202512 HGT (BBShR) H AREEHERS S 0 & 5 876343

EXRA V12— —L

H AR B SE A2 OIFEC# 2562018 (20194E TR IS HE#L L TIERK

EBFHREZBmMEREESEVIIEFREA
vyayg kayg 7ILT77 GEGFHEEEZ)

JIRITH sxm 250
JIRITH =xm 500
JIRITH=:m 1000
JIRITH sxm 1500
JIRITH sxm 2000
JIRIThe:m 3000

NovoEight® for i.v. Injections

# TS

&

CRZTES (W IVIE 1 T

A 0RE KD V) I ERESOM T L TS o L

INA TV (AHAERERAmML)
J ARTA FOEREM250 : UnshaT
JART A ROHEFS00 : Ynjyba’

T vy GEA TR Z) 250EBREALE A
V77 GBI Z) SOOEBREN & A

A AR A

B & B | /A=A FEIEML1000 : UerbaT s vy BEREBRX) 1000EEREALE A
JARTA NOEEL1500 : VesbaT s 77y GRS T Z) 1500 FE AL E A
J RIA RPEF2000 : Yushat s 77y GRS TRAML X)) 2000[E B EAL S A
JART A ROEETZ000 : YnsbaT s 77y GBS Z) 3000E BREALE A
_ i % it >ymaz baz 77y (Baffkz) JAN)
' V¥4 . Turoctocog Alfa (Genetical Recombination) (JAN)
HERFTERDBEAB | WERTGARFEHAR @ 20144F1H17H
EMEENREFEEAR B | BMEBMNEFEHAHE : 2014F4H17H
Bk % B 8 &£ A B | WEMWBAEH B 20144E5H12H
@A)

V ( : SERRFETT - R va — -
T A I PN BEARTEIE . VR VT 4 AT T —< et

IR INT 4 A Ty —<HRASH RS THERE
B v & b € B O] Tel0120-180363 (7 U—%A T L)
EEBAFRE T R — A~X—  URL https://www.novonordisk.co.jp/

ARIF 132025 4 9 AKGTOE TR XORHEICHKE S SET Lz,
T OEHIT, MATEIEN EIELEFHBER SO EIEMLEFRIRR -V THR L T X0,



EIAA VZE2—T7+—2FHOFS & OME  — A AmEeEEAAAS—
(2020 4 4 HEGT)

1. BEESA VI 1— T+ —LIEBORE

Eﬁ%@%&@%ﬁ%&%%%ﬁkbf R E ARG SCE (LT, RE) 355, EEBIE T
ERT - KA O ERIEEH S A 5 LB e IS O B FIE R 216 AT 2 B, IR eI
éht%ﬁ%%ﬁ?é%_ﬁﬁ&%ﬁ#MEE%A#%D\%iﬁ%®£%m%ﬁé%(MT\Mmf?\
DOIEROBINGERDPEEIC LV EREMRE L TE TS, ZOBICKLERFEREMEBEMICAT T H7-0ODHE
HURX ML LCTEREMLA X 2—T+—245 (LLF, IF &857) 2334 LT,

1988 4EIC A ARRe A2 (AT, AR 255 2 /NEB SN IF OB, IF efds, IF foss
EERTE L, 0% 1998 FIZ BB 3 /NERESM, 2008 4, 2013 FIZ HREEHRIEREE SN IF 72
HEHEOUGT 2T T T,

mﬁﬁ%ﬁzmMﬂ¢IFiHm EOBEFHT—X L LTRMET D2 ENFRIE -7, Zhick v, &
MXEOTEHRUFT NG > 12 HA ICWETORIMT — & 2180 L7Z IF Nl nciRfitans 2t o tz, I
B o IF 1%, E%mgﬁwm“ M (LN, PMDA) OEHHAEERBIEHRMRRE O —
(https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (Z C/ARR & Z"L'C W é HIRETIL, 2009 4 L 0 HERLO
IF ODIEREBFT ML LT (M2 B a—T7 4 —LBEES BL., a0 IF BIRASCE2HET
i EME ARG & L CHENER - BRETL T D

2019 FORMCEHEHEOLTIZE b, [1F FLHEE 2018) BNAR I, 4% [EHFHAERLORT
TERRMTEENCET 204 RT 4 ) ICB#ET 2 EH O, TOEFIMERE LT,

2. 1F&lE

IF 13 TH SCEEOBRAMTE L. B - BAEEOEREFEIC L > THWEBICLE R, EELOMR
BHERODOEHR, WHRHOT-DOER, FAAOTZDOEHR, EELHOBEEFEROODOEHR, FFEN
&%%77@twmr#%w%ﬁént“Am@@%®E£MMﬁikbf AR R A R E L.
SEFAT 2 0 72 8012 2 5% [ 3 o0 RS IR 52 T IRTE IS B0 D 3T VERL R ORI 2RI L WL 2228 RH &
ﬁﬁﬁw‘ bILD,

WCRLHT T BRI AR RE Lie IF Rldl oL L. — O FiIs 4 bk E AGR O FPH N O 5
ﬂﬁﬁéhé 7L, REEAEOBESICED S L OROFASE A SR - I - 3Rt~ & HIEE T
IF OFLEHFHE T 6720, S0z 5 L, BEKAEN ORI IF 1%, FIHEB O350 - Jkr - B
REAT2E LI, RERMZEZTDIHOEWVWIRBHMEEFOZ L&2FIHIELE LT D,

IF ORMLITETT —F AL U, SEAETORARIIVETIIRD,

)

3. I FORAIZHz-T

BB TF 1%, PMDA O =R EEBIERRREON—VIEBIGTBHEIN TN D

RUIRET TEEIGNA VX B a— T 4 — MEROFF & | ([ZE-C IF Z{ERk - #2869 2523, IF O A%
BEE 2, ERBIGICARE LT D IEES0 IF MBI FRE LEEOIF RS IC >V TSR3 0O MR S~ 1
HEa2—IZLVFIABEBORNEL2RESYE, IF OFAMZEDALENRSH S, -, RERSGET SN AHEH
FOEESICET A HIEICE L TIE, IF NHETEN D £ TOMIE, BEEAEMEMT AUETHAEZH LN
L7 XCES, D5 0IEEMMOERLIEREMLY — 251 L 0 AR B L8875 & L bic, IF oA
W27z > TL, BT DORMCES PMDA OER G EFEFERRBON— U CTHRT OILERND D,

