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FIX factor IX 1% e [ 55 IX A+
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FVII Factor VII {5 e 5 VI A+

FVIIIa Activated factor VIII 15 M5 VIIL K+
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FXa activated factor X TEMEAREE X K+
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FcRn neonatal Fc receptor Fe 7&K

FIX coagulation factor IX 1 % e S 5 IX K+

FIXa activated FIX &ML FIX

FDA Food and Drug Administration B E IR

HBsAg hepatitis B virus antigen B BT S 2 i i

HCV hepatitis C C BUFRD A LA

HIV human immunodeficiency viru bt NRERE T A LR

INR International Normalized Ratio [E B AR L

IgG1 G1 human immunoglobulin G1 b M sre 7l Gl

1U International Unit B BT

MRT Mean Residence Time S 24 i B IR ]

PK Pharmacokinetic FE ) E) R

QoL quality of life ETEDOE

rFIX Recombinant coagulation factor IX BAR R % MR g E 2 IX K

TF Tissue Factor FREL R X -

Time 1% model-predicted time after dose when BhHPE FIX {EHERRX—RT A1+
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above baseline

Time3% model-predicted time after dose when BhHPD FIX {EHERX—RT 1+
FIX activity has declined to 3 IU/dL 3 IU/AL (2K T3 % £ To T HIFFHE
above baseline

WBCT whole blood clotting time 2 0 R [ VG PR (A o e 5] R )

WFH World Federation of Hemophilia T 5 i A9 38 B
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FERRE, GO (QOL) IZxf L THLWEEBE 5252 EAWESNTNE D9,

BUE, AR B ISk 2 S SIVTARTBHIEHRIE GBIARFIRR R L) I3RS, 4 IX K554
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WA 82.1 A /R L=,  (p.29. 36)
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(1) #4
Fn7a ) 7 2®FEH 250
F7u ) 7 AR 500
Fn7a ) 7 A%EHEH 1000
Fn7m ) 7 ZFRERH 2000
Fn7m ) 7 ZFERH 3000
A7) 7 ZFRER 4000

(2) *4%
ALPROLIX® Intravenous 250
ALPROLIX® Intravenous 500
ALPROLIX® Intravenous 1000
ALPROLIX® Intravenous 2000
ALPROLIX® Intravenous 3000
ALPROLIX® Intravenous 4000

(3) BMDHAE
2T (Al) OIAHRBREE IR L, EET S (prolong) +3H IX K+ (ix) EWIHFENE
ADTANTrY 7 A (Alprolix) &4 L7z,

2. —/&4
(1) 1% (d4E)
7 b Fas TATy (Barifiz)  (JAN)

(2) F4& (k)
Eftrenonacog Alfa (Genetical Recombination) (JAN)
eftrenonacog alfa (INN)

(3) RT L (stem)
IR EEE K- @ —cog
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3.

&

XX IERMEX

b R 2 IX K BEARIC Y v —ES A E ek IgGl @ Fe il (v >, CH2 K&
N CH3 fElk) —EfRZpls SE-Ba Az pai 2 o R g ThHh v, HEK293 #fians & e
EEND, 642HDOT X BEEED G725 A (FIXFe-se) kN 227T D7 I /BN LD
B#H (Fc-sc) THEpK SN D¥EHX 30 (4015 : £ 109,000) Th D,

rFIXFc. AR U B SHD#EEEXE

Hi 2y
CH2 : IgGEHEREE R X122
CH3 ! IgGES#EHI R X123

H[]H H H

CH2 CH2 CH2 CH2

CH3 CH3 CH3 CH3

rFIXFc S A§H B8
PFRARUHFE
1 K198kDa (7 2/ BERECHINC DL | BB EM 2 & £ VRS &)

%1 100kDa (FEiEcH SDS ARV 727 U LT 2 RALVELIKENEIZ X D AT o 1+8)

b4 (ffiE) XITIXKE

Mg =7 L /Fas TATrIE, Bz Fe-t b imigeE S IX K-EFIX) @A 2

PR

VRTBEOOyFE K109,0000TH Y 642 HOT X RIS D ASH KON 227 @D
TR BRRED D720 BETHRL S LD, A SO 1~415 FHITZ FIX ICHY L, A ${D 416
~642 FH DT I /RO B#IEE b IgGl @ Fe KA A YT 5, =7 b/ Fas
777, b MERBDRBMREKIC LY EASIND,  (JAN)

: Eftrenonacog Alfa is a recombinant Fc-human blood coagulation factor IX (FIX) fusion

glycoprotein (molecular weight: ca. 109,000) composed of an A-chain consisting of 642
amino acid residues and a B-chain consisting of 227 amino acid residues. Amino acids
at positions 1-415 of the A—chain correspond to FIX, and amino acids at positions 416-
642 of the A-chain and the B-chain correspond to Fc¢ domain of human IgGl.
Eftrenonacog Alfa is produced in a human embryonic kidney cell line. (JAN)
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6. ERA. Ha. B, B5&S
— R4
(HA%) BEETHBEZ L NSRS IX K7 Fe @A s > "7 B (FIXFc)

(¥244) recombinant human coagulation Factor IX-Fc fusion protein X% Coagulation Factor

IX (Long-Acting, Recombinant Fc Fusion Protein)
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MEEFHEE

(1) 58 - R

A~ poatet e 245, BA~MILAAOR

(2) FRARME
MR L

(3) Wit
R L

(4) Bm (5OfER). BR. RER

R L

(0) FAEEMBIER

(6) HERH
TR L

(1) ZDMDEZREE
FEA : 6.19 (PEAmRYSEE D)

pH : 6.2~7.2

KU ERE (f

#1%) : 65~85mg/mL

2. AR SDEREHBTICETHREN

IJkL/FaY TFLI7OREN

KR RS PRIFFETE PRAFHARH BT
E#RFERER | —70£10C |[OFRY Fovrrrflzr| 60 HE |(O@L bicZk7z L
Va—Fy v I fRY S
FRIMERTRER | —20=5C |mv L o ®E5m /@ 6xAM [OOL bIc&fk7z L
Teflon®# 2 7 J o= — %
s AR 5+3C ¥ v 7 Teflon® 75 2 3n A Q@& bIt&k72 L

ABREE - MR, pH.

