IR — HEHE A
RO R L > TR DA AEMED SEHEIRE (TMDD) (280, RSN, AR FIMEE L Ra8nE RU, SMEA
RS K O ACRARBE 72 HONE A A NERERERE (MEAMEE) 2R BRICARHI0.05~3 mg/kgZ BRI F 5 L7-BEDIE
WyERE T A= ILL T DL Th-oTz,

PANESPN F e SHE MK A B A A N GEREHE B (EAMENR)
(NN7415-3813 35 °) (NN7415-3813 X85 °) (NN7415-3981 38 ©)
®h & 0.05 mg/kg 0.25 mg/kg 1 mg/kg 1 mg/kg 3 mg/kg 0.25 mg/kg 1 mg/kg
% 3 3 3 3 3 3 3
Crnax 9.2 36.0 999.0 1791.0 16689.0 55.2 276.7
(ng/mL) (2.5 (6.8) (427.0) (1588.4) (7079.9) (3.9) (152.8)
AUC - HHEd 10772.2 54695.8 109350.8 2452323.3 7090.8 25426.0
(ng*h/mL) (10066.3) (20163.9) (77461.6) (1275578.8) (689.9) (5916.6)
CL/F Chinkcac 37.5 19.9 17.3 1.6 35.6 40.6
(mL/h/kg) (22.8) 6.7) (18.0) (1.2) (3.0) (8.5)
tmax () 12.0 24.1 36.0 46.5 70.4 12.1 11.8
(8.0, 72.4) (12.1, 502.4) (24.1, 36.0) (34.3, 94.8) (47.9, 71.5) (8.0, 24.0) (8.1, 99.1)
t1/2 (h) B 90.3 114.6 116.7 74.8 96.5 109.9
(18.2) (5.5) (69.5) (31.5) (10.1) (16.6)

R (BT 72) (72720 b 1 PRAE /M, FReKAE) )

DRIEFE 58 (NN7415-431158ER)®

AARANKLOSNEANDA L e F— 2T DM AIHA R OBAEZ IR T, F B IZARFIOAR HE1.0 mg/keZ 5L, 2H H

PIBE0.20 mg/kg/ H 45 L7z () D5~8HLAPNIZ0.25 mg/kg/ H ~DHEE130.15 mg/kg/ H ~DIEA JHEL L72) BED
MmAEF=aL o X~ T RE DR ORI KIVI-1D LB ThoTz, 24RO Mo~ X< 7 REENT 7 ED %
#)13665.4ng/ml (&AZSBRER : 2.2) (N=94451, 5 H A N34 TH-o7z,

BVI-1 f0#Eear o XY TiREOREIHER

WEREM 63636163 ! 94 94 94 92 8 92 94 5 92 61 a0 26 7

3 T 4
‘_E_ 1000 - 1000 E
2 - S B 2
N s =
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i ' 1
2 ’ Bl
™ L 1 ™
i : L - - i
X 100+ 1: - F100 1X
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+ &
LT =
= =
10 10
LI T T T T T T T T T T T T T
BE%Y % 90NN Y % %

RERMEREBERE (55 5E)

TN TR DR REE £ T,
ER T IREA T EIDMmAE iR IOV TTER FRRED ol L,
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3. BEMAGRE L —3V) g
(WA A"

WA T FHERBR (NNT7415-381338 545, NN7415-398 1738585, NN7415-39865457'4, NN7415-4159388R7) | [EFL[E4 T A0
PR (NN7415-42555050°, NN7415-4310388R") S OVEI BRI [F] 25 AR FUER (NN7415-431130R!) THRGTZEH23241 (4145
HIES) oo o X< 7 EEE VT, NONMEM (version 7.3) (2 X4 RHE ISR BT N ERS =, B0 s
VT T2 AR ORER S FEME O ZEY) BN RE (TMDD) %ﬁ:fﬂzf/\bﬁ“tZ T R—R A NET L TEIR LT,