7pB. HIEMEASLE RSN ﬁﬁéﬂfwéfvsmFWmJ%FMIﬁﬁéﬂJFMHF
Z T HESEIAREZIT TOWARWERNEENDIZERH D, ZORMYFWITIF++oFEETRET
»Hb,




4. FAICKELTOEBESR

IF # HEEBICBW TR T Z ENTERVERBERFE LUEA L W&, IFIZHBROE
AT, YRKER S ORNEIRFE UTIRGE I B MER - RIS EIRSE T 0 72 0 Ol
EECHD EOMBE ST, Rl - REUSITERS, EBEESRSONE, AR OZEEOMASIC M
T HEAEOILERACHIR RTINS A R4 v, BEpa—F - 47 - 75777 4 2AZ0HIKE—E
FREZTE 552520, REHRRMIIEI T A R T A o Tld, RARIELARIO A5 BT 5 Rt
ICONT, BEERMENEFRUEFEENSORDISCTTI ZEFELLZRNEENTEBY, MR %~ A1
VHAEa—RHLDOEGAERSICLD, FIHFEEONIF ONFEREIELIRELOTHDL Z L2 L
TEMNRFIUIR S0, BERGEN LB LN EROBZARNEZHEZRE L, TORBIMEE ks, EERHR
BRI B EIEH A 2MET 5 Z L I3EAROARE THY, IF 2R L CEFESEZFICMESL D LOICL
EQAY =S AN




H X

1. m%l:ﬁ‘a—élﬁﬁ ............................ 1
1. BAFEDIREE oo 1
2. WROBBPMREE i
3. BMAOWABHEE 1
4. BEGRCELTRAMTRSHE oo 2
5. RREHRURE - EALOHBEE - 2
6. RMP@*E&% ............................. 2
CRFRCREET AIEE e 3
1. lﬁﬁj'._.i% ................................... 3
D A 3
3. MERRULRMR 3
4 . ﬁ\;ﬁ&uﬁ\%% ......................... 3
5. BB (RBBE) GAE 3
6. BR%A. A4, BS. E5&5 - 3
MRS IETBER 4
1. %IE1B$W1‘¢§ ........................... 4
2. EHRAOREEHTFICEIPREM] - - 4
3. AWM ORDHEBE, TRE 4
BB BIEE e 5
1. ﬁ“ﬁ; ..................................... 5
2 iléﬁua)ﬁslﬂmz ............................... 6
3. ATABEOHERRUER o 6
4 j]ﬁﬁ ..................................... 6
5. BATBARMDHBFHM oo 6
6. BHOBEERTISETEIREM 7
7. ERERUBBRORES 8
8. H#IEDRALIL MBILLMELL) 8
9 l:?éa_ll:tllnri ................................... 8
10, /BB - AIdE .o 8
1. BIRRBBEESNEEME 9
12 %0)1@' ................................... 9
;‘ﬁ\:}ﬁ':ﬁﬁj’élﬁa ........................... 10
1. ;‘ﬂﬁ%x[i;‘ﬂ% ............................ 10
2. MREREHRICEES DR 10
3. m;‘f&um% ............................ 10
4. AEARUVAEICEEYT - 11
5. BEEREEEE o 11
. EMEIBCRT BB 18
1. EERPHICEEHDLEMXITLEWE - 18
2. %IE«EFE ................................ 18
. BT BIER 21
1. mq:;}%ga)ﬁ*z .......................... 21
2. EMRERMNTA—F 2
3. BER (KEaL—Yay) @iF 23
4 . wuy .................................... 23
5. fj\*ﬁ .................................... 23
6. 1—%%%:} .................................... 24
7. *;Fﬂi- .................................... 24
8. FIVAR—F—ICEASHE®R - 24
0. BHEITEBIRER oo 24
10. BEOBBERTHEE o 24
11 %0)1@' .................................. 24

WL ReH (ERLOEES) SETREE- - 25
1. BERBEZOEA - 25
2. BENBETOEE o 25
3. MEERIEHRICEES 2EBETOEH - 25
4. RERUABICHEET 238 EZO®EE - 2
5. BELEAMIBEZOEB - 25
6. HEOEELHTLBEICHET 228 26
7. HEER - 27
8. BIFERR - oo 28
9. BHRREMRICRIETHE 29
10 BEBRE - 29
M., BRALOZEE - e 30
12, FOMODER -~ 31

X. FEREREERICEIT ZIEE o 32
1. EEIBEERER .- 32
2. EMEERER - 39

X. BEWPECHETSER 34
1. FREIRS - 34
2. BIEART - 34
3. EBREECORE o 34
4. BURLDEDERE - 34
5. BERIFEM - v 34
6. Rl—FS "RBHHEE - - oo 34
7. ERSHEERR - 35
8. BERFGERBFEABRUVARES., EilEE

IHEAR. REBBERR 35
9. MEXIFHREM. FAERUVHAELEEME

DEABRUZDREE o 35
10. BRERR. BHEHRARFABRUZO

7 b 35
1, BEEIR] - - 35
12. BEMMEHIRCET HE®R - 35
13, BFEO— R 35
14, R EDEE 35

XI. j(f'ﬂ-k ..................................... 37
1. BIEXHEE- - 37
2. ZOMDBESRR 37

X1I. %}%ﬁ*} ................................. 38
1. EBAETORBRE - 38
2. BINIHITDIEREBER 4

XII. ﬁ%% ..................................... 43
1. B - RERIEICH L CERERHINT £ 1T 5 1=

Bz TOBEMR- oo 43
2. ZOUMDBIEEE 43



I

1.

2.

3.

. BIE[CET HRE

R DR

IR INT 4 AT ETF v A =— AL AZ =PI (CHO) MifacEASh, WETRETE b - BiHki-A A%
A U720l s TR x R E s VI K7 GFVID) WA chrYye s hays 77y (BB (B
VAR A MR (LA TARAND ] ZBA% LT,

MR 25 VI (K- (FVIID) (MRS EICSETH Y, FVIL K8 L7z AR A BF Tk mAR#EC /5, ey
ENS E D IEME L S TEER FVID (FVIa) X, (&P LRI ECisHRsE IX K7 (FIXa) OffiRT & LTEH
L. FVIIa/FIXa HAEKITE X BF (FX) #0EMRE X K+ (FXa) ICA#T 5, FXa (381 & &, Ymbhrr vz
eIz, MERELERERISND,