PUEERRBR, & > /X7 IR EE . BEEETE. FeRnfi&




M. BT 5IEE

3. B S DOMHERHERE BE:
ffersalBRiL

(1) Mg EEETE M (Mefaik)
kg - BEENEPEOBSICHE G5 (RIGTEDS 55 EFEHA/mg UL 1)

(2)i#c SDS-R Y 77 VLT 2 R VERKENE
Bitk : rFIXFe DN RE2RO, BEME & —ET 5,

(3) BT SDS-KR Y 77 VLT I A VEKIKENE
Bitk : rFIXFe DN RERO, BEME & —ET 5,



V. REICETHEE

1. Fifz
(1) FRDREH
A CHIFRAR LT 2 IR AT & B LR R B

(2) HWEHIDHEER UMK
i A7) 7 AHER
W 7e4
250 | 500 | 1000 | 2000 3000 | 4000
R =7 b/ Farz TA7y (GBRIEFHRZ)
(134 7 v ) | 250[E B Bifir | 500MEER N4 [1000[E Bt Hifir [20000 B Hifir [3000 I HiA: [4000 FEIS HLA
b DA A 10mLON T AR T
ARSI : TV 7 AV RV Y v
@ - P %ﬂﬁE@NWEE@%Xﬁ%Xf%éfﬁ%%@@ﬂ):%Hﬁ%ﬁ%mif
Wiy 5 L S mE~HERetr 295, BH~MIALAAOKLE R D,
@) #wAa—F

PR
4) HFIOYHE
pH : 6.5~7.5 (USHEMFIL CURARIRF)
REE (EREAERICRTT D) 0 0.9~1.2 (USFHAMRILE CUsfREE)
(5) ZFnith
PR

2. WFIOMAL
() AR (EERSD) OSERVHFNH

. AnT a7 ACERE
W5E4
250 | 50 [ 1000 | 2000 3000 | 4000

HEEGY (131 T L)
=TS T o " " " " e

e e g . 250[EFREAL | S00EFREAL | 1000EFEEAL | 2000[EBEEAT | 3000E BT, | 4000FE FEEEAL
77 (a1 2)
WA (L SA 7 1)
-t AF U 19.4mg 19.4mg 19.4mg 19.4mg 19.4mg 19.4mg
D-~r=F—J 119mg 119mg 119mg 119mg 119mg 119mg
R b 59.5mg 59.5mg 59.5mg 59.5mg 59.5mg 59.5mg
AU Y N_— 120 0.5mg 0.5mg 0.5mg 0.5mg 0.5mg 0.5mg

AFNTHGE TR (FEE LR 2B\ T, b MRIEHRE Mk ZEH LT o,
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BT 5EHE

(2)

©))

EREEORE
DR L

R L

RMIBBERODHEBRUVEE
13V Y bmL iz b+ R U 7 A 16.3mg (0.325%) #&H6T 5,

Py i
HLEERR 5 IX (R & L COREEEE (EBRHAD) CHRRShb,

EAT DAREED B 5 MY
BUAUE TRRIC IS T, BTSRRI AR L2 WS SR AFAES % USAFAES 2 FTHEME D b 5
TR T OB Y Th 5,
(1) H B i A AHliAY
b EETARMR . Fe Sk A % IX K7 (fFIXFe) Rk & O sk & & e 4 7 B,
{5 T RPEWMIWT A ML xFIXFe, 7 <7F RRUm 72 &

rFIXFeR U Z DEEBHYERERMYDRAE

rFIXFc —E{F rFIXFc &%

«— by
<«—(CH2

<«—CH3

rFIXaFc rFIXaFc Fc —&1&
(&t rFIXFe)



V. REICETHEE

(2) Hid3d TR R A
HEK293 75 Effifafik 2 X278 (HCP) | fmEMildhik DNA, v 7 4 A 717 Mg
My, I h, TaX R iR T vy x24T 5 (PCS) A VA
Vo v # 22 Ks, 8184 (Antifoam C: 47 X AF v 7 a7 vZvuaxt o (OMCTS) ] .

Zua=-v 7 F68,

(3) IBAIE

TR R R UV ROA AT

6. RADEREZHTICETIRENL

MU kX100, 7 F A b7 Rihg M OFERE HCP 72 &

A7a) o Z%;EFA 250, 500, 1000, 2000, 3000 KU 4000 DRIEEGTICH T HREM

BN {RA7 1 RAF e (A7 A 5
RO 543 48 H I B L
‘ 30+2°C/T5+5%RH | 5 % fil <
ol e SE A 1A Sfbie L
=+ +£5% A=
TSR 40+2°C/75=5%RH |F /L 2 Afe 6» HMH il L
RAIFHZENE | (5E3°C, 18 ARRTR) |R U7 Y ¥ s
A 30+2°C/75+5%RH Z A7 {;Z 6» A Efere L
b=
S —20+5°C 3H. EIR2MF N o .
g a0 sac /75 5%Rm| T T e OO Rt gt
s |3H | SRIR2MER] 2 3[E: - = 0.6% 2L LT
HEE (%) . £
AR, AE¥EKT | R (%) . EEEIETEL
o .l |7 (10,800Lux) 1|OHIFHEMEFL, =
§§¥$;£7@W$; (S | B RSEAMIOR T | BRI R R O
e g2 %%3%%%?}? L7 (857 v Mm?) |5y - B AR A B
Ey P > : el
AR imipl ko5 +2°C S ( —LL
ambient RH 7«‘36 H FEﬁ\ E@Eﬁ’%7
Ak > 7°(10,800Lux) 2 B L
(‘04%) HR, UrsEshaeit 7 =
> 7 (857 v Fm?)

PUBRTEE - MEIR (BRORERCIRAD, FHAMRR AL | AHARIRRRE,
n~ 777 ¢— (SEC) . FEEITHSDS-PAGE, E;tHISDS-PAGE, = R k3 %24

KE3,

pH, & /7R, YA ZPERAD T Lo

ke

A

fke: % D FEAMEHE B AR PERMORL 146 I Al (BEEITEE, aPTT) . FeRnf &% 4 7 {H (L FIXFc (aFIXFc)

%1

X2
X3
X4
X5
X6 -
X7

N EAER 2 i <

REYA 7 Vv 73 B R<
ez EVER R 2 B <

e ENER R (Bedl) ZFR<
e EVERER (B3) ZFR<
PRAFR 22 TE MR RBR 2 i <

AT ) 7 AL 250 K (80000 A E i



RAEZEIT SEE

AR (0.325%1&1EF YU D LBR) DBFEEHTICEITHAREN

B RIFSMF RIFE e PRAFHAH] B s 5
Eg@ﬁ 5+3C 604 AR | 60% HET& L2 L
30+2°C75+5%RH |smL#Y 7 Al -
R 213 UL | eonam | 8071 ECELEL
e 25+2°C,/60+t5%RH IR
EEER | 40+£2°C/ 75+5%RH 12% HH Zib7a L

AURIEH : PRIR. pH, IRBIE, RAEMERKL . =2 B R, MR

AR VARERORENM

AFN T T DERICIE LT O FIEICHESTT D,

(B RETE)

