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o MM VTR 51 BT 2 L HEOBR EIZ DWW T
B PR FER (3747 7ABR. 3774 7RABR. 3773 B |

BY., YA
THIERELZ,

WZRBWT, HIMLEE & VR RF O 5 B E LT, 40 TU/Kg XX 80 TU/kg 23§% ESIT

B DH N N EVEPHERRS =280 Db, RIRO B &I TEE . 1 [ 40 [U/Kg X% 80 IU/Kkg 2% 5-

o EHINAEGICHE T oL HROBRIE

PRERBR (3747 3RBR. 3774 REBR) |

AR OVNR

(22T
THUNT, 40 IUKg 238 1 [B], BN G- LI BEOF M K R 2 RSN b i

2R T 40 IU/kg 20 1 BlI# 595 ) LR ELT,

®  EHFHEHEEIZOWT
FEhi L7z T R COEERBRICIBO T, REOFK G, &K 4 mL/ayERESh., Bz &0 RBEIZR g 58N b,
TAmL/ 5y %8 2 70\ Gl PE CREIR I ARIIC IS 372 | LR E LT,



4. BERUVARICEET SR
1RERVAEICEEYT HEE
71 HIMORRE XL TOREREEL TCHIMTT52 L,

-+ B AEREO H L
B HFEZ DR BIETP ., 5 AP, P RPN i 33
- EE T AMAE DT i

JREA PN H L 26 B0 A A PN L, PIREEE PN HE L, B RS L AL, PR L, PR R S o

(fifdn)
HfL R 52 W T B2 BRI 5720 DR L L CRi#i L7z,

7.2 B U EM G IS 28R G 21T 5 A 13, BEOREBIDIEC T, EMOHWHILVITIZ L,

(fiERL)
HE I Mg HiLOSE | BN GITEE OB CHET T _E TR NI EFREBICERE L, £ D%
KIS DIEREZ T HUERHLHIEND, R D= DR ELT,

7.3 24 RO F R 5813 200 1Ukg EL . 1 FEFILL EORREHIT TG 3228, Bl UL FIRREO #5128 T
WL 1 ERY 720 D f K 5Bl 80 TU/kg &35 4,

24 BRERILLN O R K-8 1 B4 720 OB K% G- 5 J OG- IR IZ DWW T, RAID B B IZ B W CTENA CERESh
7= B PR AABR O SEHE F ) E IS C TR 1 kLT 24 RERILAINIZ I 5- 9 B K% 5813 200 TU/Kg, 1 [ 524720
DO R 5-EIT 80 TU/Kkg &L, 1 BN 1 [BILL EOSEE THE L Qb ZNHo A&, JME, B i XX Fiio
BEDHIIHND, JEREL TV,

AFNC XD EHE S, HIMEE S & O TR EEOE 5-OWF U T, ZORHE 1 [B124720 40 TU/Kg OEERARICED
5 THY, 80 IU/kg &8 59 5ZL1TD 720, LML s, BRROBIGIZIHBW T, BARRBR TIIAAEL TRV RIS
TEHEETERNIEND EEME O DI E LT,

5. BRER RIS
WESRT —R/\r—o
PFIORTERZR 7 a7 AW b BRI RERE L CEfis 7z,

R RERDTH A Vg S AR
TBIREDH D BE
NN7999-3639 3Bk | 1 | Ef~DH AR S35 FTNETHEHAL TV | BEK 16 FI(AAAN 3
(R 6} AH> 3 FIE (25, 50 X% 100 1U/Kg) @ | FIX 845 K OAFH - Bl % &) O N BE
HA[AI$E 5B D22 2 OSSR BIREORE | ZE 4125, 50 L 100 | (21~55 5%)
fili - 2RI, FES . F R | IU/kg CEEISIRNEE) | SREEE: 15 4




