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I. &I HIEE

1. BR5E4
(1) ¥4
A7 7 A MEEMH 250
A7 7 A FEEMH 500
A7 7 A MEEMH 750
A a2 7 A MERER 1000
A a2 7 A MERER 1500
A a2 7 A MERER 2000
A a2 7 A MERER 3000
A a2 7 A MERER 4000

(2) *%
ELOCTATE® Intravenous 250
ELOCTATE® Intravenous 500
ELOCTATE® Intravenous 750
ELOCTATE® Intravenous 1000
ELOCTATE® Intravenous 1500
ELOCTATE® Intravenous 2000
ELOCTATE® Intravenous 3000
ELOCTATE® Intravenous 4000

(3) BMDHE
MAE T RN E R (Elongated) U 7= & EERE 2 VIIL [K- (Factor Eight) &9 B
5. A a2 74K (Eloctate) &g L7,

2. —i4
(1) 4 (&%)
T7Zuy hays TiArvy (Barifiz) (JAN)

(2) F4& (MaiK)
Efraloctocog Alfa (Genetical Recombination) (JAN)

() RT L (stem)
MK EEE K- @ —cog



I. &I HIEE

3.

&

XX IERMEX

B KA A UBRERIE MfigEeE S VI NFHEERIZY o —idslz i 32 e b IgGl @ Fe 8
W (B2 v, CH2 KON CH3 fElE) —ERZa IS s ey o R EThHY .

=N
5,

AR kAL (HEK293 i) Mo EAIND, @HEFEIT 1,664 HO T 2 / BREEND
7 DEEILE U Fe A DA (227 DT 2 /Wi 7 6ip s, BRZERD 2\ Fe $8

A R R A VIIT KB O 8134 191kDa Th v . FHaRBEM D72\ Fe fEIEHE
MO FEITE 26kDa Th 5,

Io75aY bayd 7IL770EKXE
Aia

EVIIEF |
(BRAA VEREERY)

FCRXA { I1
T
C#H

EHERS

AFRRUNFE
z7onuy b2y TT7 7 : CorseHiasesNas9102855578 (Z 237 E B4y 216,387.90)

A$H -
B :
C#H :

C3895H5939N 102001140820 (¥ > /X7 E i 4y 86,349.93)
Ca697H7179N125901370841 (¥ > X7 'EEB455 104,518.54)
C1144H1773N30303458s (¥ L /37 G4y 25,547.66)

L% % (hiE) XIEARE

4

4

T7Znrs hayz 77 yiE, BEFHARZ Fe-v b iiREEE S VI K-f-(FVIIDES b
SRy (K0 225,000) THY | THAEDT X BRIRIEN D72 D A, 911 HO T
BRI D 7D B, KOR22T O T XV BEEEND 25 CEHTHRINS, AHEIT
FVIII ® 1~743 7 H % U0 1638~1648 T H D7 I/ MRICHHY %, B D 1~684 FHD
7 X/ RIE FVIIL O 1649~2332 FH DT X /MEICHY T2, B O 685~911 HHDOT
IBEOCHIT. B FIgGL D Fe AL VST L, =7 Twy haZ TA77id,
b MeREESRHIRIC LV EESND,  (JAN)

Efraloctocog Alfa is a recombinant Fc-human blood coagulation factor VIII (VIII) fusion
glycoprotein (molecular weight: ca. 225,000) composed of an A-chain consisting of 754

amino acid residues, a B—chain consisting of 911 amino acid residues, and a C—chain
757



ARSI SIEE

consisting of 227 amino acid residues. The A—chain and amino acids at positions 1 — 684
of the B—chain correspond to amino acids at positions 1 — 743 and 1638 — 1648, and
amino acids at positions 1649 — 2332 of FVIII, respectively. Amino acids at positions 685
- 911 of the B-chain and the C-chain correspond to Fc domain of human IgGl.
Efraloctocog Alfa is produced in human embryonic kidney cells. (JAN)

BRA. i, BS, 585
Jf3€=— K : BIIB031, BIIB031-A
—RAIA PR
(AAL) Bis iz b b IikEeE s VI K Fe @& % > 378 (rFVIIIFc)
(#44) recombinant human coagulation Factor VIII-Fc fusion protein X% Coagulation Factor

VIII (Long-Acting, Recombinant Fc Fusion Protein)
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1. HEFMEE
(1) #M& - 4K
AT~ A BT 5 I~ I A RO

(2) ARt
MR L

(3) Tt
AR L

(4) BR (RS, AR, RES
R L

(5) BEtREARMTH
AR L

(6) HEHM
R L

() Z0tho XL RERE
D5ENR 6.4 (PEGRIEER)
2) 25T : 817~1,083mOsm/kg
3)pH : 6.5~7.5
4) Z o8y g R (WG 280nm)  : 0.8~1.2mg/mL

2. BMASOERFHBTIZETSREN

IJ5089 b3y FILT7 GEGFHEERZ) OREN

i A5 WA | e iR
EARERI | 00 | |36 AR | KL
e | —g0sC | %7 Vs | gy |JEEAAURE L PR
R segc | 0w 3 A | JERHEPITL BT

AR E - MRIR, pH, Z o 87 BIRE, HVIIIR-FEEETEME (bbfik, aPTT (EMEES e R I 2F
REfED) ) . MERRBR. FcRnfsA™!
X1 RIIRAFRER 0 7 F it
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3. B OHERHEE B
flerdalBRiL
(1) A SDS AR Y 727 VLT 2 R IVERIKEE
Btk - ERIKE S REHET 5 & & BERIKO AN R 7 7 A Ve —8T 5,
(2) MEEEETE M (Fefayk)
kg« DMOHMICEAT 5 (IEHED 5,600 [EEEH/mg PLE)
E ik
Z Ry ERRE (SRAN AT EERE TS - JE I & 280nm)
0 0.8~1.2mg/mL Th 5,