FVII X H8 (Al. A2 KU'B FAA ) WNT L (A3, C1 KUV C2 AL Y) B RDTZARET, B RAA U
908 DT X VLD A, AFNLFVII OB KA A b 21 AOT 2 7 BUSAZYE L-HEEE2 L, hrrEY
WL AIEMLEZ T T hORNEMED FVIIa & REROS THEEL 25 Z L1280, MEEFRT & L TORIEER %R
T Flo. AFNITW STV AE R T AT I EEE VAR (FVIIL 8A| & RO IR K ORI B RERY 72 FFiE
2RI D,

AFNOBRFE L, HESMIIBNT 2009 4 3 A S EERIMAN A BE ARG L L7258 THHEARRER (NN7008-3522 #5k)
MBS, FFE 4 A BARME GRS 15 DENSINT 2 EERMAR A BEZRE U EEEILE S T RR
(NN7008-3543 3BR) 23Bi4h S 417z,

WS CIERRIN S OUKENZ IV T, 2012 4 10 H 15 BIZARRHRE AT, KEICBWT 2013 410 H 15 BT, £,
BRINCIE 2013 4F 11 A 13 BICHAGR SN, RIETIEL, 2012 4F 12 AICARHRFE 21TV, 201441 A 17 B, Tl kg E 5
VI K7 KZ BB 5 HIEm oMl ) ozhEe - i3RI OREE S vz,

2015 42 10 A, —HETEHFEARAIUS L, BEPFETRAET DHEICBWT, ER TR LEZSGEIE. 12 » AN
FCHEHAT L ENARELE 2o T,

HAOREEHRE

o AANIHE TR TE NXIZEMWHRI-AEEEEH L B KA A BRI R 7 2 B i ke [E 55 VI (K1

BRTH D, (VL HEhHIICBI T HIEE 2. HEEHR 1) EREAL - ERBWAF OEBR)

FEBRITART 20nm 7 A X —ZH L TRV, UANVRRT 72 EORFEEDE N EAEELIZIRAT 2 U A7 2K

LTWs, (IVILZ2M (BHEOEES) ICBT2HE 6 MEOEREATHBHEICHT2ER () E TR

9.1.1m () ) »HESH)

o [FEEFFERICBNT, /AT A MNERE L LMl 8E s 214 51 (W 9 #l, sk 205 61) 17 41 (H
W2 B, S 15 B) (7.9%) 12 26 HHEORWERANGRD Hiviz, DX/ OITEFTEBACLEE 3 {4/3 il (R BUEF] =
1.4%) . JFE%SE RS- 4 143 6] (BBUEGIE 1.4%) K OFEN 2 12 il (BBUEHIZE 0.9%) Th-olo, KFBRE) EX
BEWERE LT, vav s, 7740 7F%— BEERR) BRbobhdZenbsd, (VILLZEM (R Lok

BS%) 1T 23 E SEWEH) 0mHEB)

8 SO RFF R
o KANITEAEORLD 6 FE (250, 500, 1000, 1500, 2000. 3000 EFLHL) OHFINDH 5,



4. BEFRICEALTRAMT RERE

BIEFRICEES 284, REHERHEET A FT7 A1 % ZA by, BRE

RMP

BIMO Y 227 f/MEEBN E L TER STV 5 B HF

B HEE A BT A >

2 B 2 ﬁl‘
ﬁf fﬁ 1? 1%’ ;?

PRIRIE b 0> B8 T S T X EBASFIEICBT 2 E 140RBRAAT L oovE

& OESH

5. RREFHRUFAE - A LOKIREE
() A&
B L7

(2)F@ - ERLOFIRER

LR

6. RMPOHE
EARRAN



I. 4%IcE83 5EH

1. 554

(M #4
J AR A NOFEH 250, /A=A MR 500, A=A FOFREM 1000, /A=A ROFREA 1500,
J AR A N 2000, /AT A MOEREM 3000

(2) %%
NovoEight® 250, NovoEight® 500, NovoEight® 1000, NovoEight® 1500, NovoEight®2000, NovoEight®3000

(3) B DHER
NovoEight : “Novo Nordisk £ B % L 7= factor eight #&|” X v Hi3k

2. —f&4
OFIENCES )
yarz vayg 77y GELH#Z) (JAN)

(2) 8 (@B
Turoctocog Alfa (Genetical Recombination) (JAN)
turoctocog alfa (INN)

@) AT L
B L7

3. EEXAXITREX
vyasz hasz FA7 oy idEmE R e S IgEEE S VI R38R TH 0, b MIKEERE S VI K10 1~750 FH
KN 1638~2332 FBH DT 2 /RIS TS, Yuay vals A7 72X 761 HOT 2 ) BEENS 725 H 1M O 684 #
DT I BERENG D L#H TR ISNDIEY V7B (rF&E K 1760000 ThHhD, Yar haZ TAL7yidFy
A == ANLRAZ—PRRAMIC LV EA SN D,

4. PFXRUASFE
5312 0 Cras0H11379N199902194S 68
S - 9 176,000

5. {28 (G4&) XIEFE
Human coagulation factor VIII-(1-750)-(1638-1648) —peptide compound with human coagulation factor VIIla light chain,

glycosylated (rINN)

6. EAA. 4. BE. L5ES
1BERE S FC 5 N8, NN7008. NNCO0155-0000-0004
rFVIII



. A®AS BT 5IEE

1. MRS

(1) 9448 - ik
A DI 5,

(2) Rt
% L7

() BB
DR L

WER (DER). BR. BER
U L

(5) BAE £ AR
gk L

(6) T ECIREL
U L

() Z DD E LTI
i EeR R L

2. AMESOEEEHTICETHRER

R A5 PRAFHIE RIFIERE ERP S
JIAl, HEIEAE B OILEE o Ji B 1 23 58
e g 0 . RN H oA, 1 HERICHEELZ Th -
R -20C+5C 4 R (ﬁaf%ii%V/%ﬁ o ST fo EVEE O B 75 28
Xit, RV=FLosL 74 %m\3ﬂﬁﬁ ﬁ%m%ﬁﬁbto
IIBEERN -40°C £5°C 4 JE A L— NUELR) k2L
E MR8 -80°C*=10°C 24 3 H i L

HEER PRI pH*, UMl LIEME, S8, ME. SoTAnE. T OMERmEx
AT AR T EM

3. AMED OHRRRE,. EEE
TR BRE
(1) SDS-PAGE
Q) Wiikra~ 7o 7 14—
EEE
Wik~ 797 4—




V. ®#¥lI-Bi3 21EH

1. #lfg
(1) Ffz DX R

SRR RS A O TR

() HFEDHER UK

2 H

JRTA RO

500

1000

1500

2000

3000

i

WA
Gt
)