B OE MO : a3k, S
B 1RE, FERS IR

B SO H R oo HY o
IZ1% 40 IU/Kkg, EEDMH
1miziE 80 IU/kg &4% 5-

R 1D A KEBROF YA ThE BE R
NN7999-3747 35 | I | =25 TEhTE BFEECT74 FICHARAN 8
(FFm & ) FREIREE R OV H MR RIS ITAE 4 | 10 XiL40 Wkeg % 1 [B] | flz&ETe) OFHE LUK
P, B EIE R IR BN RE O FA : Z0E | &5 NHEE (13~65 1#%)
FRILE, B M o, FERIR IAEREIY | AiIZX T B8 FREVRIREE: 59 1
TSR SRS SO FE D H I | HH i B VAR - 15 1]
(13 40 IU/kg, BEDH | HMERE (3 SDHEARD
3 OOTEHERE10 T 40 1U/Kkg 3 1 [ | (fi2i% 80 IU/Kkg 25 | vvl) 116
512k d 52 HMOTEIER (FIES
O AHF) B LT 28 W@ D H i A
NN7999-3775 38k | WL | 3747 ZE R CX3773 #BROME e TEhTE BEHCTL BI(HAN 6
(FFm & ) FRIRRE CHIMERICBIT5ERZ | 10 XUT 40 IUkg 28 1 | fladte) OFEL K
SR OENEOTAN : 2 hEak 2R, | B85, 80 IUkg ZFREH | AEFH (14~66 %)
B, FExt a5 Bh
HIIZS T 5160 TR 66 1
4 ODOIRFERE 10 L 40 [U/kg 208 1[A] | deg e 3 eh A g oo i | HMLEFTSIREE - 5 B
FEAZE DT IR, 80 U/kg FRE S | 121X 40 IU/Kg, FEEOH]
XD T RHIRED LI H M RFR R iz 80 IU/kg % 5-
TRIRBE ORI K OB OG0 2 A8
ARETHoT2
NN7999-3773 kB | Il | ZAlias FHT TS BEE 13 HIOFELN
G320 FHHNCB TG MR V2O | FH7Y H O 80 IUKkg B (15~56 %)
fili: ZhEax LR, FEE . FExIGERER FHEE 5
Filitt 1~6 A OFR4
ML 40 IU/Kg @ 2 [F
BN HERES LT
NN7999-3774 3k | 10 |/ JEEE TLLTEE: BEHC25 Bl (HAN3 6
FHEHIM TR IR O L O TR R I31F 5 | 40 TUKg %08 1 BIEE | 281 o/ B (1~
(FRAmE AL LA A NVE R OB RE DR : | MUl iZA TS5 12 7%)
LZHaERIEE . FEE M, FExIREER, BB I O M | SEipBEhee: 25 4
BRI S2 WO EEHI K OZ0%O | 12iE 40 TU/Kkg, EEDOH | 22 FI2NMERBIRIIBAT
FER A CRERR LT, Mfizi% 80 IU/kg 285 | L7,
S AT 1 DOIEFERE40 IU/Kg T 1 B 5L
(#T1) BT BhTE
(&G
TRRRIEDIR N B
NN7999-3895 3B | 1l | j8/Eoniol il TG BEECS54 BI(AARAN 1
(#%&T) IRRIBORNEEEZ LT, TBilR | 40 IUkg 28 1 [R5 Bla&Te) DIRRIED
(ZEB&E) P OVIERE H I O VRIR IS BT DR &M | x5 iR VWRE

a: (LIS 3- 2768 Tl IR E TR O IR J0 BN 52 Thiiz,

b: FIX #&H1E 2% L0 Fooifi A% B #3#

¢ ARBRICIHBITDHEEMEIL, TEHBERED BE N 10 X 40 TUKg WT N OTEIEREIC BV T S0 B RSN o T- 2 e 2 B R L TV,
BIHHEBRITIER AR EANC R L Th BRI o 7228, 3B T FIX JEME LI E T2 AT REMEAN Do 722 L5 IEREEERMIZIE S M

Lot AR BT,

(2)BRPREIRHER

IVIL B REICBE 55 H | OHS ]

QR ERGRRAR
%A ERRL




(OFREERIEHER
1) BEREEAER

BIRIEDHDRN KON
~70 7%:62 ) 23 BRI EHI TR, M EFOIRHE, K TR O ]

VEER LT,

Eﬁﬁﬁiﬁ%” 2),3),
1) E e 5

TBEEOH DM AR B BE (FIX &1 2% F) ZX55RE LT 2 SO EBRILFRISE 11 MR R
A 1 [A]) 2% ) 7o BE B AFERE M ERIILL FTOLBY TH -T2,

MAH B B3 (FIX IEM: 2%LLF) 105 51 (0~6 m%:12 1], 7~12 m%:13 3], 13~17 5%:18 {3, 18
VX2 At R OV DA i35 5 1 AH

5 (40 TU/kg
13~70 5% 0~12 5%
29 4 25 fi
(BARNBE 2 flEate) (HARNEBEFE 3 HlEsite)
i 1.04 1.00
DU 53 {7 s [FF 0.00, 4.00 0.00, 2.06
I /IMEL de KB 0.00, 37.78 0.00, 6.51

ZRWT, AAIDE W

2) H ifi IR o 1k 1fin 250 5
13~70 D BE T, RN T TAE SR LS - i DEIE 1L 92.4%(315/341 [a]) Th-o7=, £7-. 0~12