- ZOHETHOZEFTHERL, Pb-o < EEMRPICIER LET,

1. BHINAT7ILOE(R

2. NRAPLVTFTHETE2—EWMYHITS

A D
. J
4 )
x|
=
ol
. _ J/

MEZRAFL. TSRXF VI LA
ZEIEHLY

IR TR L TV 6 . SRS
JRLTLIZEW,

HENATFLOF vy TENL. T
LRETLIA—LBTHEET S

HEER T, TS 2N TS
Sy,

NATILTFTE—%EKT S

MADTNVEHNLET,
FEDOBENALTNT X T H—DFHIT
W72k H I LT E &,

NATIWVTETE—ERFINAT
IVIZERY 1%

ML AIZCWVWNEEETETH—%
KNI NA T IZ LoD &7 LA
ALY FHFTLTEE 0,




BT 5EHE

3. FHBITTSoory—ny FERMYFITS

4 N\
¥\
Sing Aj%siz
. J
4 N
-_[Ei L
. J

4. FT0Y Y RABIRADERE

4 m )
®
\ =) y,
(" . (" a5, )
@ H]I @ \ \\\
- -
\ o - )
/T \
ﬁ
J

TSP y—0y FEZHFFEICE
Yt
EREO T LRI, 7TV y—n
v R&EREHEID IZEILTL 0
B fHir %,
TV —umay RRDLEEL
72 % F TEIT OB HL,

ESEOX vy TERY ST
EFRE O mDOX v » 7 &=Pr-o T,
B 444,

ESEENATILTE TR —%8
S IS

TERFE O E A T IVT X T H
—272 LiAdx, BEEHEI D (2B Lens
LT D,

BERERENATIVIZAN, EE
BRI D

O7FI7vryy—ay REpo< b
U723 B L TR % 3~ T
INA T BT,
QAL TN EDPSL Y EME
i< Kol 1~2 R L, %

SERIHIET B

HWENATILHNOERZREZIHFEIC
%1795

RN SERITEEIRE L T2 B A T L
PMSICIL, IV y—ay N
P <Y HIWT, A T IANOIEHRE
ZSERITIEREICEATT 5,
TV —nmy REGEIILD
7o b B THEE A A A T AN
RS RNTL7ZEN,




V. REICETHEE

5. FHEICEMEHZERYMITS

NG ) =estemyms
AR RS DG 281 0 AR &
iV W A% BT TR A LY
= j—‘o

~ m Biet L IsEERET S
- ; FERE &2 R D 2|l L, XA T
=K VT BT B =B ED H4 1,

TSRS 2 B 14T D,

6. ERDTH
LI ETHEFOHERATE £ LI,
c FIRENSRR SN TETERF LT ES Y,
BT T, WK EEALTIEENY,

1. BE
- FEARIE, ERIEBE O TRICIENERD 2N K D ITHEFE L T2 S0,

k. B LUT-EKRITER B0CET) TEMMRFETHIZLNTX D,
(IVII. —11. #H ForE] OESME)

T fR% D2 M
AFN OB (0.325%HALT + U ¥ L¥EHE) 5mL TIEf#E, 256+2°C/60+£5%RH (G

T) TR LI & &, BRE 24 R E TEMIIA BN o Tz,

EAKR (BAfRKR) REMSR (FiL7ny s R®EEA1000)

TRAFSAE RAFIZHE PRAEHIH RN TP S
EHRERR WG ABASALT
(63C. 125 HHEIRAF) Wsfts (VIR aoa
Gy 95+-9C/ | 7F L TR oAl H TR D 3B A
PR AE R 60+5%RH |17 U » 7 A 7 | RN g e
(302°C/75+5%RH. | GEXEES) |F7 I =0 4
124 HERAF) %I Fyv7

AREBEE - R (FREm%) - pH. 2 Uo7 HiRE, SEC, FETLMSDS-RY 7 27 U AT I KT /VERKENE,
BIEMSDS-AR Y 77 YT I RUVERVKENE, S (BEETEPE, aPTT) | aFIXFe



V. REICETHEE

8. &L DEELEIL (MEILFMEIL)
AR L

9. AHM™
MR L

10. &35 - 8%
(1) EFENVELRSR - AE. HEIEFRLGRSE - AEICET H1FR
VI ZZ4t (R EodEs) (BT 2HAE 11 #A LodE) oES R
Fo, AFEHONEOENEERTOIC4BOT7) v T AT XY v T EHN TN D,

oned TV TE T v T DM
F7 a7 AR 250 o
F7a )y AT 500 oA YT —
FF a7 AR 1000 ok
A7 el 7 AR 2000 O
7w 7 203000 H—0 7 A
Fn7a ) 7 ACEEF4000 Ty

(2) A%
250 [EFRHAL X 1 /31 T b
(L7 4 Ry Dy (0.325%H 6T R U 0 AR 5bmL) X1 2V v P &]
500 [EFBREAL X 1 234 T /L
(L7 4 Rv Dy (0.325%H 6T R U 0 AR 5bmL) X1 32U v P &]
1000 [EFEEAL X 1 /34 T )L
(L7 4 Ry (0.325%H 6T R U 0 AR bmL) X1 >V P &]
2000 [EFRHAL X 1 /31 T /v
(L7 4 Rv Dy (0.325%H 6T R U 0 AR bmL) X1 2V o Pff&]
3000 [EFFHAL X 1 /31 T /b
(L7 4 Rv Dy (0.325%H 6T R U 0 AR 5bmL) X1 >V v P &]
4000 [EFSHAL X 1 /31 TV
(L7 4 Rv Dy (0.325%H 6T R U 0 AR bmL) X1 >V P &]

Q) FiREE
L



V. REICETHEE

11.

12.

(4) BHOME

Fas ME
INA T IV RO AR T A
N =AY E S VA=R=07 4 ) V=N
TV T EFTXy v TNAI=LRORY e
E SN RUT AT T A
=N A= R = VN
N BRI A e S A=E A V= WA
=4 AU H—HRx— b

BREBLIEAT v » 7

Ry 7L

REERR L

T Dt
LR L

AERBE SN D EME




V. JAEICEHT 5I1ER

1. ZEEXIEZR
BRI A TX IR 72 12 361 5 HEMAE R O 4

2. PEEXIIHZBRICELET HFE
BRE SN TWRWN

3. RERUAE
(1) FERUVHEEOREHR
6. FiZRUVAE
AFN 2 BAT DV FRIR AR B CTUIR L. B0 0T TRARICEIRINICIES 2,
W 1EMRE1kg 272 0 50E BN 2 59 508, B OIS U CHEEHNT 5.
EHNCE G T 2546, @, KE1kg X472 50EFEHAL 2 1[a4# 5., X 100[E FEHAT
Z10HIC1EE G GRS 2,
LU DF 58 Jr OV 5-IBR 1L RS OMREE IS U Gl EFHE 9228, 1o 58X A HE1ke
W72 100FEBRENL AR 2N 2 &,
(i)
ARANO BRI U Cid, SR S O SN IESFEEBL L 22\ K9 | #5230 TREfR
e - A A SR A Rk L 7
AN, oo M iREERE 2 IX KA AR TR AR W ARSI TV, EIICES
TOHAITIE, AR ORE - HEICB T 2 9)EH &I XEELRBEARBROMSRICESEHRE L
D, AN B e kR E 5 IX K-35 T, EEREIC BT 2B AERNFET S5 Z EBRO 5
NTWNDZ &b, flx DEE G U &R, WOICEGHMORE LTS X 5 — K2R
BEELTRELE,
FIEHICEE LTV E TR B UM E Z 572 & 1%, @ O I iigE a7,
BHERORGRIIEETHZ LT H2LENRD D, £5 BIZHIM LA, @ oH
BL L EFEU EofAREERELS L, HAEEL >G4, BHROARLY LMET L2 L,
WY 21T L HEETH L,

(2) RERUVAEDRTEREE - 1R
EREOfEGHZ R



V.