-

v’ BRA (BERMS EWRMER) amL
[ TL24NESY 0T

BEALLIYERRTLE

AN AW AW AW aYaS
- :‘. : :11; "ID’ :—.l : ‘h.l" :cn :
7 Tt pan2d | It paadl | YTty Tt pan 1 | o pan2® | I an 308
| &< | ¢ e | S0 | =28
el el e R

-

PEIR - AT

AFNTBAS R L T2 A O~ BERAOM R UIR TH 5, AHNE

I

. RS L THOW D EHAITH

OETIERSS
B L

4) "H| DM
pH : 6.5~7.5

BBEEL : $92 (EFAERICT 5, AFREiR0REFE4 286mOsm & L CTHH)

(5) £ Dfts

TS A D2 25 1 ORFER 72 AR O A7 HE K O -

LR




2. BEIOHRK
M EDES CEERS) OE=RUHMA
1 A T vt

W J AR A NOEEH
250 500 1000 1500 2000 3000
% vyaykas Fr7y 250 500 1000 1500 2000 3000
% GERAZ T 2) E B AL ES] =R A ES 2R A ES]3=2RvA ES] =R A ES] =2k
77
L-exF v 6mg
FER b 12mg
w | AU Y A—1] 80 0.4mg
- bR [l NURVAVN 36mg
L-AFF =V 0.22mg
A e b s a AR 1.0mg
KER(LT R Y oL 1t 2
BTN 1
Q) EREZEDORE
MM ERR L
)&=
AL BRI L
3. FBRREROERRUVEE
1o
J ARz A FOFE
LI HE
250 s00 | 1000 | 1500 | 2000 3000
MR ) HASRE ) APRAHIR 4mL
VAR % DA HLE  (IU/mL) 62.5 125 | 250 | 315 | 500 750

WHERRIZ TV 7 4V RV Y vV Th D,

4. Hif

ROLEERIEICLVRDD L& Rz rT,

5. BAY HEREIMED H 5 KHMEY
(1) B3 TR p R A K

HEMEE A BE (HCP), HLFVIILE /7 v —F gk &

(2) B W B kA
BTl ARE, A A ~—, TOMMERWE




. BHOBFEERBTICETSRER

A -
W BAFEIE | AT RAFIIE R
o R e - K
WL MR A KT A e s AR IR LI B
z’%u‘(%f@ %ﬂ'ﬁ%’ﬁ JIEGLXTJ‘ Lfﬁﬂi(&)of‘\_o
HE R GATRIE 120 7 Teohr B g | CEEHTABUSATL) | —g@l (REHTARAL T
CtziEtE) g Lo /30> ) OBOBAFNE, FITH LT
TS =2 ¥ —L LT I e e o N
SOOW - b/in? L L CHE) TSRS BETH-EN, KITxT 5
D IR BT,
WETEE : SRR Ok, 7k, pH. Ml M. S8, B TrABRE. ZOMEENET
R A7 et A7 R RATTRE el
AN IE §/ 3 -
e BHER B A A
. e . . 1.
IR 75%5%RH 61 ) (a7 5 2B A T L) | 2 o0 M B 1 0 L1 O
JEE
ot
5C+3C P p T PRSI .
S 30 4 H (4 5 2B A T 1) ETOHEMKBATH- T,
F WA RER 30°C*+2°C ———— ETOHAPHFAKNTH > 72
75+5%RH 1244 mar . KOE R O OMIER S
fiiis j UPAN
S S B
BB E - SRR OVER . FIARERERT. A4 Boik. pH. Al MUE. &R, BATrARE. ZOMBRWE. Rk
TR
SR MR AT IR O 7 M

TEEH CEFHS TR S 2 58 O RAFRF D2 ENE
FEEACEFICTERT 252 HE L, REFREOLEMIT OV TLLUT O &M TRl 2 32 L 72,

Gl S SR DN oo g

RIS MR PRIFFZRE AR
5C+3°CAENT 18 » A 1R1E% EEE A ETOEANHBENTH 7208, KSEERO
30°C+2°C/75E5%RHAENT 12 » A (a7 AL TIV) | 2 OMEERYE I IMER CTh - 7=,
N 15 N < -8 MEL S
SC+ 3 CHENC 27 9 A AT i f;?;g;ﬁfﬁégé;é@§%%@2
40°CE2C/TSESURHAEETI # S | (EEH T AR s 70) | 77 s

HIETEH : AT R OMER, AR, K5,

Bk, pH. i, BUE, SR, @O TABRE. TOMBERWE. AR

G 5
ST AR
RER RIFESRAT PRAFHI ) RIFIERE il R
40°C+2C \
_ EEAG ETOHEABBENTHY | &
s +5% - .
IRV 75£%RH 6 7 Ji (H52H Y ) feidse oz,
H
5C+3C 2 5 H TEERA ETOHADPBBATHY | &
AT (TF7 2B Y oY) fbid7e oz,
FHIRAFRER °C+2°
s | ans EHES STOEABHBEATHY | %
‘&% (HF 2B Y ) AE Y
H

WEEHE : A REREBRE YL




7. ARERUVBHBREOREN.
PRATFSR1: 1A R RAFIEBE R
5C+3C 24 B[ mEALS L2TORBRERICBWWT, BN TH- -
(M7 7 AL T V) - X °
o g BER RAERER 4 BER 0 o BicE S+ 42 v A-E Db
+ &
nee2e 24 15T (EEHTAMWALTA) | RIS b,
BIEBE ok, pH, O, #E, S8, SO FmAAE., REMEHR 7 %
8. fhEFlEDEEEL (ME{LENEIL)
B -y
9. HHH
BN -y
10. &3F - A%
(MEAEIDELRZ - B, NENMEBRERS - AEICHT 5155k
HMEE R L
(2) %
JARTA ROEREH 250X 1 A TV (BRRS Y Y (4mL) 1 RERA)
J AR A FOFER 500X 1 XA T (BRI Y Y (4mL) 1 ETRAT)
VIR A RO 1000 X1 54 TV (EEfRIES Y > (4mL) 1 {ETRA)
J AR A RO 1500 X 1 XA TV (B ) Y (4mL) 1 EERAT)
VIR A RO 2000 X1 8 TV (BEfREIES Y Y (4mL) 1 {ETRA)
J AR A RO 3000X 1 31 T (IAfRES U Y (4mL) 1 {ERRD)
Q) FREE=
HMMEE R L
B RBEOHE
<JRIA F8%3EF 250, 500, 1000, 1500, 2000, 3000>
IRA TV HZ A
= Ak VA=R=0y 2y V=N

AF T ETXx T

TNI=OA, TTAF T

<HfHBERER>

P4

LRI o A B T A

TV — (HFLERX V)

TaETFIAN

U VKRR R

TaErFITA, R T—

REx—h, RN Furr

S NV

RHYFor L

Ny I ANy

R oLy




11.