V. REICET HEE

1. Fifz
(1) FRZDRH
TS OHIFRAR LT 2 IR AT & B LR R B

(2) HHOHNEER VIR

. A v s T A NI
544
250 | 500 | 750 | 1000 | 1500 | 2000 | 3000 | 4000
PETON T7gus hay FTAT7y GEETHERL)
i 250[EEE | 500EEE | 750 | 1000/ | 1500/# | 2000E | 3000E | 4000
(131 T et) L Vo RV s RO s s s
HAL L=< vA i==K{va PR AL PR EA PR AL PR AL PR AL
B A HHI - 10mLOH T AHAS A T L
WATESEE (B RESAASML) : 3mLOA I AWF LT oL Ry ) oy
- gk AANTAB~IKAROHXITIMEKE TS 5 (HAEZERAD AR Z N2 CTEfET 5
L EMO~EOEET D, BP~MALEEDORE D,
Q) FEAlo—F

YL
4) "HF D%
DpH : 6.5~7.5 (IRfF O CTHfigRg)
2)ZBIE VERARIRICHT D) 1.3~1.7 (FRAFOIRIRIE TR

() it

BEARRNA

2. HEDHERK
() ABES GEMERS) OEERUEME

1077 A NHER
W74

250 | 500 | 750 | 1000 | 1500 | 2000 | 8000 | 4000
ARGy (W34 T v [EEREAL
7707027 T a5 | 500 750 | 1000 | 1500 | 2000 | 3000 | 4000
N7 7 (B FHLHR )
W 3 A 7 )
ik 3k 40mg
Hift T R YU A 36mg
L AFT v 3.1mg
WAoo BoKF) 2.4mg
AU Y _— 120 0.4mg
USNREY ALY 1>V eod BlE ESHHK3mL

AFHNIHRE TR (R LRE) 12V T, b MNRIEBHE Mk L EH L Tnd,
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(2) BRESORE
R L

Q) #&
LA

3. RMIBRBEDHBRUVEE
13U oHPIc HRESHK 3SmL 25T,

4. Al
IR S VIIL - & L CoEEN (EEHAD) TRRIND,

5. iBRAT HEREMED H 5K Y
JREIAFAET 2 XUIFTET D ATREE D & 2 AHIILL T D@ Y Th b, 7ok, Ay L~ 3l
AIFECIEE—ETH Y, A TR CBELHEMNTRD Sz,
(1) H09W'E bR AH)
mor R (IR SR 2 MR EERE S VIIL (K- Fe fllk@t s % > X278 (¢FVIIIFc)
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koo T

XY~ 1 (~220KD2)
EfH(90kDa) 225 (80kDa)
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S _ ﬁ

NEUBUED FEAV/ T4 —LA

8H-Fc/Fc(LC-Fo/Fe) (130kDa) e EEEE (90kDa)
] N
[T
HEEGURFCER
(~50kDa)
BE-Fc(LCF) (105kDa) iR C (~25kDa)

B TEN TEHBBEFHEES)
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(2) B35 THE R A
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) 1HY'E
TR URONAS FNR—F o (BB ADE)
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s PRI, EREPE O RICIEWER DN KX D ITREFEL T EE0Y,

ek, HRIL=IE (30CET) TR FETHZENTE D,
[ IV 22t (BEH EoEES) 23 2HA 11, @A EoEE] OHESMH)

TRAR % D22 E M
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HZ ABIANA TS
o o T ARAHERA Y v "
30+2°C 75t 5%RH RV Fre L s 67 fH] e L
JVHY Y
FEPEAEE - 21°C (Bf@asHEE T ENHBERM T CIEE
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8. &L DEEEEIL (WMEILFMEL)
AR L

9. A

AR

10. &% - 2%
(1) EENVELGRSR - AE. HEIFRGRSE - AEICET H1FR
VI ZZ4t (R EodES) (BT 2HE 11 #A LodE) oES R
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W44 TV TFFTHF v v T DM

A a7 7 A NEEF250 5

A v 2774 MEEHB00 7R

A v 774 MFREHT50 A/ AV

A v 2774 MFEH1000 ok

A w27 A MEEH1500 H—= 7=
A7 74 MNEEH2000 aA Y7 —
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A w2774 MFEH4000 Frov

(2) a%
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(L7 4 Ry U oy (FESAK 3mL)
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(L7400 R oY FESAAK SmL)
1000 [EFRHAL X 1 231 T v
(L7400 R oY (ESAZK 3mL)
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[V 7 4V Ry U vy (JESHAK 3mL)
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[V 7 4V KU vy (HESHAK 3mL)
3000 [EFSHAL X 1 /31 T 1
[V 74 R oy (S K SmL)
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(L7 4V Ry vy (ESHK 3mL)
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X1V »ofE]

X1V o]

X1V »ofE]



V. REICET HEE

Q) FHEBE=E
EARPNA

(4) BHOME

s ME
INA T IV W T AT T A
AHA =AY E VA=0=074 ¥ =N
TV T HETXy v TNI=ULKRORY Fee Ly
HERfE (U oY) R A BRI T A
S E S AR 2= N
R | Fy TRy o VA=E A V= WA
=R AU B—HRFr— b

PREI A2 % > 7

AN Al = Bl P

1. BRI NIEME

REERR L

12. Z 0t
LR L




V. BEICET H1ER
1. MEEXIEHHE

2.

3.