BEICEAYT HIEH

4. RBERUVAESICEHEY HIE

1. RERVAEICEET I
1.1 {FH1kg 2720 1EBREALOAAN 2 5592 Z LIS &0 | JEBRIAE oD ifn. ik e [ 55 IX K] -+ L

~ULIN1% (LEBS¥EN/AL) BT 2 ENRIAEND, Hx OBEICEIT D EYENHE Mk
P, ERES) ROARANCRT DR FIT R 2 D720, MEREFLLFOFENRICES
WCTHEHET L Z &,

. WREEEIKE RO .
RER _ EE o lag e x IERERXETO EREOUE
e~ G AR [ (EBEYfkg) / (EREAAL)

2 SWER R SO AN 9 55608, MkEEE 5 XA IS PEORNE 217 9 72 L& D
HE

WEEZBIZE L, TREZ2BEZICHRGELORGHBEAZHEGE T2 L, £z, ERNAOKRTON
A RIA VBT 52, [8.3, 12. ]

AtHHMEEC ST B RERRVESMBEORRY O
[16.1.1, 16.1.2 S0E]

1 R WA 7 LR U [ 55 TX R - P -5 (EEEHALkg) KON
- UL (% SO E B EAT/AL) P b AEFE (5D

R R OV A 30~60 30~60EFEHAN kg

5] - A Y o, e i B o & HPT R i85, 48

o 7 N FAE A H i OB B A B eI BN S5 2 &,

<)y BREOWEE R OV I, RAE

PEBRHEAR L, RGBS

HE 80~100 100 EFREA7/kg

B« Ay & D3 BN GBI LT, AT
B oG5 E&EK OB FiEOH
o i R

RIS H 1 2 REERCEERBOERY 7
[16.1.1. 16.1.2 SHE]

T WABE 2R )1 R I SR TX R 1 58 (EEREAL/kg)
e LU (% S E B EAT/AL) T O A (R ())
/N 50~80 50~ 80[E L HifT/kg
(BOHED 72kt & & ie)
B, BE#5THoTH DM,
MBS U, 24-48K5 1 1258B
52479,
KT #JlEl : 60~100 100EBEHifr/kg (MR 5-)
(REEN FAfr, N LB & iy
EEie) 1~3HH: BMO3 A X, FIEHE56~10
HEEF L ~U140~60 W%, T U245 ] 4512 SOEI B
HAL kg DB G- % B BT 5
4~6H H: &,
HEFR L ~L30~50
AANIEM A FE T2 &
7~14H H: M, 3H BURRE, &G &2
HERF L ~UL20~40 B L., #&5HR% 48 5Tk
#H+srZ L,




V. JAEICEHT 5I1ER

(i)

1.1 ARHNZ G e MR EERE 5 IX K-8 O RF IR R K O EhRE (I8« DBFE TRRD 2 L b,
il % OBFIIE Ul ER G EZEH L, MWEEZEET LI LEHIEL WD Z b,
R R L LCRE L,

KA OG- RIE, BEAFO MR 2 IX K355 L3RR 2 R H Y . BFEOE IX K+ L
AN EERE L BT, Edo#HFERICL s TRO BN D,
FERXOTICH D TMmEEEE S IX K0 EFE] &3, ERICAAZRE Lz L 2128 IX
FMENSHEWEHATLIDEZRLIMETHY , AFEGIZEIVEMLEE IX FFL~rof
., BEOKRE 1kg %720 OG5 ETEH SEE LTRD D,

1.2 2EH R EATHNC 35 1T 2 B 2R MR BE[E 5 IX K L~ v, B o0 B B S0 iAo
FIFFIC L, ZOEBRENSITA RIAVITEDLNTEY, ENTIE [free sy —
DI WMAIREE IR T B ILiRETA R 74 > (BARMenSE) & LT, &HoTA4 R
TAUDBREEIN TS, D ESR LT BT, mgEEE S IX K OEE L~V &R E L,
FRoRXIc kv AFlOREGEZFENT 5 X9 R ERE LTRE L,

5. ERPRRLAE
() BERT—2 75—

X7 Phase (FRBRE 5] PREREEEE (kF5R) A H
1,/ Tlafd % it H [R5 W A e HEhHE
(Hg4%) (18U Lo EREO H 24 E N | (HEEE)
#F | [SYN-FIXFc-07-000175%] | EJEMAWNBE MERE 1451]) *1 freeeXidn
g - 4 fiak 3 Ik B Mk KB fE
£} R - (125 VA FotE#EREOH A5 BAN| (IEXRE)
(R A% & TR \\ i >
(99SHB10254% : B-LONGE] K OV E N i ACHS B 1 (838 123 | A
e T - B AR A6 E Te) A
HEITIAH %y A FE B kbR HEhHE
(Hg4%) (12 R OIEEBEDO H HHAEN | (ERE)
5 (9HBO2PED# 5 ) HEIE I AR B R B 24141) rge syl
=L 4 iR S IS MR 30 53R
g | HILIH (998HB102 5 X 13 9HBO2PED
B (B AR Z G T E R R) o | ZEME (1200 %2
(9HBO1EXT35) R, XEAAELET SMORE\ g me 1209
(ARt 2 IR ZTE T L BARAN S E
PR AR BE A 8T1143)

1 BRI L LRI A L
X2 201511 ABIE, BBRITMET TH Y . AFIOFIEICOWTHRHMET 2 ERITELZE LTV
%3 20124F12 A B S OB GRBE S A R T



BEICEAYT HIEH

(2) BEREERAR GEADT—4) ?
TRIRIED & 5 EIEM AR B B#E 14 B2 55U AH] 1~100 [EERHEA kg™ % HEFRIRN B S L
Teo TORER, AHIE ORREFENEE TERWAEFEFRIL 50 EERHr/kg #5-T 141 2 1 (B
R K OBHE) NRO LR, WITNOBRETHY ., BAEMEITIRIFTHoT,

RRT YA > [WESVEL TIatl 2 fit ak 3L R 35 5 o Bl 5l

(B % 5] (SYN-FIXFc-07-0017%k)
H HY FHHB - AFIE 1~ 100EERHAL/ kg™ OG- B CHEIEARN G L72FEo
waettziHhd %

BB © AHI%12.5~100FE B BAL/kg™ O $e 5 CHIEFHARN B G- L 72 B
DY NT A — 2 B HEET D

PO 185 LL_EDIEHRIE D & B 44 E N FEIE I A B 5 M R 1441

F R R AL 1. ZHE TICHEEES B H150 H UL Ol o ik e [E 55 TX R - 55045 G- 53
b D EIEMAFBES (MIKEENE HIXIN i < 2E B HEAI/AL) T18i%
LI Eo B

2. WEXIIBEAS v e X —RRD LN (1 b B X —DFEETR
HIR)

3. IMEEEE FHIXIK T X xEdnE /a7 ) v (Ig) WMEFRGICLDT LI

X—ISXXT 7 4 F7F 2 —OEER 2N

H O REEE AP L Ty

ANESOEUER T e e A HERR N

/M %= 100,000/uL

EHEEER (BUNMEKL OG22 L7 F = a7 S HERFH )

b MUEARRT A VA (HIV) SRR IA 7 Y —= 2 FHRFICHIVEK

Yesi T 6 CD4MEfE L = 200/mm3 (RERF S EERTOHWIC L v, 7.