12.

BRI SN B EME
R L

20t
AR L



ARICEY 5HE

1. FREXRITHR
1R EER 55 VIIL K- K2 838 2 3 1 2 i fg ) oo i

2. FEXEHRICEET AR
BRE I TV

3. AERUVHAE
() FAZERUVAEDREDR
AF 2 WA DERIRHG R TEIR L. 1~2mL/%y TIERICERIRPIC SR 9 5,
WHE. 1 [EAE kg 4720 10~30 EFRHEAL 2 B 59528, RIS U CEEEET %,
EFANCER G 256, %, KHE kg M7z 20~40 EFRHEA 2R AL, X3 20~50 EEREAZHE 3 BIHEG L, 12
AT O /NI U TR 1kg 72V 25~50 ERREN 2R H &5, X% 25~60 ERRHEA 28 3 Bk 575,

(2) RZERURAEDFRERE - B0
S A O MAIERE AT A K7 A4 o0, T 25 VII K- (FVIID 8AIIAA Tl 3mL/5y & #8 2 7o R
FEC, ORI 100 B3 % B2 720 E T o < WEIRNICE ST 5,1 Z BRI T 5
AR BER % 8 LAKI OB 5% 1~2mL/453 TOESHE THARMNICES LR, RS2 5 DA EFELIIEC 2o
Tol= O E Lz,
mmmﬁﬁﬁwﬁ EIHRROER, VA7 bay 77y (BEFHEIEZ) L RSOER PR R Oy EE
BRI, CARBNENY AT ha s TATy (BEFHEBLZ) O3 OORRE 3 HEREREE (NN7008-3543 3
ﬁ\mwm&wwﬁ%kioNNmm%%\mncﬁﬁ)%%&Ltﬁ%\%n%n_ SUWNTHE OF MR V22
R TH - 727, AFNIEMER LRI TV A7 va s 77y (@aHEz) &R CBROME
SFEEZLNDZ ENS, ABIORGEREIIVEARR FVIT &K L R0 @EHE, 1 AR kg 4720 10~30 EFEEHAT
PRI 508, ERICIE U CGEEHENT 5,1 2% E LT,
ERFRIEE AT o 72 3 DOEKREE (NN7008-3543 35k, NN7008-3545 355 L OV NN7008-3568 #li) o~7'm h=—
JZBWT, HE - kX TFVII 20~40 1U/kg % 2~3 HOMB TR 535, EFNC X - T, HICEEF TR 5ME
LS THMPEEREZECTMLENSH L] D, TIAW A B TlE—[ 25~401Ukg Z#IZ 3 BS54 5) D800 A K
TA VORI E I, HFEBEICBOCOERHAEWAEEE L BB L CRE Lz, BRRBROMSE. 2FIckT) 258
FLHIMERIE 4.89 BN - £ TH Y, ML THIIENRENTZ, ZHUEHIRES N TO 8B T2 FVIL AR5
LR THY, HILEBEEOBEICBIT H2HLRICHLE LKLY, ZAL0Z 15, 3 RO e ha—Lic
He U T TEHIRCHERET 284, W, KHE kg U720 20~40 ERHEAZBBERS. XiE 20~50 [EFREAL A 3 [
G, 12 @AM O/NLCx U CTIIARE kg 4720 25~50 ERREAZEE &S, L 25~60 EESHEALZHE 3 Bl 59
%.) EERELI,



4. AERUVREICEET IR

1 BERVRAEICEET 5FE
1 EBSEAL (IU) % VI K FIEMEEE A O M ImL T o055 VI K FIEMEICA Y 4%, MBERIT, (KHE lkg
W= 0 11U OF VI FFO#52 &0 MiEF VI K 5N 2 TUdL ER45 &0 5 REBRANL Y | DIF o
BRCESWTEHTE Z &,

VR EAL (IU) ={KE (kg) X5 VILA O HZEEAM (% XX 1U/dL) X0.5 (IU/kg/TU/dL)

HIIAER OFR IS U TR, BUTF ORI H VITKFEE (%X TU/AL) 2 FES 720 X9 (i
Fid 5, MEKUERGORBIZEROLDRNEOND L O Iilx DIEFIIIS U THES D Z &,

i &Y — R R OSRFIT I3 T 5 O TR

. WETR S VIIL R -
i OFE TR (%) B EOMIE (FH) : BN (7)
SRR O FERE (IU/dL)
Hhifin
B 20~40 12~24 W[4« SRS L, HILT Y — RANE
BAEI PN I, A A PN H I B+asE<T
I A E i oo B
HR AR 30~60 12~24 B4 - R AMEDEENEE TS £ T3~
X 0 LT L7 RIS PN H 4 BTN B
75 A P HE I S 4 e
A 60~100 8~24 Wi[f 1 : GRS T D E T
At e >3
SR Tl
/INFAfE 30~60 24 Befilfg  HELIS U CEET S E T
it & &t
KFAH 80~100 8~24 WMV L, & VINE T L~V 2 BB NG
(FIfRT~1it4) W9 B E CTHEFFT A, Bl kix 7 HfE, & VII K+
L UL % 30~60% (U/L) (ZHEFFT-5

(=)

AT, WU ARR OM 2 HEET 2 72 DICRE S,

B2 BT O FHRAUTMA A BT 2 FVITL A O HEFREICIAS VWL TEY . A RIA T bRSN
T VP, Fio, il Y — KRR OGRS 2 A RO FIEIZEONESGT (EMA) Ot b ik & O
fr R 2 IR R 55 VI (R84 0 core SmPC  (Summary of Product Characteristics) D5 A KZ A > (1999) |2 -3
W, Bk - HEoafENfEd & LTERESNZ, Hil=t Y — FEOARRIFICEE LT, AAIZEHT2 L E20H
BEREROIIELT5 2 &,

5. ERERRLE
MBEERT—2 /1y r—
WD | | FHE - B BB BT YA
BEREH Y
NN7008-3522 3B& | I | 501U/kg (H[E[#%5.) HEIILADE | B FADOZKIIDZ S HER
(E2iings)) FER M AN A R | AR A BB A5 L Lo, HyEhe Kk
23 il et eRil+ 25, Shumx, EEHL
Fl., EEH. & b~ORkwo#ks, B
[\, B HER