I EEEE 55 VIIL AR Z B2 I8 1 2 Hi A ) o> Hii)

<ZhEE TR R O E R >

BUTE, A A OFEHERY A 1ERRIEIL ., MIREERE 55 VIIL K185 X 2 M e siEc L0 i 2 #n)
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FIITEREDBEITINA, A e BX —JHlidME < 0 i EEE 55 VIIL K715 23 i
HEN 2% RMEMAR A BF LTSN TVD, BB OIRK T OV T, RO BRHE
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TEDLZEnD, —RINREEFHE LTRE LT,

& PR A A
(1) BRF—5 /8y or—y
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ST
ﬁ} Fcraig Feral [ ﬂ —

FcRn=Neonatal Fc2 g4
lgG=REIO07UG
VWF=273>-JsLTSVURAF
¥1: b MIEEEEE VI K+ (FVIID &, MiREEE D A 7 — R W CRBEDMIREER - TH 5, B, 5
VIII [K 7% von Willebrand K+ (VWF) &#EA Lo REEREAER (FVIIIVWE) & L ClHICHFEEL T
WD, MIKEER I A7 — RTINS EVRED T X/ BRFE IS THIW S U Cis Ak s VIIT K+
(FVIIla) \2&# S, VWF 258l &5, FVIIa iXEMHEE IX A1 (FIXa) OFK & L@, v
VIRE GEME b/ oRIiaE) BT XET (FX) 2GS X R (FXa) ~EE# L, iz =
frrerRnberer~ElIh, 747 ) VRBRICE S,

18G




VI. EEEICEHI HIER

(2) EEERMITLHHABRKKE
OAFIXix SC rFVIIIFc DAA{LZHEM: (in vitro) V)

AHA] (xFVIIIFc : BAis 7R % ke 5 VIIL K1 Fe fEIkE G & > 7 &) XIIAHF FIz
0% L TERH SN TWBHIET vt 7 rFVIIIFc A Y 7 +— A (SCrFVIIIFe) & ftho rFVIII
#A] (moroctocog alfa : [EINARIKGR) D, 1) BEAHHIEEE (Coatest) K UNMAEH aPTT Hl
TENT K2 MR EERE 5 VIIL K&, 2) hr B A XDEM bR, 3) &Mk e T A~
CIZ XD RIEMEAL, 4) 7 v —BEAKRERICOWTRHE - et Lzt 2 A, E B iEE
FELEIL TWe, 260 Z &0 b AANT MK EEE 55 VIIL K1 & RO TEMEL S 4,
MEEERE 71 A - — RIZBW ROy EAHAEAEM T 5 2 RSz,

@VWF iZxtd 2 #EE 8 (in vitro) 12
AFI O SC rFVIIIFe ® VWF (x4 2 AHAMEE Rl 77 X € v SLglEE (SPR)
fRNTIC X VR L= & = A, EifREEE 4k (Kp) *' 22 0.34+£0.01 KO 0.31=+
0.0lnmol/L Th ~ 7= (CEHE EFEHEFR % n=6) .
M1 EAREEE S (Kp) 1XMGEEE S VIII KT & VWF EOMEREMAZRLTRY | MadEEg (ka)
ROMRBEEIE 8 (kd) 2V CEM L7 (Ko=kd/ka) .

@ brurtizksd VWF » bR (in vitro) 19
AFI KON SCrFVIIIFe ® kv e LD VWE 25 OfhEd Lo & &2 SPR #ENTIC L 0 EF
fiLi=& A, FrrEro 0% hEEE (ECs) (X2 Fh 3.910.3 LT 12+ 1 HET/mL
Thole (CFHHEEFEHER2E, n=6) .

@FcRn iZxt3 2 A B (in vitro) ¥
AHlOE b Y. Ty BRI T AD FeRn 2k S5 68 AMEZ SPR i#ATIC X 0 ET L
7=& 2 A, KH2.0~2,000nmol/Ll D4 FeRn (2%} % ECso lZZ 414 51.7, 52.1, 10.7 &
N 11.7nmol/LL TH > 7=,

O&MmOEEEFEE (AR A~TR) 1517
M A~ 7 2% HNT, AFIKO SC rFVIIIFc $% 5-1 0> 4 i1, T 0 % [EE M 00 Hifgi i i & 4
AL & 2 A, AFIEGRTOEEERFIL 60 438 (SC rFVIIIFe #5511 30 i) Th o7z
N, AFN GG 96 HfE#% £ T (SC rFVIIIFc #5031 38% 5 94 WfE#% £ T) e
DR L, BEETEIES R LT, 7. EmEERE SN EE (ROTEM) (12X 5 BE T,
RENB - 5 /35588 DAV BEFE R, AR ERER J OY o £ FE O3 B 5 96 REff % £ C
Rt L7z,



VI. EERHEICEHY HIEA
EERESHOLMBERE WBCD (MAFATHR)

@ K (SOEIIF“‘iﬁ/kg) @®S3C rFVIIIFc (SOIEIIE“‘iﬁ/kg)
MEEERER (59) MEEE R (43)

514 I W& s Pe H14 I &5

MR | 1-1 1-2 1-3 MR | 2-1 2-2 2-3 2-4 2-5 2-6
¥e5m1 | >60 | >60 | >60 #5R7 | >30 | >30 | >30 | >30 | >30 | >30
0.25 3 3 5 0.25 6 6 5 4 3 4
24 5 6 8 94 2 6 2 4 4 6
48 5 7 9 115 >30 | >30 3 >30 | >30 | >30
96 >60 13 9 120 >30 | >30 | >30 | >30 | >30 | >30
120 >60 | >60 | >60

®G BIRWEG X — 7T 4 70 L0 Mk R E 5 VITTN 1 2 @R A2 R S 72
C57BL/6% (HIEMAIRAET V) v U A [(n=18 (MEME) ; 3~6/ix5-HE)

51 AHIESC rFVIIIFe 50E B Hifir/kg & Bilml# 5 L, 4 ifEEE R (WBCT) (2 k&
0 IR S & I E L7z,

HERESHOEEZESE ROTEM) [(MERHFATVR]