77 —ERER O AR IL T RE

9. RERBHAA B 2> B AKIPEE 530 H % £ CTHRNBHE F1EIZ L 2 BT Ofkge 3
A RE

FeBrAN L TE 1. RERBAMG R ICEEOH MR A NS

2. 1M AIRBLASN O ik 16 [ FL 5 23 8 5

3. A7 V==V JHHIDZ A ~ =0t (DX A ~—7 A MIH B 5
e L b 14 3 LAREIC FE )

4. 27 ) —=r ZRICBRFREFEm UL (HBsAg) A9 5 XITCRIF KT
IREEME SOFHIVESEE TH 0 . 2> O ALT XITASTHS HYERPH O 5154

5. i EBAE M B B O BEAE
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J7ik ARFI135 X IT137TEBR AL/ kg Z HEIEARN G- L, aPTT X O'WBCTIZ X 0 % [E 1 M
. BERRENEYE (ELISAYE) CARA O IMFEFREA2HE L=,

®ILffER : BYIB#ORMEZHEE L LK (LB B~YX) 10
MAH B v 7 A ZHWERYIM T T BT 2 ARFO IL/EHEZRE L& 2 A, B
FEL i L CTABEICROIE# O KRN &2 Lz (p<0.05, —JtElES#0HT. Kruskal-
Wallis #7€) . £/, /FarzZ7 A7y (BEEHHEEZ) OMERISHHT & HEEL Tz,
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VI. EYEREICEAT SEE

1.

M REDHR

<HBE>

AR Oy @RI, & U CHEE—Bikic L 5 aPTT JIEIC X 0 i 8 o i s [ 45 IX K175 %
FRRFHICIE L Calfili L7z, F£72. RIKBIMEGRRIE & LT, Aflo e b iR % ELISA £ X

Iy Ry FA LR Y AT —BHEEHKNE (PCRIE) Xk THIEL,

7k, HEIEMACR B B O MKEEE S IX K- Fesis Tk, Quk i o wl FEE O RS &

I 5% R [ 5 IX K IR PEITAERE 95 2 ESSERES TR Y . MR S IX KT A %)

PEREE O~ — D — L E 2 BT\ 5 1819

(1) AR EAHEODRE
R L

(2) BRRGABRCTHRIN-OPEE
®$Iﬁl&‘—bf (BEEMAR BBRE : AEADT—F) (SYN-FIXFc-07-001 3RB) 9
TRIEEE D & 2 EAE M AR B B 11 41 (WIRPE Mk EER 5 IX K1 =2%. 18 L EDOFMEN)
(ZARHAI 25~100 [EBSHANL/kg™ & HIEIFFIRN I 5 L7c & & O iigEE S IX K715 3Ry B e
WNIA—=ZERE LT, 23 /=AU FNETATHITLIZE 25, Cmax 1% 20.4~98.5
BREAL/AL, 0 2> B HERRKIRF ] & C o e A f ik e [ 55 IX K -1& 1 - REE AR T i fE (AU Cing)
1% 766~4,020 K[ - [EERHAL/AL T 0 HEAMABIMEN DTy HAF R (tueg) 1
53.56~57.6 Ffff] Todh » HEMBEMEITRO b ied o7 (T b FEE) |
X AHIOARE N HEROHBIIROEY Th D,
A 2 VAT D YR 2 B CVAMR L. 053 2 CREIRICERIRINIC T 5,
WHE. 1EMAE 1kg %720 50 ERRHEML A& 59 50, BEOWREIZS U CHEEHEKT 5,
EMI 54 2 854, @, KE 1kg 2472V 50 ERSHEA 2 1 M E. % 100 EREHEA 4 10 HiC
1A 52 S BIRAT 5, LA O 5 8 O 5-RIRR LB OMRBEICE U GEERES T 2728, 1 BB 5 &
IERE 1kg H720 100 EESEMEZB X202 &,

B EEIRAR 55O MR EEE XEFEEEDEE/ S A -5 (EELRFBEE)

B (R iLke) (o) (neb) (n29) )
Cmax (EFRHAL/AL) 20.4 47.5+12.9 98.5+17.84 NA
AUCins (EBRHAL - FF#/dL) 766 1,700=548 4,020+986 NA
CL (mL/Fiff/kg) 3.56 3.44+0.83 2.84+0.66 3.18+0.75
Vss (mL/kg) 271 262+54.2 183+27.9 227+57.1
MRT (F§f#) 76.2 77.0£6.80 65.910.3 71.9+9.66
tue, (REH) 0.61 3.31+3.13 10.3*5.64 NA
tuzg (RFfHD) 53.5 57.6+£8.27 56.5+14.1 56.7+10.4
=
L[?Eﬁﬁsﬁ{j/dm/(ﬁ%%%ﬁ/kg)] 0.77 0.87%0.21 1.02%+0.11 0.93%0.18
Timel% (H) 7.34 10.1+1.58 12.3+2.49 NA
Time3% (H) 3.81 6.28+1.11 8.53+1.58 NA
S+ AR R 7

CL: U752 %
MRT : “F¥Jik 8 R
AR (3T A—Z ITHEMET D)
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tize @ S ATFE AR

Timel% X1E3% : #5705 Mg EEE S IX K FIEM A RN— 2 T A >+ 1T+ SEEEHEA/ALICE T 5 £ TO
TR CH D . MR E B IXE 75 O Rtk O R~ — D — & L THEH

Vs @ ETIRIED 5340 AR

OR#E#HE (BREMAFRBES : BAARUSEADNT—F) [(998HB102 325k : B-LONGHER) ©
TRIRIE D & 2 HIE M AR B B 22 6] (WIRME MR EEE 5 IX K 1EE=2%, 19 % Lo H
AN 2 BIROSMNEAN 20 B) ZAA] 50 EFEHAI/kg & 102 43T CRIEFRIRMN I 5 L7
& E OIMPEEEE S IX KIS ENRE T A — 2 2/t LT,

@-1: XRIKL OB (RN—R T A VRO BEBIFIRNE 51T 5 HhEk)

KBEFIL, 2 TarT7A Ty (el ) 50 EEEHA/kg & 10 4320 CTHEFH RN #
4%, Beh 96 Wil EC 8 mIY 7V 7 Liz, ZDk, 5 HEOKREIRFZIZAE DR S-
Z Pt L CHIEIEE 240 BiSfe £ C 10 BV 7Y 7 L, WAl MikEeE 5 IX K%M
WENHE /ST A —F B ERET LTz, 2 22 /8— b A RETFLTHIT L2 & 25 AAID Crax
I EE% (WIRRARIRECH 2554 10 5%) IS o, £z, EFEIX 0.92

[ (EBEEA/AL) / (EBSHEA/kg) 1 | tuegld 82.1 Bl TH -7 (WT b (T EMHE)

N—R 54 VETHE L -MREEEXEFEEOEROER (EEORKBEE] 2
(lurdL)