R | i - B BRI BT F A >
ARED Y
NN7008-3893 #8 | 1 |50 1U/kg (HiEIH5)? D R | EMERERE (2 0w F)
(AR FABE 4G | QT A BEEAEE LI, 205 o

vary hag 777 BEE L% O
YRR AT A, ZhEsk. HEEHRAR

NN7008-3600 ikt | 1
(REAM A

50 IU/kg (Hi[alf )2

Ff N 0D FERE R 1M AC
A B T B
HYERE 6 11

BAANGEREZXNRE LI-EYSEE
AARANMAIRABEENGE LIz, VR
7 hay TT 7 OERYENEE R

5. ZhEsk. FEEMHR. HEE SRR
NN7008-3543 7B | IO | HHifn4mi : 2R (7R | TEHRER
GEmE B 20~40 IUKkg @2 BiZ 1[0 | 2 &Te) : HEK | MAHABEEZGE L, HHEG
1% 20~50 TU/kg O 3 [8] | Ok A O BEIERM | X O IMERGRICK T2 Yy s ha s
5 R A BE 1504 | 7 v 7 7 ORI OE A BET
%, Zhask, ERILFE, 1R, EEHAER
H I B VR R B N AT B R | T 73R AT, TR OFHEIE o H
B IRBREAEERT OHIETC | 9 MoOMFEIROEEICBITFAYa s hal
X% TNT 7 DE MR e R R D
TR EE T,
SEEhRE SEhRE 3522 RBAZ 52T L7 BRE 2 X221,
50 IU/kg (H[E[H5) 22 f (3522 B | HmENREE 3~6 » HFEfEkoya s
HIMINHREHE 3~6 » Atk | ISMLIgERE) | b= 77 7 OEYEIRE & 7140 L

WZfT -7 (=77 L. PK
Tova UENCiE 4 B
Uxvi a7y MM A
F7z)

720

NN7008-3545 #5& | III
(FHm& D

I ENRE

50 IU/kg (H[EIH5)

W bR SR BRBR AT £ T
FER LTz FVID 85
50 IU/kg (H[EIH5)

HH AT

25~50 TU/kg ® 2 HIZ 1 [H]
X% 25~60 1U/kg D3 3 [a]
%5

H I B 76 9 K DN AR R TR
P IR TEE AT O HIEr
i)

AEF/NE (12 5%
) B A
5 A R 63 1

EhRE « 28 f

INRERER

NRIMANE A BEENRE Lz, Yay
ha s TNTy OREME, BHHERR
B AT 5. ZhEsk. FEEM.
Fxf HREER

NN7008-3568 k& | III
(FHm&E L

H e

20~50 TU/kg 2 2 1 [A]
1% 20~60 TU/kg DI 3 [H]
k5

H I R R 9 K O AT IR TR
W IRBRE AT ERT O FIEr
£

ARER (7R
EETe)

N BRI O
AN OEJER A
A B3 187 f1)

Fhfr v 75k
2 45

LS SRR

MANE A BEZxG & Uiz, Hifmsia
RO MEERICBIT S Ya s ha s
TN T 7 DR OF N E R
5. sk, EREIEE, FEEMm. FEMmE
Ak, 1 BE, fikpeatin

FifiEOY v s ha s TATrDOEE
PR OB ARG 5 7R s &t

a : 3600 FABR KON 3893 BABR TId, 3543 BBRO B 57 IRICHE » 7= I MElIAH D%, W& 5% OEYERE 27t L 7= ek, PK v

va rEnZid 4 BRI EDO D+ v a7 v MR EZ&RIT ),

b ATk CTH D7D, AT — XL 2011 11 A 21 HFEEO LD TH 5,

1U : EFEHAL, PK : @k




YA baY LI 7OBKRBERETOT S LIZE T 5BBREOR

NN7008-389373 5%

AREOHHEE s 3500
EFN;;);)S;?;;% NN7008-3543 345 NNT008-356834 5
- , " EERR Hkfoe ki
B RE ’A

\ 4
NN7008-360035x%
SR RE
HARNBE

NN7008-3545:K5k

(2) B PRER R ER
UNERZR L CGEYEIRRICOW TR, TVIL EERICET 23 | OEHZM)

(3) ARG ERHR
LB L

4) BEERYERBR
1) AR TR ER
O EMRREEREL O ESRICR T 22N R OF O
TRPWEIED & 2 ESER M AT A B (FVILIEMED 1%LLT) Zxtgel Uiz, @M FRRE R O ILRHRRRIC 381
LARBNOREVER OB LRI 5. ZhskItFE., FEKR. FEFRABRE 3 B (NN7008-3543 U5k,
NN7008-3545 7Bk, NN7008-3568 #kER) ki L7z,
Zhe 3 HBROIBIRIED & 5 HEMIM AR A BE (VI IEMER 1%LLF) 213 6 (£ v b B X —2FH LAy
12 Ll EOFFERORRABRED 150 B, 12 SR O/NRBED 63 ) [TBWTC, & VI KA e ¥ —0
FAEITRD b o Tz,
213 filH 158 /991 R HfLIz 3BT, AMEEHMIT/NEEE T <. BRBIIEEFREL A BE TEL o7,
Hi oo KERSy 1, EIEESEE IITEEOHM TH Y, Kb HMNE- ZEMiITEES Th - 72,
IEM IR 991 RO D 5 B, 838 i (84.6%) 25 RN UL THEZ. 11L4F (11.2%) 2 [RRLEFR). 17
(1.7%) 3R, 251 (2.5%) 2% TR#) TH Y., 898 (90.6%) X 1~2 [mIDOFE Cikif L7z,
H I 342 A 0D AL I 0D p Th 2R

HA I A SRR~ R
RA 717 84.4%
Ay 41 87.8%
i Al 70 85.7%
=i 5 60.0%
pioii 10 90.0%
eI i+ DA FB o7 19 78.9%
Eaolih 104 86.5%
A 25 80.0%
Gl 991 84.6%

TE) B RmANES [ T TARN) &S
e/ A A3k



i laR GESMFERE) (SR 2 EME OHEE M3 4.89 [ /A - £ TH Tz,

©®  FFICBT D AR 90
SREIANERE 11 6] GFE 1 IR O 10 i) 1B W T 1L HEoFRMn T RFM 10 R OVNFER 1),
RTCOFMICBOCIRMIEEIL 18 Xt TA% Thotz,