@ LB [ Juikssidagi=is|
) )
1800 [ 5007
*
1500+ J 400+ *
12001 *] = ] I
! 2 3001
F . X
B 900 I e | .
b 1 A 2004
600 F
=iy 24 48 72 96 (B5F) Tk 24 48 72 96 (E57)
BE5EE B 5%EE
QoEE
)]
70
60
IL\
a 4
g 50 "
—e— F|
40 1 WA ZRIT PITP
J # p<0.05 (Al vs. LUZIRIT PILI7
20 ‘ ‘ ‘ Two-way ANOVA with Bonferroni post-tests)
0 24 48 72 96 (1)
B S%HERE

K5 BARWB R ¥ — 77 ¢ 702 X0 Mk EE S 55 VI - 2 38R A I2 K HE < 72 C57BL/6
% (HEIEMABAETT V) ~ 7 & [(n=104 () ; 22~28/# 5, 3~7/?BIJ7£H# =y

TG ARSI A7 barz 77 7 b0EEERA/kg A HFHE S L, ROTEMIC X v §EETE
P2 FEAI L 7=,



VI. EEEICEHI HIER

©®2Mm OBEETEHE (LA A A X) 1©
1A A A X & IV T ARAI A 5% OREEE 2 Mas Lz & 2 A 2R (WBCT)
7 20 53 A £ TORLMEL, AFNEE 96 KifHl % £ THEFF S,

HEKES RO MERRRF WBCT) (MARKAS X]

(53)
604
J}fXa
A3 b
504 ®
3
40+
£
2
B 304
5]
G
20+ _ ZMERERE>20%
(FATNHBEVIIRTREFM<1%)
104+ ERBAROR—ASA
2MAERRE
0 T T ¥ T ¥ T T T i T J T £ T ¥ T ? T
0 20 40 60 80 100 120 140 160 180 (B

BS®IEE

5tg - MARAA X [(n=2 (MEIER1) )
J7i - AFN125EER AN kg & BRI 5 L, WBCTIZ L 0 BREEME 2 55440 L 7=,



VI. EEEICEHI HIER

@ILfER : REIB#ORMEZIEEL LIRS (WKFA~TX) 19
AT A =0 A% MW REIEHILE 7 /BT AR O I fER 2 #E Lz & 25, KA
B0 3 HETRTITBW T, IWHEE & ik L CHEICRB YN O ki &2 S, Hif T
Pz BRI 72 (p<0.05 ; Kruskal-Wallis test with Dunn post test) .

HEKRSREMIRVIEICE T 5IEMER (MRHATDX]

OkM=
(mL)
1.2
‘e
| L 4
1.0 A O e
.
0.9 o i if. oo ’:
] 0
0.8 s "o %
x . o A mm o
m oz *® & =
% 0.6 AD .
g Ve WA [ 0 ot
R 05- =e— o
f& B B .
0.4 °® R : A R AA
0.3 '.. O A A n DD
02 ®e® o o R =" 40g &
Moo o AL Ga, met o O 23
0.1 1 (o) A ATA ™ 0
L] ) A ‘A‘ A ] &OQ}
0.0 T T T T T T T
1 t t
K 216 EREke | 72 ERB/kg | 24 EERI/Kg
LUFIRIT FILTF 216 ERREf/kg 72 EREERI/Kg 24 EREENI/ kg : :
@km=E R UHMmFHE
5 & K (PHfE)  (mL) Hi B (%)
(EBHANL k) | AH | AUA2 has TATy| KA (AUAL RaS TAT
216 0.25 0.20 75 69
72 0.24 0.41 70 40
24 0.72 0.52 40 40

WG RIRNEE X — 7T 4 72k 0 M EEE 5 VI K12 #R_RAIC KRB S 87
C57BL/6 % (HIEMAG A ET V) ~ U R & HWIZ 2 HIET /v (n=130 (1) ;
16~20/8% 57, IRIEERE) | xR E LT C57BL/6 i~V A [n=16 (If) )

Fik KRNIV Y A7 has 7T 7 24~216 FHEEHA kg, b L < T2 R FHRICHE
Bl G- L7c 5 &Rl lem 280 L7, Ml L7 gz 37 CAPRRIER 13mL
HZ 30 IR L, i B % B S ETRLIC X 0 Bl L7z,



VI. EEEICEHI HIER

®HMmTFBHER : REARGINT% DB R OB MAMHTER & 5% & LR (Ao A < v =) 20.20
A A~ U 2 RBEHIRGINTE 7 /U231 2 AH O KL TR R 2 B L7z,

®-1: xfHREL OB (RARIC L 2/ FARKRFHEORE)

FEFIRGIMT 24 KEFIRTICAH] 1210/kg 2365 LT-REE | RBEAREIE 24 KefEIRTIC VY A7 k=
7 TNT7 7 121U/Kkg G LIfEL T L7z & &, ARRREOAGFRIIARICLES L, )
AR R OF IR b Lz (FX ; p<0.05, log-rank (Mantel-COX) &) . *
7o, REREIWT 48 REEIRTICAK 2 G- L7 BE & B RIREIEr 24 FEERTICLV D A2 ha s 7
NT 7 G LIERICBWT, SHETHIER L L ZA, AFRKOHHMEICHEEEILADL
Nn7pino7= (p>0.05, log-rank (Mantel-COX) &) .