BT T LA AWT, ARAIEG-BIG 4 LI Bl i 2 8 A LT A LA L2 WSO Lt oL o X~ 7 R
DHRBIZHONWTI a2l —arE{ToT-FE R, [MVI- 2@&3‘0@“(&)0710 WL a2l — T ar BB E R OHEEF &0
HEIZLOAREORFE BOEML VOB NSRBI EIRIBII,

HVI-2 4 BUBRORAERHEEALILIZE (B) EEALLGWMES () DMREHIV P AITREDIIaL—ay
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a) NN7415-4311 RER L RO IR E /A %% B LT A&7 SIS &, 10000 FIOWERE 2R E L CH 4 O IR BE — I 7 'n >
AN GEEEE 2 D) B 3ol —tar Lz,
JREFEISIE 90% T K il %, SRR RO KT FIIELR S, MR RO EIT, 4 BRFRD Coronn B (FRZELBIZ 1) 172K
S&, 6 WK THEAHMT 5L TITo 7,

NN7415-4311FABROMR B O 7 — 2 IS, PG TRPIR B K O — 2 br B AR Rl U O — I
IGET NEAERR LTz, BT — BOGHRNTIZED  NNT415-43 11380088 © V= A Blc X0 e bz TRPIR BE K O — 2 by
EUAERRITH T ORI N2 D0 v A~ T DI EDSHERF SN L EAVREN (RIVI-3) | $7, il =Y —RiC
B3 DIR T — RS MRNT Tl NN7415-43 1153888 TRV VZ A BICEVABRIUCKH T BT e par o X< 7 DR
BRI ENAZLARENT- (KVI-4),
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b) AKNC LD T IR Z % TR (22U IR CIIARSIBIR~OBATHR O ) O EEFRNTO I v A7 ECo M v X~
T2 B ONTE O S o0 I Pl TRPIE B2 K N — 2 b B AR BN & 5,
¢)ABR ([E]/4F) = (JEHES 7= H AR ML & OSMEME L= — R O3/ T 7 — &y M 3815 B 3%) X 365.25

EVI-3 miErhiEet TFPLRELE—IbOVEVEREICET SR E — RICEZR
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e
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HJ& 95%{E Xt

B T IS TRIED 1

TR AT BOV %5 L7 RHEFASWBIEET A5 T RISz, SRERMIR T (NNT415-4311 RERFIBI# D7 — 5D
B Ete) Off & DSz L R~ T PHEDOFEEIO A (OUIE) S O 5 —95%4ii i

K VI-4 ABR DREE— &G #%
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Wttt 7 IS TR Ty
T LA TR :BOV %% [ LI REFSMBIET T b RSN, SRR (NN7415-4311 #B

QNFA—REBHER"
AR OEDENREETT NV E T, FRISNEFIREO LS M h o > X T REIE ST, E BRI v A~T
MR B LT 2 DB R OB T L OMERF A B OB E NV A~ TR BRI LT H 2 D BE 7ML 7=,
22V R<70.20 mg/ ket 544 OURTERICE R DT BN G2 DR EY | MKRAZA THB IS GEeAa =y R
SIETTF, AN 18 LL LR B, RET0 kg, NN7415-43113RBR LI AN DI TR (SR DR EE B Dt
WSO THET Lz, 2 A~ T OIRE EE T 57010 &b BEAR LA BITAE TH -7 (KVI-5), Lol
NN7415-43113BRIZBVTBMIOH 7 7 L — 7 Car v X~ 7 DIEBEOEWITERD b -71-,
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HVI-5 AV AYTDBEEICHTIHREENHE

IA#LANTAYR (AP XTTEHREE 0.20 mg/ke)

Covariate I:tsetgory (I:Qaetf:grsnryce Relative exposure Ratio [90% Cl]
432kg —e—i 0.59[0.49.0.72]

Body weight 70 kg !
103.3 kg | o 1,99 (1.42:3.07)

i
Age Adolescents Adults ~@ § { 0.86 [0.65:1.22)
Race Asian White }-——0—;—1 0.89[0.71;1.13]
HA with inhibitors —eo— ; 0.77 [0.66,0.91)
Population HB with inhibitors HA o g 0.77 [0.64,0.95)
Healthy ! -~ 4 1.55[1.00;2.83]

0.50 0.80 1.25 3.10

Data is expressed as steady-—state average concizumab plasma 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 70 kg not enrolled in Trial 4311. 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 70 kg corresponds to the approximate median in the
population. Body weight test categories (43.2 and 103.3 kg) represent the 5 % and 95 % percentiles, respectively, in the data
set. Vertical dotted lines indicate the [0.80;1.25]-limits. Covariates with fewer than 20 subjects were collapsed with the

largest covariate group.