2) REMHER
O EHHERRE K O MR 3T D et R O P E D fgt 9%
M) AMERGEREROD) DESM

@ NRIMAR A BEIKT 224 VY009

NN7008-3522 35k, NN7008-3893 7k, NN7008-3600 illi, NN7008-3543 3Bk, NN7008-3545 ik, NN7008-
3568 FERD W > AT B FE TICHA Sav/c im0 8 G- O R ORI 512 B 1 2 H EFRBHE LT
SEGIER & R g Z L T CRMI L2 & 2 A 6 AR TIX 1931 B (61.3%) 54 7F, 625 11 % Tl
18/32 B (56.3%) 46 £, 12 %L E 18 A Tl 1924 511 (79.2%) 66 £, 18 3L L CI% 98/127 1] (77.2%)

BIHETH T, Flo, HBENUTY O 1 FRIOFEFERIERMEL (A - 8) (X, 6 A TIL3.53, 6%
5 1T 244, 125005 18 AN TiX 2.71. 18 5L LDAKAT 230 TH Y . 6 ARl OEH Tifth o4
B & Ll U CREBUEE R S 070, 6 Al OEM THOFIOERM L v &2 Mk S B EFELRIT,
ERERG (6 AR 16.1% (53161, 6wl Ll 1 3.3% (6/183 #i)). FEEL (6 Wik : 9.7% (3/31 ). 6%
Db 5.5% (10/183 #1)) . W& (6 mEAm : 9.7% (3/31 ), 6 sl l : 1.1% (2/183 #1)) K OWMLHK (6 Ak

W 9.7% 33161, 6mLLE :3.8% (7183 4)) Thotz, £ b X—OREUIT v b4 T HE TEDER
OHEHFECBWTHLRONT, et a7 7 A MBI ERA & DB TEWIZR N T2,

(5) B - FAERIRER
AR L

(6) SREERIEM
1 ERABERE (—RERBERE. BEERARGERE. EABBLERAT). HERFTET —IA—XHAE. HER
SERERABRONE
O Rt A
DU ™3 R e ORI 2 i S T,
FEEAE R (RAIEA)
B fii H FZHE T COARA O E W% 512 361F D LMK O BPE DR
e DR ) <EERBEINEZY A7 >
A X —RAg
cvavy, TFI7 4 7F—EET LV — S RBUE KIS
<TEBERIFIENY 27 >
ALY
<TEERAN R H>
IBRBEO I WEEIZBIT e
R GICB T D e
N RS ST Rk =1 i

AVEIZ BT 2 AT S RHI&R 5B 2630
ATk xR T
XREHE MmAH A (MEEEES VI K7 RZE) BF




FE i R R 26 -8 H~5Fn2 4 11 H
S 45 40 )

B R 2 4

EviyiGe 18 Jii %

IAESE I 40 JiE

Bl A RETE (LT, TARHMA)) ORMWERARBEIAIE. 5.1% @39 ) Tho, ¥BLE 2 flORTERICSWT,
1 BT SFEIE (2.6% (1739 #1)) . Mo R—EF 1 FHTIBVCREE FIE CRFERL26 23 A1), 55 VI K-
(BA G 25 B#) KOBHUE VI KFHuAEm RAIR G025 550 B#) & 2.6% (1/39 i) 23FBL LT,

e TORRKRRER (NN7008-3543 35, NN7008-3600 R DUFEMENT) DOEUWEHREREIEG 7.9% (17214 f) L[F
BETH-T,

LEVERFERED Y b, KAIOEERBESNZY 27 ICHEET2BIEHORILRLTITREO LBY Th-o 72,

FrEMHAREGRAE IS BT D RIEM - BGYER BLR DL
L AEVERRAT R GAE G EK 39
LA SR IR HE FEELE
FEHUEGIE FEHEIE%) FEHUEBIEC GEHEIE%)

HERFESNZY R

A b B —IgE 1 (2.6) 0
vavr, TFI74 7% —&E0T LLX— il 0 1 (2.6)
I

*1 : MedDRA PT (#&RPEM AR, FUEEVIIAF-HUARHIN, PUEEVIIR T-HUARETE, PUEIIRF-HiRRE. PuilkRE. PukRERTE, H
EEAEGE, B OHUERE. B PR, R REURS S, VIR 7 dl, PO 72679 5 AR A, MlbidE, b
B, PRGURRGE, FERFIBURRE) RO EFR T + — A TA e EX— L EMIPHE L5

*2 : MedDRA SMQ (75 7 4 I% > — s URIR), 7F 74 T7F%>—/TF 74 7% —Fa v 7RKE (&), MEFE (4
B . REOE (). EEAERIER (URE0)) ROEEFS T +— LS CGRBUE & ERISHE L F5

HERREFERIZOWNT, DRFROLWEEICRBIT 222 [T L T, 1 iz, & VILIK-IE, Fr VI
AP, T mES 1 ORIERDNREL L-, 1REENS 288 Tk, BWEREBIESED 3.0% (1/33 #1),
TEREIEN 72 VB TIE 20.0% (1/5 ) Thotz, (ZRMEMATIEUERIE 39 Flo 9 B 1 FHKTAEE R X IXARFHEL
Thol=, )

RGBT 222t [TBL T, 1 fllcisWTHRERME 2 4 BIChiE VI RFFudEm 1 HFoRIEH35EL
L7z, #&58E20 1 FHET EHEE) ORIWERRBEREIEIL S 1% (239 #) . HE5L | LU 2 F 0 (BRI
5) ETORWEHRBEIGIT3.7% (127 #) T, EHEGIZL DEIEHAORBBEOEINIRD bt holz,
UNRIZEBIT DM 1ZOWT, 12 eRmO/NUCB T 2RIERIZ, B3E 1 F15 55 VI R, s mE,
P VI A PRSI, & 16.7% (1/6 B) 2S%E L. 12 mMU L CTORWERARHREIAIL3.0% (1/336)) Tholz,
Pk, FEERARERICOWVTHEER & 2PN OEMAOLEMEE R LR, FREOMEITZRWESZ X5,

@  BERTE R R ARER
LU R4 SGE IR T2 B AR B 3 Tt < 7,
MAE A BFZFRE Uiz, HilnoMi ONIBRIZ 1T 2 AR O OH MEORET (NW7008-3568™)
EL) FER B K O 72 IS I RHR IR 2 32 % /88 o 73R - BRI A A BH %
*g& Uiz, Wil ol (i mEia RO gpERE O Z) W ONIIHRICEBIT DA A7 O
LS O EZ BRETT 5.