100 ¢ -~ IONL/FOT FILTIF
f /AT TIVI7 BEEFHRER)

10 |

3%

(FHBEA AN —2,) FEDH-NEE S

1%

1 L I n I L 1 I [ 1 1 L [
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VI. EMEREICEAT HIEE

BHEFRNRSROMREEREXEFEEENTE NS A= Qa2 =AY FETIL)

(EfEM K IRBEE)
(n=22) JFa s Tz ”
s Ll 0 = 1 el f— < > :
SEBHE T A—F A G 7401 ) AL
- 40.81 43.08 0.95
Comax ([EIEHAL/AL) (33.60. 49.58) (36.69. 50.59) (0.81, 1.11)
AUC/H# & [ (FEEEHEAL - Fefl/dL) 31.32 15.77 1.99
| (EFEHALkg) ] (27.88, 35.18) (14.02, 17.74) (1.82, 2.17)
5.03 2.41 2.09
tuza (FFFH) (3.20. 17.89) (1.62. 3.59) (1.18, 3.68)
82.12 33.77 2.43
tuzs (RFFH) (71.39. 94.46) (29.13. 39.15) (2.02. 2.92)
3.19 6.34 0.50
CL (mL/*5fil/kg) (2.84. 3.59) (5.64. 7.13) (0.46. 0.55)
98.60 41.19 2.39
MRT (W) (88.16, 110.29) (35.98, 47.15) (2.12, 2.71)
314.8 261.1 1.21
Vo (mL/kg) (277.8. 356.8) (222.9. 305.9) (1.06. 1.38)
LFAE 0.92 0.95 0.97
[ (EBREA/AL) / (EEREAL/kg) ] (0.77. 1.10) (0.81, 1.10) (0.84. 1.12)
. 11.22 5.09 2.21
Time1% (H) (10.20, 12.35) (4.58. 5.65) (2.04, 2.39)
e 5.77 2.83 2.04
Time3% (H) (5.07. 6.57) (2.57. 3.12) (1.87. 2.21)

MfTEHIE  (95% (5 HEIX )
K R—ZAFA VWDKK ) Fars T ATy (B z) & LU THEH
@2 : REH#REICLAHE (X—RXT 1 URE & 5B 26 H% D)
KRENDR—RF A 5 & 5-BE 26 W14 O Mk EEE 2 IX K IEVERMENE T A — X & L
BT L2, 220 /3= MAV METITHTLIZE Z A, R—RA T4 U ENERG% (&

5.BA4h 26 H1%) O FERIEWENRE /ST A —Z ORTEED AT 10% L FTH o7z,

REFRNR S RO MREEEXEFEEENBE NS A—F2 QaR—tAVFETIL)

(EfEMRHEBEE)

EIPPRES] .

B S ST P SR P 2
o s e 41.23 39.46 1.04

Cnmax (HIPRHAL/AL) (33.64. 50.53) (34.76. 44.79) (0.87. 1.26)
AUC/HeE- & [ (EBSHAL - FEfE/dL) 31.40 34.44 0.91

[ (EEHNLkg) ] (27.79. 35.48) (30.49. 38.89) (0.82, 1.02)
4.88 5.70 0.86

tuza (FFFD) (3.05. 7.82) (3.71. 8.75) (0.46. 1.60)
82.25 88.37 0.93

tuzy (FFFHD) (70.99. 95.30) (75.12. 103.96) (0.76. 1.14)
3.19 2.90 1.10

CL (mL/F5fi/kg) (2.82. 3.60) (2.57. 3.28) (0.98. 1.22)
98.85 106.49 0.93

MRT (i) (87.87, 111.19) (94.56, 119.93) (0.81, 1.07)
314.8 309.2 1.02

Vss (mL/kg) (276.0, 359.1) (268.1, 356.6) (0.91, 1.13)
b5 0.93 0.90 1.03

[ (EBEA/CAL) / (EBEA/kg) ] (0.77. 1.12) (0.81, 1.01) (0.88, 1.21)
. 11.24 12.25 0.92

Time1% (H) (10.16. 12.43) (11.16. 13.45) (0.83. 1.02)
s 5.77 6.23 0.92

Time3% (H) (5.03. 6.61) (5.55. 7.00) (0.83. 1.03)

NI (95% 15 HEIXH)
K1 N=RT A VIR OIERGROAROIEWBE T 1 7 7 A L D3Rl e 722 B
K2 KFIOR—=RF A U/ AER SR (BGRMR26EE) & L TR



VI. EMEREICEAT HIEE

@-3: ALk 2 (ARANBE LSEANBE D)

[ BRI RER (998HB102 76k : B-LONG 58] 123\ T, AARNESE 6 5l (454 50 & Tf 100
EEEHAI/kg & 10E£2 530N T TRIEFFIRNEE 5) O_X—2 T A VIRFIZI 1T D ARAK| O 3B HE
NI A—=ENFHEENTZ, /A /S— R AV METFVTHIT LTI 2 A, BRNBEERL S

ENEE O EE Y BHRE X T A — X |[ZH L NREWTRD o7,
¥ AARNRE OB G EIT 50 KO8 100 EEHA kg MEIE LTV AT, SIWBIRE T 1 7 7 A Vi 5 8%
50 [E A7 kg (2 TEHUE LT-,

R—R 54 VEOMBEREFEXEAFEEEYMER/AASA—2 (/aAVN— AV RFETI)
(BARARUVSEADEfEMKHBESE)

HARNBEH FANEPNE
IEYEIHE N T A —H (n=6) (n=20)
AUCHE -5 30.14 32.25
[ (EBSHAL - BER/AL) / (EFRHAT/kg) ] (23.55, 38.57) (28.92, 35.98)
79.37 77.98
tie (RFfH) (59.39, 106.08) (69.68, 87.26)
3.32 3.10
CL (mL/s#l/kg) (2.59. 4.25) (2.78. 3.46)
83.46 96.78
MRT (fE]) (67.20, 103.66) (86.48, 108.31)
276.9 300.1
Vs (mL/kg) (221.6. 346.1) (270.7, 332.6)
b 0.92 0.94
[ (EBEEA/AL) [ (ERRHEAL/kg) ] (0.75, 1.13) (0.77. 1.14)

%1 : 998HB102iE: (B-LONG#ER) (2B W T, FEREZ D LT, X=X T 4 VIFOARK| DO SEYEhiE~ v

7 7 A VDR T REZR B AN RE

%2 : 998HB1027A5% (B-LONG#RER) OZFRHIFEMENEEYT 7 7 L —TI2BW T, RAOFEMEET 17 7 A )L

PNFHAT T AE 72 A E A A2

AT VAME (95% 15 X TH)

@4 : FIC L 2K (FF (12~17Tm) BE L RABE DK

AR (998HB102 3k : B-LONG 3] 1ZH\ T, HHEEE (12~175%. BANITE
F720) 11 41 ORAI 50 KO 100 [EERE/kg 2 102 23R CTREFRIRNE 5) D~— 2
TA VT B T DARANOEYERE T A — & PR S iz, FEMABEMEO WY EE S
A—=BRE R Lo & 2 A, HHEEE L RANBEOEYBNRE T A —FZH & ) 7REW X

b bR T,
DS IAUC\ tizg. CL\ MRT. Vs, J:%"fﬁ

(3) chah
B L

4) B - HRAZEOXE
EER R L
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2. EMRERI/INS A—4

(M

(2)

©))

(4)

®)

(6)

T A%
CLEWVssZ2ar /X"—=krA 2 NET T L VENT LT,

RIRERE R
WAL L

HEEEER
MR L

DQUT7S30R (BRARUNBEADT—%) ?