HA: Haemophilia A, HB: Haemophilia B
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ZENBEZDER

1. L
- =R

VI. 22t (ERLDOZES)ICEAYTSHIER
1.

11 AR OBERRRICHVDTEBLMLERMEERORBESEYHICRHOLN TS, BEBE+HITTL, MigE
RUEZAEONDEEICEARIOBREESIEL, BYRMEETITE, £f-. BEICHL, MGERMEEROK
BORRIZOVNTHRHRIETBE, [8.1.91.2, 11.1.2 BH]

)

FEIRFBRIZIB W T, AR E e 537 2 A B3 T AFIEOR BB NE E TERWEEZR MARZERAED 3 4] 5 {4
IZHAESIT (e 2 —IE A AR A 2 fiI(NN7415-4307 3Bk 2, (L e 2 — (A MAR B 1 HI(NN7415-4311 38R
1) 2022 43 H 10 HFFS),

AFNOBEGIZBRL T, WIEM AT AR (EEEEE T R OHERE T OBIMOY A7/ IMEEE L L TIERESN TWODE
M) SB35 L(IXIL 2. ZOMOEEER  OESBMH),

1.2 AFXMEFARICT MR- BREBEEFHODEMOLE, BERICHAN G CTEIEEMETIRERMIAT A28,
[8.1.9.1.2, 11.1.2 B8]
(fiFa)
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Alhemo HIFZHHAS | Solution for injection in a prefilled, multi—
dose disposable pen

15mg (10mg/mL). 60mg (40mg/mL). 150mg
(100mg/mL). 300mg (100mg/mL.)

Alhemo (concizumab injection) is indicated for the treatment of adolescent and adult patients (12 years of
age or older) with hemophilia A (congenital factor VIII [FVIII] deficiency) who have FVIII 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

e 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.

MIEXOH

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 VII (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 FVIII 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.

e [ntramuscular 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: a loading dose of 1 mg/kg once.

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

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. ldeally, patients should be prescribed and use a pen that can deliver the required daily

maintenance dose in one injection.

4.4 Administration
e 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.
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¢ 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.

¢ 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 FEach 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.

¢ 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).

. 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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150mg/1.5mL (100mg/mL) 'L 74 /LR
300mg/3mL (100mg/mL) 'L 7 /LR~

ZhRE X 13%h | Alhemo is indicated where prophylaxis is required to prevent or reduce the frequency of bleeding in

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

FEK OV | 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 rFVlla 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

Day 1

Concizumab dose
1 mg/kg SC once
0.20 mg/kg SC daily

Dose phase

Loading dose

Day 2 until determination of Initial maintenance dose

individual maintenance dose

(chosen based on Table 2)
SC daily

From determination of Individual maintenance dose
individual maintenance dose

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.
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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.

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
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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 rEVIla or aPCC) can be used to treat breakthrough bleeds during concizumab
therapy: the dose and duration of bypassing agent should be based on the location and severity of the

bleed.

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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(Product Monograph) There are no clinical studies of Alhemo use in pregnant women. Animal reproduction studies have
(20234E7H) 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
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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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Effects on fertility

There are no available clinical data on the effect of concizumab on fertility, and no specific
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 AUCg-24), 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.

TFPI, 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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(Product Monograph)

7.1.3 Pediatrics

Forty—two adolescent patients (aged 12 to less than 18 years) were included in the main

50




(20234E7H)

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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https://pro.novonordisk.co.jp/products/alhemo.html
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