HEKZREREHRUIMICE T EFRRUVBHMOFHE (MRKATIX]

QLR @ F M FhE
%) %)
100 . i
p=0.0003' 1o
9201 » 90
v i g
801 A 80
70 o Tt 70
| N ]
- p=0.8074" B _ :
& 60] & Ejﬂ 60 L P 0.0005
7 5o % 5o [& .
= ih 5
40 % 401 Lo
301 304 7
201 0] @ ’ p=0.243"
101 104 & 4 )
a2 =
0 ‘ ; ; ; : 0 : ; : . :
0 5 10 15 20 25 (B 0 5 10 15 20 25 (85)
RE RGBSR REIRUINT 05
log-ranki&7E —e— [ (O77 1 R4 S8 (n=19)
tivs LU RIS PLT 7B o VUATRIT FILTr24RREEIE 5B (n=19)

oo A OIT A MSERETIRSE (n=20)

K EIRAEAR T2 — 7T 4 & 712 K0 MR 55 VI K- 2 @ 4R A0 (2 R 8 & 72 C57BL/6
F (EEMAR ATT V) v~ A E W RHIRGIEET LV (=78 () ; 19~20/85-
B, 20/AIERE) (B AEICKI 2MET n=129 () ; 19~20/4%58E. 10/7ABERE)

Fik AR 12 EESEA kg & BIAHE 24 T 48 BjfEE, b L3427 vas TATy
12 EBH/kg % Hilal 5 24 Ref%C, 2 2R FIRZ Uik L 7=, REIRDINE 24 B
W% CEIE LT, EFRLOWIRIMARTE K% O F i & fosk Lz,

(B HEIZBT 2 AF X IV A7 har Ta7 7 4,12 KO 36 [EHEHA/kg &

AL L, 220 24 T 48 Ref% IR EIRZ Ol L7z, RERDINHE 24 R & ©
BT, AFERLOHHMEE L, )



\.

VI. EEEICEHI HIER

®-2 : SC rFVIIIFc & D L#k

RGN 48 IR AHI K Y SCrFVIIIFe 4% 5- L, Ml FEHAmRE L& 2 A, [H
ROREEREEEZ R L, 3 HET AN TIZBW Tl M OAFR L OFH M RICAEZETA B
7272 [(p>0.05, log-rank (Mantel-COX) &) . £7-. BEHAREIN 24 Fefiit4 D L7
&S HERRD D | 50% 7RI B 72 & (EDso) Z#HH L7z & 2 A AHI KO SC rFVIIIFe
7 RGBT 48 FFATIC G- L7 G E O MAdR A ~ 7 A OAFRIZHT 5 EDso 121N
1.23 kW 1.17uglkg TH o 7=,

EHARVIE24RRCE 1T A FERRAERICHR (MERHBATIX]

(%)
1004

90 —o—
80 - SCrRVIlIFC

704
604
50+
40
304
20+

BHHF

ED50=1.17ug/kg

ED50=1.23ug/kg

LQ‘

0.1 I | - ”1 | | S ‘1]O(ug/kg)

WG GRIBIR T2 — 7 7 ¢ V71 X0 MIREEE 55 VIIL K7 2 3012 K48 S w72 C57BL/6
F (EEMKH A €T /V) w7 AW RBFIREIEET L (n=116 (&) . 15~22/#%
5

ik ARFIXIE SCrFVIIIFc 0.46, 1.38 &N 4.6uglkg (ZIVENAK] 4.39, 13.2 K () 43.9
BRELN kg (CHHY) & HEHG L, 48 BRI ICREHIRZ UK L=, Y1l 24 BEE £ <8
2L, AFRE O M2 506k LTz, £ 729007 24 RERI% O AR08 t#R A 5 EDso %
B LU=,

() ERRERME - Friakef
TVIL W@ T 2HA 1. MHREOHRE] OHSR



VI. EMENREICRET HIEE

1.

(1)

(2)

I R E D H

<BE>

AHIOKYBREIT, & LTHE BT L D aPTT MIERORAAMEEEL AT, £ M
W e LB 5 VLT DR 7 2 SRBSAO LI L CRPA L7z, 72, R T o B ORAIR 5811
D& bR R 55 VITL R T3 3Bk sl s (BLISA %) & AV ClE L7z,

7eds, FAEMLACHT A B O e 55 VITL R TARFRE L, B G & ORI 72 8 5.0 B
PR & USSR 5 VITT R TISAEIBE T2 2 L ASEES TR 0 | ke 55 VIIT
TR O~ —h — L EZ AT S P,

AREAMGMPIRE

EUERR L

<HE>20

KE M AT S OEFRORFHEMZERES (MASAC) IZEMM &G 42515 T 5 B3 T,
2 53 25 729012 1% % L[R2 Mg geE 55 VIID K a2 AR 25 2 & 2 #EE L T o,

ERREER CHER SN -IMPRE

QHE#RE (BEMAR A BHE : AEAOT—%) (998HA101 HAB) ©
BRED & 5 12 Ll Eo S REEAE M AR A BYEEE 15 BIF (WK M iR EEE 5 VI K1
TEME<1%) 12AK 25 EESHA/kg (n=6) XiT 65 [EEEHA/kg (n=9) *2 %) 10 53fIH T T
HEE G U7 & & OMmigkEE S VI KN 7EMEIC X 2 EWEE T A — 4 27t L, 7238,
25 [E BN / kg BE CTIIAAIFE 5 72 BeIRTIZ, 65 EIBSHAL/ kg B CIIAK# 5 96 FEfFTIZ L
VA7 harz TAT77EEROHELRCHETELS L THRE Lo, BEE—BEEICLD
aPTT JIE DOEEFETEMET — Z ST L7 & 2 A, AHIO Cmax 1E 60.5~119 [EFEHAL
/AL, 0 A& MERRIIREH] S -C oD M i iR EE [ 55 VILL K711k - REET AR T fE (AUCine) (X
1,480~2,800 IifH] « EFRHENL/AL ToH O HEFHBAMER A H 7203, tue XY MRT (30
FEFETH 18.8 XU 27.0F[H Thd v FIEAAMEIZIR D S48 o 72 (W3 b B EE)