DB T, kMR ) XX TH %) LRl S 7z H i OEIE 11X 92.9% (39/42 [8]) Th-7-,

2R TR RIL 2 UL H R ThoTz,

3) AT O 1k mBh R
13 OSBRI AER S, TN TOFHIZ

13 DB (13~56 %) 12

2) REMAER
M)A R MERGERRER | DIHZ R

(5)B#E - FRRERI L ER
%A BRIl
ERFTHR T — 2 N—ARE. HERE

(6);aARAYfE A
D ERRERE (—RERRERE. BECRARERE. ERAMKLERRE) . RE

ZEERABONE
° ﬁﬂ%ﬁJZnﬁan%]E(NN7999-44o4)
H Y S T COARFOE M 51281 52 M K O 2h PO
TR Tk @rﬁmﬁiﬁﬁfﬁ
SR BH MIRERE 51X K- R Z B3 (12 R IE AT BRD 40 (1 &% k)
BT AFN e E-BRLAEND 2025 29 HET
T e eI 5 20 {5l
FTRAE A BEY R RO GARPL, OF 3L OF L BRI (FIX L~UL | FIX (2%
frzw/tt H—DFAE | B IR IR AT, MR IR PEG ML~ AbE
to) AEER(avs, THI4T7%— Areed—RArgte) Aok
o IBHEOHA/NLMAR B B AR LI RIE TR E R ER (NN7999-3774) (76 T)
Hi LANE, BEHE R OSSR BN RE O T
BT VA Fext R
R EH TE V1A B B GRAFURE: 12 3 Am)




AT ETOWREN 12 5RICETHET(2023 4 11 AET)

T RESE I 24 {51

EHELE FIX (ZX[ B A e s —3 4R

a) FIX 1G-S 2% LA T

o IBEEEDRNMLAR B B At R L U= s R 58 1% AR AR (NN7999-3895) (#4T)

EEN) LA K OV B DR AT
RERT A Fext R
g TRIRIE D72 NEAE VM40 B A (LAFURF: 6 5% A)
FEAL 1 ETOYWERE OMRETE AL 100 A LA 72 5FC (2022 4F 10 HET)
FEREBIE 50 43l
FEEHE A FIX 1ZxPd B A bE X — AR

a) FIX TG PEEAS 2% LA T

DEABEHELTERFENABTXIIREL AT - RBROBE
LA

(MEDAh
YL



VI. ENEEICEHTSHEHE

1. ZBPYNICEEHSILAMRITILEME
bR R 51X [T

2. FEER
() FRER S - VE RS R
RENOEZR > ThD/Fay R—& NIV GBE T ) XGOS LIEHAL R T TR 3BRES I, WIREOIE M
TR ifn W e [ 2R 1X R~ & R UA 1 M O RERORFME 2 A 97200 IS RS U C i e & 27 IX (Rl R Z & e L, i fEm 2 —
FREIZAHIE 95, F7o, R~ T 22 LI X0 BRI ER L, EEEE S IX K752 R RMERR 265 205,

4 R o N\
JFATR=FRJ)IDIEE
oy
<1t
o J
/ " o " = \
JFAG R=2RIILDEEIE
. . Mo 40kDa PEG
—aR A
JFATR=FRAN EERTFE EON-BAEEI
“ PEGEHRIEEMNICES T ETVET,
EEEATFE
25 B
EtEE
40kDa PEGHESS L1 M -
rEIXa ; = - - . e, 40kDa PEGODHEitH
AEROEREFXC ASOME- BEEET 30T . . SEME(EARTFE Wy — 0kDa PGS
-_— O et
| b | R (28~50%) ICHER SN E T, 7
35| =il
TANT< RIS
'\ J

(QFESDERMTDRERRIE
D FIX /> 77 7= A (FIX-KO) =7 A0 & &7 /WA 35175 1k ML zh B (In vivo) ®

FIX-KO ¥V AKX C5TBL/6 VT A%~ b SV 2 — )L CRRERL RIS 58 (&~ DA n=7,/1% /#E) X%, KHIXTIEE
fF%Y rFIX 85410> 0.01, 0.1, 0.2, 0.4, 0.75 mg/kg % 51 (FIX-KO =7 AD & n=3 X% 6,/ FE) IZEIRIN 5L, 45
BG4 5 T RBIEHD 4 mm ZGIHTLH S, 30 4 R MR R 2B ZR L i B ARIE LT,

ZORER, IR 5 FIX-KO ~7 A (MLASK B) Tk, B4 C57BL/6 ~7 A (IEH 1 AEHE) & Hedk L, i FER & OV if
BEEBICHBRBEMNE R U, — 7 ARA R OFHEREL FIX AN, HEMEBEESRO O, 0.4 mgkg TRAZIITEL,
HH L B D R ON I R & TE 3 L~ L 7 o7 (191,