TRIRIED & 2 EAE M A B B 22 B (WIRME MG IX K EE=2%, 19 %l Eo AR
A 2 B} O ELN 20 f51) 1A 50 EESHAT kg % 10+2 43200 T TREFIRNE G L- & &
® CL URfTEME (5% EFIXHE) ) 1k, X=X T A U (n=22) 3.19 (2.84, 3.59) mL/kf
Mlkg, 5 26 l% (n=21) 2.90 (2.57, 3.28) mL/Fffil/kg TH -7,

NHERE (ARAARUSAEADT—4) Y

TRIRIE D & 2 EAE M A% B B 22 B (WIRMEmREEREF IX K EE=2%, 19 %l o AR
A 2 B} OFRELN 20 f51) I2AFH 50 EESHAI kg % 10+2 430N TREFIRNE S Lz & &
D Vs CRATEE (95%EHEXE]) ) 1%, N—2 F 1 I (n=22) 314.8 (277.8. 356.8) mL/kg.
#5261l (n=21) 309.2 (268.1. 356.6) mL/kg TH -7,

£ Dt
LR

3. B&EMH (REaL—>ayv) @

(M

fRIT 735

Mm% B B#F o rFIXFe ® PK 717 7 A VORI A 512 L. PK DIF5H X 0558
52 5 NOFEHPERE S R ORR 25 E T 5720, IFERBIREEDIRET V

(NONMEM) #HWTAHRE 2 L— 3 PK #4217 >72, NONMEM OF —%t& > M,
% 1/2a FRBR M OV 3 fHRBRON—2F7 4D PK a7 7 A/ (TR 12 HIKD 123
B) WONCH 3 HRBROKER 5% 26 #H TORREAE ML A Fhi L 7235k PK %7 71—
O PR 7m77AL (21 ) Z&&. 5 1400 @ FIX FHAET—2 ALV,

(2)

NS A—EEEFER

HESNE T Tla AH B AR 3R (SYN-FIXFc-07-001 5-ER) M OVE BE 3 [F) 45 TIT AH B A 3R (998HB102

R : B-LONG #RBr) ON—2 T A OFEYBRET 07 7 AV (ZEi 12 il KO 123 H#i)

A ONZ 998HB102 7Bk O KE #e G- 26 #H 14 TORREREIER I 2 FEhE L 7= Bk Y e~ 7 v

— 7 OEYERET 0T 7 AL (21 B) ITESWIEREN (Rl —vay) ifizfroiz &
39—
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6.

7.

10.

K&

<BE>

(Sf AT 7 7 ao—ISHERLOIFRRICBIT 2 LeMHME) A4 K74 (ICHS6 (R1) 7
A RTA ) WD, RANIRTTF REOT 2 VB InNbD EE2xbN5720, Ko TEE
i C S STV D RENT BRI 2 3BT T L Tuh7guy,

(1) RBERML R UM IR

WAL L

(2) KBI<EAE5T 58K CYPHF)DnFE, FE5X

R L

Q) VEEBEMNROAEREVZDEE

MR L

4) REYOEEOFERVEERL., FHELE

TR L

Bt

<HE>
ICHS6 (R1) HA KT A ZhEvy, HEHICEE 3 238 I35 L Tu7ewy,

S U RR—E2—IZET B1EHR

AR L
. BRFEICLSRERE
AR L

HENDERZETSEE

INEBRE (BEMKRBARHE : AEADNT—%) (9HBOZPED 3§k 10 [998HB102 35k : B-
LONG ##) ®

TRIRIED & 25 12 AT O /N EE AW B B 24 61 (WRMEMREER S IX K EMHE=2%) 12
AHA 50 [E S HAL/kg 2 10 770N THRIRNER G- L7z & & O i EeE 5 IX K s Ehae -~ 7
A — 2 Z it L7z (9HBO2PED aiR] & 7o, [EIFRIL R 5 TIT AH 2 ek 2[R 3 & el (998HB102
B : B-LONG R (2B 2 FFERE (12~17 ) 11 FloEYEhE T X — % L5 L 7=,

) ayNR—RNA U NETIVTHENT LI E 2 A, 12 AR O/NEEFITHFFEBE LN 18 %Ll k-



VI. EMEREICEAT HIEE

DN & i LT EREMAME <. CL 23 mV W MEHA 2355880 b vz,
CTV. {RRICET2HE 4. AELOCHEICEEST 2R KO L 22t (B Lok
%) ICETLHEAE 6. RMEOEREATLIEECHETIER (D NRE] OESK]

MKREBREXEAFEEEMEEE/NNSA—42 (/oA UIN—FAVRETI)
UNMNREREMRFBEE)

. 998HB1027 5
I OHBOZPEDHER (B-LONG#5)
~ ISE 3 6 Al 6~ 12/ AT 12~17i%
IEMERE T A — 4 (2~4i%, n=11) | (6~10i%. n=13) (n=11)
AUCHE 55 29.71 28.53 29.50
[ (FEBSHEAL - BEf/AL) / (FEBSHAL/Kke) ] (20.32. 25.38) (24.47, 33.27) (25.13, 34.63)
66.49 70.34 82.22
B
tuz (RFFH) (55.86. 79.14) (60.95. 81.17) (72.30. 93.50)
4.37 3.51 3.39
B
CL (mL/Fsfil/kg) (3.90. 4.89) (3.01. 4.09) (2.89. 3.98)
83.65 82.46 93.46
B
MRT (R#fi]) (71.76. 97.51) (72.65. 93.60) (81.77. 106.81)
365.1 289.0 316.8
Vs (mL/kg) (316.2. 421.6) (236.7. 352.9) (267.4. 375.5)
R FE 0.59 0.72 0.85
[ (EBEA/AL) / (EREA/ke) ] (0.52, 0.68) (0.61, 0.84) (0.68. 1.06)

AT (95% 15 HEIX )

Z Dt
AR L
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ke ALPROLIX®
24 Biogen Idec, Inc.
TRFAEH 20144F3 H
AR ALPROLIX® is available as a lyophilized powder in single-use vials containing

nominally 250, 500, 1000, 2000, 3000, or 4000 international units (IU).

PGB EESVIES

INDICATIONS AND USAGE

ALPROLIX®, Coagulation Factor IX (Recombinant), Fc Fusion Protein, is a
recombinant DNA derived coagulation Factor IX concentrate indicated in adults
and children with hemophilia B 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
ALPROLIX® is not indicated for induction of immune tolerance in patients with
hemophilia B.