X1 BRI RIS ATER I AW W88 VI R 7-3AI 2 L7z, 65 EFEHA/kg B2 1 #l 2RV 15 1T
FEATG

X2 AKNOEGE SN HEKROCHEITROEY TH 5,
EE. 1EMAE 1kg %729 10~30 EFEHE L Z #5950, BEOREIZS U CEEHERT 2,
EHANCHRET 254, W, 1 A BICEE ke 2720 25 EEEA, 4 A HICAE 1kg 24729 50 [EEEH
NPBBIAE L, DIBIZEEOREBIS U T, BEEIT 1 BAE 1kg 472V 25~65 [EFREAL, S5
3~5 H O CHEBERFTT 5, @ 1EOREGETOHAIL. (KE 1kg U472V 65 HERMEZKEGT 5,



VI. EMENREICRET HIEE

EERSHOMEZEEVIIIEFEEOEYBE/NS A -4 (EEONRKFARE] (BE—KZX)

S 25[E R HAL kg 5 (n=6) 65[E R HANL kgt 5 (n=9)
<5 ){j; A MY hay | T A NIAT hay | T
TV plE* TIVT7 plE*
Crnax_0BS 60.5 63.6 © 820'9f 1) 119 133 © 800'9;)01)
(EBEHEAL/dL) | (53.1, 69.0) | (59.1, 68.3) |~~~ (103, 136) | (105, 168) RN
p=0.440 p=0.061
AUCint 1.48 1.56
1,480 994 2,800 1,800
(FEBE AL - PR ’ (1.26, 1.76) ’ ; (1.33, 1.83)
/dL) (1,160, 1,880) (723. 1,370) 2=0.002 (1,980. 3,970)((1,350. 2,400) < 0.001
1.54 1.70
tue 18.8 12.2 18.8 11.0
(1.40. 1.69) (1.54, 1.89)
2
(e (14.8. 23.8) | (9.1, 16.3) <0.001 (14.3, 24.5) | (8.8, 13.9) <0.001
1.54 1.71
g (13 342) | (151 w54 | 140 169 | oo T | (16 10 | (154 189)
; Oy O Ao p<0.001 o e p<0.001
CL 1.68 2.49 © 570'6(7) 50) 2.32 3.61 © 550'6(‘)1 75)
H‘ . ~ . . N .
(mL/W¥fE/kg) (1.31, 2.15) | (1.80. 3.45) =0.002 (1.64, 3.29) | (2.71, 4.83) <0.001
v 45.4 43.9 © 951'0‘11 13) 62.8 57.4 © 981'()? 99)
(mL/kg) (9.3, 52.5) | (39.3. 49.0) =0.357 (55.2, 71.5) | (48.3, 68.3) p=0.107
s*zbvﬁ
e 0.95 0.89
HVIIIA - EFE 2.44 2.56 0.82. 1.11) 1.83 2.04 (0.80. 1.01)
[(EpREAr/AL) /| (2.12, 2.81) | (2.36. 2.78) ':6 444 (1.59, 2.10) | (1.61. 2.59) | :b oéo
(EBEHA T kg)] p=L b=
) 1.53 1.68
Timel% 44 2.9 5.2 3.1
(1.6, 1.71) (1.49. 1.88)
(H) (3.6, 5.6) (2.2, 3.9) p<0.001 (3.9. 6.8) (2.4, 3.9) <0.001
) 1.52 1.65
Time3% 3.2 2.1 3.9 2.4
(1.33. 1.73) (1.46. 1.86)
(H) (2.6, 4.1) (1.6, 2.9) p<0.001 (2.9, 5.2) (1.9, 3.0) <0.001
* 1 Oy EUIHT MATEIIME  (95% 15 HH X )

CmaxfOBS . Tmaxﬁﬁlﬁ@%%éﬁgﬂ%g (/\\’_‘X 74 V&U&%;ﬁ%?&%)
Timel% X1%3% : #4525 MiEEERE 2 VIR THEEN R — 2 T oA o+ 103+ 3EEEEAL/ALIZIR T4 2% £ TR

ORERE (BEMAE A BE : PAAKRUAEADOT—%) [(997THA301 3Bk : A-LONG &

B) 6), 7, 24)

TRIEBEO B 5 12 L Lo e RMEFEIEM AR A BYERFE 155 F1%3 (NI iR EEE 5 VIIT
FIEME<1%) ICAFIZ G Uiz & & OmikkeE s VIID KFiEMEIC K D 3EmERE ST A —X
Rt L7z,

X3 RBRAE T LIEMENE /T A — & OFHMiR ATHE T o 7o i3k

@-1: MRIKL OB (N—X T A VIROBEIREICBT 5 HE)

BRI EhREY 7 70— 28 B (AAAN 1 Bi&ETe) *ICAHK 50 EESHA/kg % BBl 5
L7z & & OIikEEE S VI K5I X 2 EWERE T XA — X 2 Ft L, 723, AFIEE
96 KL LRNC VY A2 ha sy TAT7 7 ZEROHEROCHE TREG L THRE Lz, &
[ —BEIC X D aPTT JIEDREEIFEMET — & I3 Ta v — kA2 TV LTz
LA, AHNORMRE X T A —% (ty2. MRT X' Timel% XX 3%) OV A7 ha s
T VT AR D ETEEI I 1.49~1.53 Th o7z,

¥4 BRI YENRE Y 7 7L — Ik LTz 30 I 29 5 TIER AN BN EE AN S T RE TH W . AFI L LD
Fo has TATrOHBOREOOT—213128 6] (HAAN1HEL) HHBEbNT-,



VI. EMENREICRET HIEE

BHREHSFOMBEERFEVIIIRFEEORENHRE (EEMRKAESE]
(A= P AV FETIL : BE—BE)

SH

(FBRIN AN —,) FEBH-NE

(lu/dL)

10098

> WUZATRIT FLT7
-, 077 Ah
TR

3%

oA

T

1%

T
20 40 60

5% EE

T \ T
80 100 120 (/)

BERZSEHEOMBREEREVIIIRFEEOEMIE/NNS A —4 (EEMLRKFAESE]
(AVNR—F AV FETIL . BRE—BX)