(" eSS N wmE A

ERTHE ERTE
2000 I FLCKO 50 G000 I FLKD FHRE
AFDFR=2 gl AT =zl
. R R T | ST P
T T WS =y FL R
1500 b pefl 1. bk gL D01 4 e el 1, o e D01
e FAI0) 5 ves. FIN00
- siruskal-vealls bess. O 4000 gy ANC.
= E furn's past test £ Hordermn s post best
£ | [ D I w
&= £ _
i 10007 3
: | = | | &
. E 2000 -[
SO0, ok
T [ . E: . sk s
T T ke T T
0o 0a 0.2 04 075 ool 6 0.2 04 075
A% (mg/kg) FE#& (mg/kg)
s AN Iy

E-1 FIX-KO XY RIZHEITHHMEBMEVHMEIZXNTERORAE R
(B IEPE 5. FIX-KO LD ki)

2) M B =7 AR T T /R 580 R e (In vivo) ©
FIX-KO ~UA KN C5TBL/6 VT A%~ b LS — L CRBRL  xHREE (n=7 1%/ ) \CER I A | A& 5.8 (FIX-KO ~
TAD I, n=36 /PE #E) XITIEEHT FIX FLF e 58 (FIX-KO ~TVAK N CSTBL/6 ~ T A, n=24 /1 /#) 124
0.75 mg/kg O ETHIRNEE- LT,
PSRBS54 5 40 (G REES 72 5 DN ARHK K OFEERGTY FIX RANE 5855 4 XX 8 PL, M) 72bTNT 1,2, 3 &
W5 B ORAIR OFEE S rFIX JUFIE G585 4 0L 8 I8,/ M) ICR HIMAFEF L, Hf e & OV i B2 e L7z,
ZORER . APEHO WA I EE SN, ARG G% 3 B, O EF{LBSHERRS N, —F ., HHE
i rFIX RIAIBR G RECI B 5% | B CHMOBMARD L, #5142 XT3 BIZBW T, AFIRGREEIREMIT rFIX
BB HRED H 1 RER L AR 320 A B e 22RO bz (K-2)



'8 h Y
(" eSS N tmE
Fii ERTHE Tl RS EmE
s L T —————— #peRUE- RO ey PR KD TR
i S0 <=2 5 et /+0F R—F L
Huskabwol s, I 3EREES TP anevay Aoy, T FERESRICFLOME
2000+ Dunn's post test 5000+ Bonferranl's post test s
-
_ P
T 4000+
1500 [ -;'l,
O il T
= 7 E 3000
E 1000 * <
=] T E i o+ e
3 i i E 2000
Aok - i T
500y - W T P o
T T H 1000k T T .
afHE 80 1 2 3 5 2ftn =EE 1 2 3 5
. #H5EEH #HEEAHn
L AN vy

K-2 FIX-KO Y IRIZHITHERFIRY rFIX EH|(0.75 meg/kg) D3N R H 5 RS
(FRIERE 5 FIX-KO D8 XUE H ZEOARK| L IHEHR rFIX SH 0 i)

3) FIX-KO < AL EFAFABIG T T /W IZ BT 20 R Frt i (n vivo) ?
FIX-KO ~7 RAIZAAKI T (FIX #AI% 0.75 mg/kg §FIRNT G144, 5 0 CGRIERD 726 TNT 1, 2, 3,4 KOV 5 AICSHBINRICST
U LRI LAEEA B L, T 0%, EFHEZTORMZRIE L, ZOfRE, M 5% 5 o) 0BT, WTh
IZBWTHEHBNRAZER RO B,
B 5% 1~4 B OBIEETIE, AR GHETIE 90~100%D &) C i & FAZENGRD LIz fFIX A GRECI3&E 5% 1 H
T 70%DEM TOHIME PAZENFRO DI, 5% 4 A TIX 4% ETHAD LTz, %54 5 BicB 0T, AR GRED 56%T
RIRE LTI BAZESFR8 D T=— 5 T, rFIX RIAI G TIIEDNT 13% Th 72,

| iSRS 3

s * *

IO T

25 AFFR=E AT
|__E/S5: g T
TR W

# pell 05, # et
KrusiabWals test,
Dunnis post test

20

154 T
10+ '|' -|— I I T
I!M " "2 "3 " s

BEEE®

=1

B E TORE(S)