B O &

DOSAGE AND ADMINISTRATION

For intravenous use after reconstitution only

2.1 Dosing Guidelines

+ Initiate treatment with ALPROLIX® under the supervision of a qualified
healthcare professional experienced in the treatment of hemophilia B.

* Dose and duration of treatment depend on the severity of the Factor IX
deficiency, the location and extent of bleeding, the individual patient’s
pharmacokinetic profile, and/or the patient’s clinical condition.

« Patients may vary in their pharmacokinetic (e.g., half-life, 7n vivo recovery) and
clinical responses. Base the dose and frequency of ALPROLIX® on the individual
clinical response.

* More frequent or higher doses may be needed in children <12 years of age,
especially in children <6 years of age. For patients 12 years of age or older,
age-based dose adjustment is not usually required.

+ In addition to the nominal (target) potency the actual Factor IX potency in

international units (IU), determined by the quality control laboratory at

product release, is stated on each ALPROLIX® vial label. ALPROLIX® potency
1s assigned using a validated in vitro, activated partial thromboplastin time

(aPTT)-based, one-stage clotting assay calibrated against the World Health

Organization (WHO) international standard for Factor IX concentrates.

Factor IX activity measurements in the clinical laboratory may be affected by

the type of aPTT reagent or laboratory standard used.

On average, one IU of ALPROLIX® per kg body weight increases the circulating

level of Factor IX by approximately 1% [[U/dL] in adults and children =6 years

of age and by 0.6% [IU/dL] in children under 6 years of age. Estimate the
required dose or the expected in vivo peak increase in Factor IX level expressed
as IU/dL (or % of normal) using the following formulas:
IU/dL (or % of normal) =
[Total Dose (IU)/Body Weight (kg)] x Recovery (IU/dL per IU/kg)
OR
Dose (IU) =
Body Weight (kg) x Desired Factor IX Rise (IU/dL or,
% of normal) x Reciprocal of Recovery (IU/kg per IU/dL)

Consider determining the patient’s in vivo recovery [in IU/dL per IU/kg] prior

to elective major surgery and verify that the target Factor IX level has been

achieved prior to major surgery and for major bleeds.
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On-demand Treatment and Control of Bleeding Episodes
ALPROLIX® dosing for on-demand treatment and control of bleeding episodes is

provided in Table 1.

Table 1: Dosin

g Targets for Control of Bleeding Episodes

Type of Bleeding

Circulating Factor
IX Level Required
(IU/dL or % of

normal)

Dosing Interval (hours)

Minor and Moderate
For example:
Uncomplicated
hemarthroses,
superficial muscle
(except iliopsoas)
without neurovascular
compromise, superficial
soft tissue, mucous
membranes

30—60

Repeat every 48 hours if there
is further evidence of bleeding.

Major
For example: Iliopsoas
and deep muscle with

substantial blood loss;
Pharyngeal,
retropharyngeal,
retroperitoneal, CNS

neurovascular injury, or

80—100

Consider a repeat dose after 6-
10 hours and then every 24
hours for the first 3 days.

Due to the long half-life of
ALPROLIX®, the dose may be
reduced and frequency of
dosing may be extended after
day 3 to every 48 hours or
longer until bleeding stops and
healing is achieved.

Perioperative Management of Bleeding
ALPROLIX® dosing for perioperative management is provided in Table 2.

Table 2: Dosing Targets for Perioperative Management

dental extraction)

Type of Surgery Circulating Factor IX Dosing Interval (hours)
Level Required (TU/dL
or % of normal)
Minor 50—80 A single infusion may be
(including sufficient. Repeat as needed
uncomplicated after 24-48 hours until

bleeding stops and healing is
achieved.

Major

60—100 (initial level)

Consider a repeat dose after 6-
10 hours and then every 24
hours for the first 3 days.

Due to the long half-life of
ALPROLIX®, the dose may be
reduced and frequency of
dosing in the post-surgical
setting may be extended after
day 3 to every 48 hours or
longer until bleeding stops and
healing is achieved.

Routine Prophylaxis

* The recommended starting regimens for adults and adolescents =12 years of
age are either 50 IU/kg once weekly, or 100 IU/kg once every 10 days.

+ For children <12 years of age, start with 60 IU/kg once weekly.

* Adjust dosing regimen based on individual response. More frequent or higher
doses may be needed in children <12 years of age, especially in children <6

years of age.
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USE IN SPECIFIC POPULATIONS [Pregnancy]
Risk Summary
There are no studies of ALPROLIX® use in pregnant women to inform a drug-associated
risk.
The background risk of major birth defects and miscarriage for the indicated population is
unknown; however, the background risk in the U.S. general population of major birth
defects is 2-4% and of miscarriage is 15-20% of clinically recognized pregnancies.
Animal reproductive and developmental toxicity studies have not been conducted with
ALPROLIX®. In a placental transfer study, ALPROLIX® was detected in murine fetal blood
samples at approximately 2.6% of the maternal blood levels (range, 1.7% to 3.3%), 3 to 4
hours following dosing of pregnant mice with 3.3 to 6.6 times the clinical dose of 50 to 100
IU/kg ALPROLIX®.
It is not known whether ALPROLIX® can cause fetal harm when administered to a
pregnant woman or can affect reproduction capacity. If ALPROLIX® is clearly needed to
treat a pregnant woman, advise the patient that the risks to the mother and to the fetus
are unknown.
Data
Animal Data
Pregnant, genetically'modified, FIX-deficient mice (HemB mice) were injected
intravenously with a single dose of 330 IU/kg ALPROLIX® at the end of pregnancy on
Gestation Day 18, or with repeat doses of 330 IU/kg ALPROLIX® on Gestation Days 18 and
20. Blood samples were collected from the maternal mice and the fetuses after dosing, and
FIX activity was measured in both maternal and fetal plasma using a FIX chromogenic
assay. After dosing pregnant HemB mice with ALPROLIX®, FIX activity in fetal blood was
approximately 2.6% of the maternal blood levels, suggesting that placental transfer of
ALPROL
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<A —A N7 VT D45%¥ (An Australian categorisation of risk of drug use in pregnancy)
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Animal reproductive studies have not been conducted with ALPROLIX. Based on the rare

occurrence of haemophilia B in women, experience regarding the use of factor IX during
pregnancy and breastfeeding is not available. It is not known whether ALPROLIX can
affect reproductive capacity. Fc fusion products, including eftrenonacog alfa, may pass
through the placenta. The effects on the developing foetus are unknown.

ALPROLIX should be used during pregnancy only if the potential benefit justifies the

potential risk.
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USE IN SPECIFIC POPULATIONS [Pediatric Usel

Safety, efficacy, and pharmacokinetics of ALPROLIX® have been evaluated in previously
treated patients from the adult and adolescent study (12 to <17 years of age) and from
the pediatric study (1 to 11 years of age).

No dose adjustment is required for adolescents. Children under 12 years of age may have
higher Factor IX body weight-adjusted clearance and lower recovery. More frequent or
higher doses may be needed in children <12 years of age. When calculating target peak
doses for treatment of bleeding or surgery, use the average in vivo recovery value of 0.6
TU/dL per IU/kg, or individually determined in vivo recovery, for children under 6 years of

age.
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