(n=28) - Ny 27 E:w“ 7}7» IR
T iy 77 (Gl z) pfE"*
Crnax o 107.7 119.6 (0.8((5).9(()).95)
(E B HAL/dL) (101.2, 114.6) (111.5, 128.3) p<E).001
AUC/B -4 51.2 529 (1.46;5?.67)
[ (EIREHEAT - RER/AL) / (E B AT /kg) ] (45.0, 58.4) (29.3. 36.9) b <0.001
t1é2ﬁ%efl 19.0 12.4 (1.3(1:531.71)
) (17.0. 21.1) (11.1. 13.9) p<0.001
CL 1.95 3.04 (0.6(()).64(1).69)
(mL/FFfE/kg) (1.71. 2.22) (2.71, 3.41) p<E).001
1\/1(1;?1% 25.2 16.8 (1.411§491.58>
£11) (22.7, 27.9) (15.2. 18.6) p<0.001
Vss 49.1 51.2 (0.9(());9?.02)
(mL/kg) (46.6. 51.7) (47.2. 55.5) p=0.197
1L 38 8 5 VITTIR b 5. 2.24 2.35 (0.9?.92.99)
[ (EBEHAT/AL) / (EBEHAN k) ] (2.11. 2.38) (2.21. 2.50) p=6.025
ENDIENES 91.1 95.8 (0.9?'9‘3.99)
(%) (85.7. 96.9) (90.3, 101.5) p=6.022
T?g?% ( 4.9 3.3 (1.411:4?.57)
4.4, 5.5) (3.0, 3.6) p<0.001
Time3% 3.7 2.5 150
(F) (3.3, 4.1) (2.2, 2.7) (11')‘126.36518)

o BEARA L BE RN T L Lty

(&

AUC/ 51« R IE R i H% o fn 4 96 [ 55 VITTR -1 -] bR T A

Vss 1 FETAIRIED 3 A AR

ST E (95% (5 X TH])




VI. EMENREICRET HIEE

@-2: R—RFTA VERERUEE 14 BRO LR

BIREVERERE Y 7 7 v —7 27 Bl (HARN 1 HIETe) ¥ T, X"—=R T A VLU S 14 1
IRF D IR [ 275 VL K75 1R K 5 SR BNRE R T A — & % Phiie U7z e — B2 iEIZ X % aPTT
BEDREFEIEET — X IS T /= "N AU NET AT LT 2 A, "= T A
IR ) OV G- 14 JBRE O FF /2 S BIRE /8T A — X ORI EIE 0.92~1.07 ThH o 72,

X5 BRI ENREY 77— I B Gk L 7= 30 il 29 il CER IS ENRE S T RTRE T H ¥ . AHIR— R
TA RO E 14 BEEOE OO 0T — 213 276 (BAAN 1HIET) ooz,

BEIGEROMESREEVII IRFEEOEYHENS A —4F (EEMRFAEE)
(A=A METIL . BE—BEE)

(n=27) AHA| AHA

; 2% \/i;
Y BHEE ST A — & NR—R T A W B 51418 i AR
Crax 106.7 115.5 0.92
(B HAL/dL) (100.2, 113.7) (103.1, 129.4) (0.83, 1.03)
AUC/# 5 & 51.5 48.9 1.05
[(ERREAT - FERY/AL) / (EIRR A /ke) ] (45.2, 58.7) (42.1, 56.9) (0.97. 1.15)
tie 19.1 17.9 1.07
(I5[ED) (17.2. 21.3) (16.1, 19.8) (0.98, 1.17)
CL 1.94 2.04 0.95
(mL/®FfE/kg) (1.70. 2.21) (1.76, 2.38) (0.87, 1.04)
MRT 25.5 24.8 1.03
(BFE) (23.1. 28.1) (22.0. 28.0) (0.97. 1.10)
Vss 49.5 50.7 0.98
(mL/kg) (46.6. 52.6) (47.4, 54.2) (0.92, 1.04)
MR B & 25 VIIIIA 1~ | 54 2.19 2.24 0.98
[ (EREEAL/AL) / (E B EAL/kg) 1 (2.05, 2.33) (2.07. 2.41) (0.92, 1.04)
A RN TR 88.7 90.5 0.98
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4 KIE
WR5E4 ELOCTATE®
24 Biogen, Inc.
AN 201446 H
DOSAGE FORMS AND STRENGTHS
FIT R ELOCTATE is available as a white to off-white lyophilized powder in single

use vials containing nominally 250, 500, 750, 1000, 1500, 2000, 3000, 4000,
5000 or 6000 international units (IU) per vial.

BRE ST R

INDICATIONS AND USAGE
ELOCTATE, Antihemophilic Factor (Recombinant), Fc Fusion Protein, is a
recombinant DNA derived, antihemophilic factor indicated in adults and
children with Hemophilia A (congenital Factor VIII deficiency) for:
On-demand treatment and control of bleeding episodes,
Perioperative management of bleeding,
Routine prophylaxis to reduce the frequency of bleeding episodes.
Limitation of Use
ELOCTATE is not indicated for the treatment of von Willebrand disease.

MIEM O &

DOSAGE AND ADMINISTRATION
For intravenous use after reconstitution only.
Dose

Dose and duration of treatment depend on the severity of the Factor VIII
deficiency, the location and extent of bleeding, and the patient’s clinical
condition. Careful monitoring of replacement therapy is necessary in cases
of major surgery or life-threatening bleeding episodes.

Each vial label of ELOCTATE states the Factor VIII potency in
international units (IU). One IU corresponds to the activity of Factor VIII
contained in one milliliter of normal human plasma.

Potency assignment is determined using a chromogenic substrate assay.
A field study has indicated that plasma Factor VIII levels can be monitored
using either a chromogenic substrate assay or a one stage clotting assay
routinely used in US clinical laboratories.