w

(=1
1

J
H-3 FIX-KO YRGB RBEETILICHITERFI RV IEEEE rFIX BF| 0D %h R B




4) FIX-KO ~ U A JERIEIE T T MBI B IR M) 5 (In vivo) ¥
FIX-KO ~VAD B REE T MBI D ARFI O 9 R JHEATY rFIX RIFIL #3572 BTN H M aFset4 2 @i, W
I 22T 2o BRAHA AR AR L RO EHI L 72,
RIS MAEFFJE 4 20 5312, FIX-KO vV AU 0.9%Hi T ND LD 150 pL K& OARHI ITIHAEMT (FIX #5KI0> 250 TU/kg %
RPN G- Ui, Fi2, BPAERLOD CSTBLI6 ~ T AR LTI, 0.9%H LT N Y AD 150 uL ZFIRN R 5- L7z,
HA LA T B 2 SR FEALE UL AR 2 B B¢ £ T 2 R ORI IEE AR rFIX AR G217V ARAIF G RECIEaRER 0
EONT A 2 Bl b JEMT (FIX AR GHECITREBR 0 KOV 7 B 2 [ 5 350, 1 KO3 Ao 3 EHESHLIEHR
B2 0,1,3,5.7.9, 11 LN 13 HD 8 [Af 5297577,
ZOFER ARFID 250 1U/Kg Z BRI 5-UIZE OB IRKE A2 713 1.760.35 L7220 IHEMIT FIX 3UHI D 250 TU/Kg D E Al
HBREOATT T2 3.77£0.55 T0HHE R (p=0.009) (KEE R LTz, FHEAFEL rFIX BAIOF 5. E%% 3 [0, 8 FIEEE0F12D
o, BIER AT TIIENEI 2.4550.56, 2.1220.30 SLGELT, ZNHDOA T EARKIOHE T 2 B EREOAITICER
RO BN 0T, 7ok, FREMITL (FIX BAID 8 Bl RO A T I IR EI# G RO A= T LA 7 (p=0.015) tiEs
ROHITNZ(1X-4)

FIX-KO ¥ ARBEEEIEETILEHERTHORDBEXLRQT

L ORI AT \

<7 ARk o WEER 22T >2 OE|E

UARH CPASf i) RIS A
C57/BL/6 (1E & k[ e 0.14+0.3 0%
FIX-KO (if. 9% B) 44+20 96%

KORIBE O AL, MAEHT AR ENZI 0~3 )R TERMICE A, ZOMORHZE (A, i, #%E, WEOVLA) ITTOHIEICLVENLH
0 53 (721) XU 1 iR (BY) TEMEINER A, AFHRRERHE 2 (B 10 5,

¢ ™
BEXZOT
.
I FIH-HIO 38
1 — - * L ERHE
i AFDT R=F I
& : - ' e R P
B —_— =il £ RS
3] el 5, ek plii..
34 e prel] 0. o e D001
# N student's bamst
=
* - *
2 T T
= T
- T T T
FIX-KO Ew [} 0.7 o 0,7 0,13 013
ki i (FEIEE) (2ERES) (RENS) (EES)  GEES)  EEES)
#EHBRSER)

-4 KFNFRUIEEEE (FIX HEIZRSHD FIX-KO YORIZHITHBEXRAT

5) L /2975 B A X2 IV B S 2891 (n vivo)?
AHKI R OFEEHR rFIX 5HI% . 0.4 mg/kg O ET 3 BEHOMAR B A XIZEARNZEGL, 0 (#5871, #5% 5,15 XU 30
55.1.2.3.4. 6,8, 12,24, 48,72, 96 KT 120 FEFZRL N G-1% 168 FEFILAREE A | K OVBRE B IS, SR E OTE
HERRD LN D ETRMEI T,
3HHDHY D 1 BTN FIX ICREEAERTIEND, 30 HEBX COHUEEAMERD B2 L7 mBA O G RFIEETh o7z,
F%0 D 2 BRILER FIX naive THY | AFISUIIHEHTL (FIX RANIZHUAT RSB O HNHET (14 HARM) 5L, 357/
Ty AV M E R (WBCT) & b iR =T AN 57 4 — 45 (TEG) IZEWHIE L2,



ZORER, IHMERTY (FIX JAIFR 574 5 75128V T WBCT D IEF LR B, 5% 4 ABIEFEEZ/RL, ZOH%BE LI
ERL, #5512 BB GAMEICE L2 (1K-5-1) o ARAE GRS DEEFE R T RERDO TEFALASTRO DAL, ARH
DR TIH AW I EE DIR T, #5144 12~19 BITHWTEH WBCT IZIEFHA R L, ZDO%ERREE LR, 5
#% 45 RIZBW TR GRIEICE L7, FIX %€ BB T2 DI EVR D R TEG IZB W TH RIBROD ¥ — 2 BB S L
7= (¥-5-2),

" WBCTICE S< 2RISR )

30 e B e | R
—e— JEgEisE rFIX

25

i J!
20
15+
10 ‘lf
E5fd (BR)

\_ J

WBCT (53)

X-5-1 WBCT IZE D<K RV IEIEERE rFIX REF| D
EbFIX REBRMAR B A XIZE T3R5

(TEGI B SRR A
Bl AFadF s—qeadL 80 AT A=)
—— JEEEST PN —o— RS T rFDAN
~— B0 B0 i
® 2 .'5
E 40 N A0 r
E 1 E‘. |
20 204
u.\dm
- [1]
- L1
I T T T T 1 I T T T T 1
1] 10 20 30 40 S0 a 10 20 30 40 50
kR (B R BsfE (B
e A

B-5-2 TEG ICEIAFIRVIEBEHRE rFIX HEIDER FIX REBRMKRIRE B 4 XIZHT 55N R iFHkEFH
(3) 1k FA FE TR B ] - 5 46t 5

<HE>
[(2) % BT HEBRARR 2) | 3) KOV 5) | OTHZ R



VL. EYEEICEET5IER

1. P BEDRS
(RS A MR
LR L

(QBRRRAEBR THER SN M PRE
1) Hilml$z G- 0 4L B fig

HARANKOSEADMANS B B3 (MRS E %5 IX K7 (FIX) IGME 2%LL F 125412, A (40 TU/Kg) % RN B A # 5 L
2L EDIBRE T A—ZTLL T DLV Tho7- V2,

0~6 7% T~12 5% 13~17 5% >18 5%
n=12 n=13 n=3 n=6
t% (h) 70(16) 76 (26) 89 (24) 83(23)
[\l =™ [ (1U/mL)/(IU/kg) ] 0.015(7) 0.016(16) 0.020(15) 0.023(11)
AUCo.int (IU+h/mL) 46(14) 56(19) 80(35) 91(16)
ARG (Vss) (mL/kg) 72(15) 68(22) 59(8) 47(16)
B 5-4% 168 > FIX JEM: (IU/mL) 0.08 (16) 0.11(19) 0.15(60) 0.17(31)

BRI — Beids, T (CV%)

1) #5- 30 3% D58 (IU/kg) 7=V FIX [K-EM:HE 0 & (1U/mL)

2) AR $¢ 5 0 S Eh HE
SEADIMANE B B (FIX IEMED 2%LL ) 23812, AK (40 IU/Kg) %3 1 BINEFFIRNE G- LT L&D EFIREEICIS 1T
LIRENRE RTA—HTLL T D LBV TIH-o72 P, FIX FEED 0.40 TU/mL (72 bIEMAFIRAED FIX &ML ~L) & k)%

Rl 1 & G- 5.4 AEHEESNT,

13~17 % >18 ik
n=3 n=6
t% (h) 103 (14) 115(10)
[EIY == [ (IU/mL)/(IU/kg) ] 0.018(28) 0.019(20)
AUCp.16s (IU-W/mL) 91(22) 93(15)
astE (Vss) (mL/kg) 61(31) 66(12)
B 5% 168 HEfH o> FIX #&M: (IU/mL) 0.29(19) 0.32(17)

BRI — Btk AR (CV%)

1) Be5- 30 Sy #0558 (I0/kg) 24720 0> FIX [K7-JEE#E N & (TU/mL)

3) AEF G-FF D FIX iEME N 7|
AR AR OSME A D MLAR B B3 (FIX IGME 2%LL ) %512, AH (40 IU/Kg) 23 1 B FIRAEG-Lic L& 0@ Fik
REIZEB I DM FIX TEERT ZMEIXLL F OBV TH o7 V2, WP OERBIZEWThH, AR (52 i) 238U T FIX
IHPED T 7E>0.15 TU/mL 23HERFS Tz,

o 0~6 % T~12 7% 13~17 5% >18 5%
il n=12 n=13 n=9 n=20
FIX j&MEN 7™ (1U/mL) 0.15 0.19 0.24 0.29
T [95%(E #E X R ] [0.13;0.18] [0.16;0.22] [0.20;0.28] [0.26;0.33]

BRI — Btk
) KIAIE 5 EL AT FIX G GRfd e 54 5~10 B R OV Hf % 14 B LRSS B30 E i)



()
MR L

WEE-HREOFZE
% E Rl

2. EUEERM/ S5 A—4
CORBHT A5 %
UL

()RR R
AL

QHREETE
LR L

BHIITSR
M. M REOHER (2) BARREBR CHEEBS Uz R E | OISR

BIRMEE
M. i PREOHER (2) B CHEBS hUZ i iR A | DIHZ I

©)20ft
AL

3. BEFGRE AL —sa) i
CORRHT A5 3%
WG RRL

(D1\SA—SEHER
LR

4. IR
M. I FREOHR (2) KRR CRERS NI F IR FE | DIES R
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HREX %R | 1LINDICATIONS AND USAGE