Calculation of the required dose of Factor VIII is based on the empirical
finding that 1 IU of Factor VIII per kg body weight raises the plasma
Factor VIII level by 2 IU/dL. The expected in vivo peak increase in Factor
VIII level expressed as IU/dL (or % of normal) is estimated using the
following formula:

Estimated Increment of Factor VIII (IU/dL or % of normal)
= [Total Dose (IU)/body weight (kg)] x 2 (IU/dL per IU/kg)

The dose to achieve a desired in vivo peak increase in Factor VIII level
may be calculated using the following formula:

Dose (IU) = body weight (kg) x Desired Factor VIII Rise (IU/dL or % of
normal) x 0.5 (IU/kg per TU/dL)

Patients may vary in their pharmacokinetic (e.g., half-life, in vivo
recovery) and clinical responses. Base the dose and frequency of
ELOCTATE on the individual clinical response.

Dose adjustment may be necessary in pediatric patients under six years
of age [see Use in Specific Populations (8.4)]. For patients six years of age
or older, dose adjustment is not usually required.

On-demand Treatment and Control of Bleeding Episodes

A guide for dosing ELOCTATE for the on-demand treatment and control of
bleeding episodes is provided in Table 1. Consideration should be given to
maintaining a Factor VIII activity at or above the target range.
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Table 1: Dosing for Control of Bleeding Episodes

Factor VIII
Level Dose Frequency of | Duration of
Type of Bleeding Required (IU/ke) Dosing Therapy
(IU/dL or % g (hours) (days)
of normal)
Minor and Moderate 40-60 20-30 Repeat every | Until the
Joint, superficial muscle/no 24-48 bleeding
neurovascular compromise hours(12 to | episode is
(except iliopsoas), deep 24 hours for |resolved
laceration and renal, patients less
superficial soft tissue, mucous than 6 years
membranes of age)
Major 80-100 40-50 Repeat every | Until
Life or limb threatening 12-24 hours |bleeding is
hemorrhage, iliopsoas and (8to 24 resolved
deep muscle with hours for (approxi-
neurovascular injury, patients less | mately
retroperitoneum, than 6 years |7-10 days)
intracranial, or of age)
gastrointestinal

Perioperative Management

A guide for dosing ELOCTATE during surgery (perioperative management)
is provided in Table 2. Consideration should be given to maintaining a
Factor VIII activity at or above the target range.

Table 2: Dosing for Perioperative Management

Factor VIII
Type of Lev'el Dose Frequency of Dosing Duration of
Surgery Required (IU/kg) (hours) Therapy
(IU/dL or % (days)
of normal)
Minor 50-80 25-40 Repeat every 24 hours At least 1 day
Uncompli- (12-24 hours for patients | until healing is
cated tooth less than 6 years of age) |achieved
extraction
Major 80-120 Preope- | Pre-operative dose of 40 | Until adequate
Intracranial, |(pre- and rative: |to 60 IU/kg followed by a | wound healing,
intra- post- 40-60 repeat dose of 40-50 then continue
abdominal, |operative) |Repeat: |IU/kg after 8-24 hours (6 | therapy for at
or joint 40-50 to 24 for patients less least 7 days to
replacement than 6 years of age) and | maintain a
surgery then every 24 hours to Factor VIII
maintain FVIII activity |activity within
within the target range |the target range

Routine Prophylaxis

+ The recommended starting regimen is 50 IU/kg of ELOCTATE
administered every 4 days. Adjust the regimen based on patient response
with dosing in the range of 25-65 IU/kg at 3-5 day intervals.

+ For children <6 years of age, the recommended starting regimen is 50
IU/kg of ELOCTATE administered twice weekly. Adjust the regimen
based on patient response with dosing in the range of 25-65 IU/kg at 3-5
day intervals. More frequent or higher doses up to 80 IU/kg may be
required. [see Use In Specific Populations (8.4), Clinical Pharmacology

(12.3)
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(D) dEm~DOFEZBT % 1E#
CRE oA XEOTLE]
USE IN SPECIFIC POPULATIONS [Pregnancy|

Risk Summary

There are no studies of ELOCTATE use in pregnant women to inform a drug-associated risk.
The background risk of major birth defects and miscarriage in the indicated population is
unknown; however, the background risk of major birth defects in the U.S. general population
is 2-4% and of miscarriage is 15-20% of clinically recognized pregnancies.

Animal reproductive and developmental toxicity studies have not been conducted with
ELOCTATE. In a placental transfer study, ELOCTATE was detected in murine fetal blood
samples at approximately 1% of the maternal blood levels (range, 0.2% to 1.9%), 3 to 4 hours
following dosing of pregnant mice with 260 to 650 times the clinical dose of 20 to 50 IU/kg
ELOCTATE /[see Datal.

It is not known whether ELOCTATE can cause fetal harm when administered to a
pregnant woman, or whether it can affect reproduction capacity. If ELOCTATE is
clearly needed to treat a pregnant woman, advise the patient that the risks to the

mother and to the fetus are unknown.
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USE IN SPECIFIC POPULATIONS [Pediatric Use]

Safety and efficacy studies have been performed in 82 previously treated, pediatric patients

<18 years of age who received at least one dose of ELOCTATE as part of routine
prophylaxis, on-demand treatment of bleeding episodes, or perioperative management.
Adolescent subjects were enrolled in the adult and adolescent safety and efficacy trial, and
subjects <12 were enrolled in a pediatric trial.

Pharmacokinetic data from a pediatric study of the 54 evaluable subjects <12 years of age
showed that no dose adjustment was required for patients >6 years old. Children age 1 to
5 years had a shorter half-life and higher clearance (adjusted for body weight); therefore,
a higher dose or more frequent dosing may be needed in this age group. [see Clinical

Pharmacology (12.3)]
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