REBINYN®, Coagulation Factor IX (Recombinant), GlycoPEGylated, is a recombinant DNA-derived
coagulation Factor IX concentrate indicated for use in adults and children with hemophilia B (congenital Factor
IX deficiency) for:

- On-demand treatment and control of bleeding episodes

- Perioperative management of bleeding

- Routine prophylaxis to reduce the frequency of bleeding episodes

Limitations of Use:

REBINYN® is not indicated for immune tolerance induction in patients with hemophilia B.

MIER & | 2 DOSAGE AND ADMINISTRATION

For intravenous infusion after reconstitution only.

2.1 Dosing Guidelines

- Dose and duration of treatment depend on the location and extent of bleeding, and the patient’s clinical condition.

- If monitoring of Factor IX activity is performed, use a chromogenic assay or selected one-stage clotting assay
validated for use with REBINYN® [see Warnings and Precautions (5.5)].

- Each carton and vial label for REBINYN® states the actual Factor IX potency in IU.

On-demand Treatment and Control of Bleeding Episodes

REBINYN® dosing for on-demand treatment and control of bleeding episodes is provided in Table 1.

Table 1: Dosing for On-demand Treatment and Control of Bleeding Episodes

Type of bleeding Recommended dose | Additional information
IU/kg body weight

Minor and moderate 40 A single dose should be sufficient
For example: Uncomplicated joint bleeds, minor for minor and moderate bleeds.
muscular bleeds, mucosal or subcutaneous bleeds Additional doses of 40 IU/kg can

be given.
Major 80 Additional doses of 40 IU/kg can
For example: Intracranial, retroperitoneal, be given.
iliopsoas and neck bleeds, muscle bleeds with
compartment syndrome and bleeds associated with
a significant decrease in the hemoglobin level




Perioperative Management
REBINYN® dosing for perioperative management is provided in Table 2.

Table 2: Dosing for Perioperative Management

Type of surgical procedure Recommended dose | Additional information
1U/kg body weight

Minor 40 A single pre-operative dose should be

For example: Implanting pumps in sufficient. Additional doses can be

subcutaneous tissue, skin biopsies or simple given if needed.

dental procedures

Major 80 Pre-operative dose

For example: 40 As clinically needed for the

BOdy CaVity is entered, mesenchymal barrier perioperative management Ofbleeding,

is crossed, fascial plane is opened, organ is repeated doses of 40 TU/kg (in 1-3 day

removed, normal anatomy is operatively intervals) within the first week after

altered major surgery may be administered*.
Due to the long half-life of
REBINYN®, the frequency of dosing
in the post-surgical setting may be
extended to once weekly after the first
week until bleeding stops and healing
is achieved.

*See 12.3 Pharmacokinetics, Table 8
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4.1 Therapeutic indications
Treatment and prophylaxis of bleeding in patients with haemophilia B (congenital factor IX deficiency).

MIER O &

4.2 Posology and method of administration
Treatment should be under the supervision of a physician experienced in the treatment of haemophilia.
Treatment monitoring

Routine monitoring of factor IX activity levels for the purpose of dose adjustment is not necessary. In the clinical
trial programme, dose adjustment was not performed. Mean steady state factor IX trough levels > 15% were
observed for all age groups, see section 5.2 for details.

Due to the interference of polyethylene glycol (PEG) in the one-stage clotting assay with various aPTT reagents,
it is recommended to use a chromogenic assay (e.g. Rox Factor IX or Biophen) when monitoring is needed. If a
chromogenic assay is not available, it is recommended to use a one-stage clotting assay with an aPTT reagent
(e.g. Cephascreen) qualified for use with Refixia. For modified long-acting factor products, it is known that the
one-stage clotting assay results are highly dependent on the aPTT reagent and reference standard used. For
Refixia, some reagents will cause underestimation (30-50%), while most silica containing reagents will cause
severe overestimation of the factor IX activity (more than 400%). Therefore, silica based reagents should be
avoided. Use of a reference laboratory is recommended when a chromogenic assay or a qualified one-stage
clotting assay is not available locally.

Posology
The number of units of factor IX administered is expressed in International Units (IU), which are related to the

current WHO standard for factor IX products. Factor IX activity in plasma is expressed either as a percentage
(relative to normal human plasma) or in International Units (relative to an International Standard for factor IX in
plasma).




Prophylaxis
40 TU/kg body weight once weekly.

Adjustments of doses and administration intervals may be considered based on achieved FIX levels and
individual bleeding tendency. The trough levels achieved with the weekly 40 IU/kg dosing regimen are
summarised in section 5.2.

Patients on prophylaxis who forget a dose are advised to take their dose upon discovery and thereafter continue
with the usual once weekly dosing schedule. A double dose should be avoided.

On-demand treatment

Dose and duration of the substitution therapy depend on the location and severity of the bleeding, see Table 1 for
dosing guidance in bleeding episodes.

Table 1 Treatment of bleeding episodes with Refixia

Degree of haemorrhage Recommended dose Dosing recommendations
IU/kg of Refixia

Early haemarthrosis, muscle bleeding or 40 A single dose is recommended.

oral bleeding.

More extensive haemarthrosis, muscle
bleeding or haematoma.

Severe or life threatening haemorrhages. 80 Additional doses of 40 IU/kg can be
given.
Surgery

The dose level and dosing intervals for surgery depend on the procedure and local practice. General
recommendations are provided in Table 2.

Table 2 Treatment in surgery with Refixia

Type of surgical procedure Recommended dose | Dosing recommendations

IU/kg of body weight
Minor surgery including tooth extraction. |40 Additional doses can be given if needed.
Major surgery. 80 Pre-operative dose.

40 Consider two repeated doses of 40 IU/kg

(in 1-3 day intervals) within the first
week after surgery.

Due to the long half-life of Refixia, the
frequency of dosing in the post-surgical
period may be extended to once weekly
after the first week until bleeding stops
and healing is achieved.

Paediatric population

The dose recommendations in children are the same as for adults (for more details on paediatrics see sections 5.1
and 5.2).

Method of administration
Intravenous use.

Refixia is administered by intravenous bolus injection over several minutes after reconstitution of the powder for
injection with the histidine solvent. The rate of administration should be determined by the patient’s comfort level
up to a maximum injection rate of 4 ml/min.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

In case of self-administration or administration by caregiver appropriate training is needed.
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8.1 Pregnancy

Risk Summary

There are no data with REBINYN® use in pregnant women to determine whether there is a drug-associated
risk. Animal reproduction studies have not been conducted with REBINYN®, It is unknown whether
REBINYN® can cause fetal harm when administered to a pregnant woman or can affect fertility. In the U.S.
general population, the estimated background risk of major birth defect and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of REBINYN® in human milk, the effect on the breastfed
infant, and the effects on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for REBINYN® and any potential adverse effects on the
breastfed infant from REBINYN® or from the underlying maternal condition.
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4.6 Fertility, pregnancy and lactation

Animal reproduction studies have not been conducted with factor IX. Based on the rare occurrence of
haemophilia B in women, experience regarding the use of factor IX during pregnancy and breastfeeding is
not available. Therefore, factor IX should be used during pregnancy and lactation only if clearly indicated.
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8.4 Pediatric Use

Safety and efficacy of REBINYN® were evaluated in four clinical trials that included 43 PTPs and in one
clinical trial that included 50 pediatric PUPs [see Adverse Reactions (6) and Clinical Studies (14)]. Twelve of
these subjects were < 6 years of age; 13 subjects were 7 to 12 years of age; and 18 subjects were 13 to 17 years
of age. Pharmacokinetic parameters were evaluated for 28 of the pediatric PTPs who were treated with
REBINYN® 40 1U/kg [see Clinical Pharmacology (12.3)].

Body weight-adjusted clearance was observed to be higher for pediatric subjects than for adult subjects.
However, in the clinical trials, no dose adjustment was needed in pediatric subjects who received a fixed dose of
40 TU/kg every week for routine prophylaxis.

Juvenile Animal Toxicity Data
A juvenile animal neurotoxicity study was conducted to evaluate the potential neurotoxicity of REBINYN®

when intravenously administered 120-1200 [U/kg/twice weekly in immature male rats from 3 to 13 weeks of
age, followed by a 13-week treatment-free period. Accumulation of PEG was observed in the choroid plexus,
pituitary, circumventricular organs, and the cranial motor neurons. PEG levels in these tissues increased with
dose and dose duration (10 weeks) and remained detectable after the 13-week treatment-free period. Treatment-
related PEG-positive vacuolated macrophages were observed in the pituitary. The accumulation of PEG was not
associated with neurobehavioral changes, fertility, or functional effects.
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4.2 Posology and method of administration
Paediatric population

The dose recommendations in children are the same as for adults (for more details on paediatrics see sections 5.1
and 5.2).

4.8 Undesirable effects
Paediatric population

Frequency, type and severity of adverse reactions in children are expected to be similar as in adults.
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