FHTY 7B EERMAR A BEEZHRE Uiz, FHd o Hm oMk & ORI
B 2 A BN OHINE R V2O

e e DR ] ML
HWECBE T 2 Mt FEHIR SR 2 T
RERT A v ERRELFE, BB, FER. FEERLERRR
KR BE FERER M AN A B
FE N SRR 21 A 10 A ~FRK 28 46 A
Ak - A&
ey PN s P b FVITT §& ™
(TU/kg)
HH 1 oD 1l 20~50 2 HiZ 1A k7 Z{=0.0110/mL
ST AR AR
HH i oD 1l 20~60 i 3 (A k7 Z{f=0.0110/mL
SR HA PR AR
HAIL D T5 20~200* BRI AT =il 04 e [ = = 0. 501U/mL
Ky dhhe 50+5 Hilm] ML
Fifi1 BB 20~200* SRR T T Rl 0 ] e kT 78X FVITT &
>0.510/mL
Fiif2~7HE | 20~200* AR EATLEAT O | #Exh b b7 7
FVITT y&%: 0.5 TU/mL
TFifis BHE~ | 20~200" RS EEMOHE | FEIHIRDO T A FZ
B8 D ek A A
TU : EFRHEAL, FVITT : M@ 45 VITT K+
B #1728 A
T EREBIEL BRI 4 0 187 5 (9 B AAN 5 B
P H - FEEME E
> FVII A > b X — (0.6 Xt AZHAL (BU) mL LLE) OREMHE
- A VEETmIE B
> FEFRRKOEE LG EFRORBIHE
- HRMEETmIE
> sl R E T OFER i (SR O #ERE O &)
> HMIGREFOARF O ILMBE (R, LRLBFR. AR XILER)
> 1 =¥ Y — Rz 0 IS BhE 2R O 5[5k
> HIMGERFICE T D2 ARA ORI OF 1B HIE 2 ha—v§ 25 F TORR
> KR OIMEREOFHE (TUKg/H LT — R)
> NGRS BT 2 ARF O FZEHEOFEM  (HmIHEE O ERE D7)
B 5 FEBIEL 213 4 (AARNFEFIEK : 5 617)

LA ERRAT T GAE (I

213 B (HARNGEBIEL - 5 617)

A IVERRAT R SAE 1 E

213 1 (AANAEGIE = 5 f517)

(FES)

*1 o ARRBT, EERLFE P MAREB (NN7008-3543 3BR) . [E PR Eh e B
(NN7008-3600 #5%) “DikBR% 165k & U CHHAA L7=ns, RSN AGR 2 BUSik,
FUTEIR T B IRARBR I REAT LT,

*2 L MRBRAE AN 1 NS T BRI, TS DIBEEOFD 1 DRt T 5,




*3: AR FVILIEE 7 78, FHih ORGEAOSA L FVIL G & 0% 4
B 2B % i O RGE L OB EFIC SV TIT 5,

*4 1 1 H OB EEIT 200IUkg ZB 2R\ L LT 5,

*5 0 AANER] 5 B2V T, 3 Bk NN7008-3543 #BR 52 T 1412 NN7008-3600 5Bk
~BAT% . ARRBRO TEARERICSIN, 520 2 $il1X NN7008-3543 35k H> & AZRER D
FEARREBRICSI LT,

RGAR T EIIRRER (LT, TARRER)) ORIEMRHEISIL3.8% BR134]) THv ., 2FLI R L-GITEMIX. M
HilEE 0.9% (2213 41) Tholz, KRR E TCORRBEOBIEARBEIAS 1.1% Q187#]) L REERBRD o1,
B, ARRICBWTHAADRWERREBRIZ 2 hotz, -, AAIOBEBELREE SN Y 2 7 (ZBET 5 IEMR 0%
Bt 7ehro7-,

DERBEMELTERBETENARRIIREL-RE - HBROBE
FE LR

(M) £ Dt
%L




VI. EXEE(CEHJI SIEH

1. EBEPNCEEHSLEMXITLEDE
LR EE 25 VI &+
NYFT hals TAT7y GEEFHEILZ)
F7 valy TA7y (BT )

2. ZEBEER

(M ERASREL - {ERKEF
MR 2 VI (K- (FVID) (XIMEEEICSETH Y, FVIL K8 LzImAR A BF Tk BAR#ETH B, fayv
ENS E DIEME L S TEES FVID (FVIa) &, &ML RIS B CisHREE IX K7 (FIXa) OffiRT & LTEH
L. FVIIa/FIXa HEKITE X ®1 FX) ZIEMHEE X ®1 (FXa) ICEMT 5, Bl&ks, Yebherbvridz by
AR L, BRE R AR R D,
FVII 1T H8 (Al. A2 KU'B FAA ) WNT L (A3, C1 KUV C2 AL Y) B RDTZARE T, B RAA U
908 DT X JEENLRDH, AFNLFVIL OB RAA LG 21 HOT 2 BUNEEIR LE#EEZ B, harEvic
X BEM b EZ 72 FOWNRMED FVIIa & RO FEL 25 2 Lic kv, mgEEEIK 1 & L CoOEBERZ2xRT,

FVII JINRIA ke
S ”

L3 L2
1680 1680

MavEes N AVila o raveviess

SEE EEL
N N - .
IBRAAY
A3/C1/C2 HEE]
FVIII (#gsE & 5L

(2) EshE#EM 1T B AERARIE
1) MAJR A~ AT B IEmZEhE
MARA~w A (FVIL /v 2777 b : FVII-KO) O HIE T VK OBEEET T /UIZB W TR RO i,

O RHMmET /CBIT DIk (=7 2)0
FVII-KO W A (MERES 4 IE/BE) K ONER C57BLA6 ~ 7 % (MERESR 4 T/ FE) % 1%~32 b Sv B 2 — LfigeE
W EIZ LV BEE L. FVILI-KO~ 7 AD8HEIZH L, AAXIINY A2 harz 77y (CUF. TREHFVIL)
EENEIL, 5, 20 LTA200 U/Kkg #%5-L7=, S 512, FVII-KO =7 A KT CS5TBL/I6 = 7 AD4 1 FECk L, &
FIR O A %5 Lz,
WP 5% 5 43R SENE 4mm OERAL 2 BT U i S 87-% ., RS osREAe K 37°C, 14mL) ([CRHERE
U HH i PR R ORI B % 30 43 FEAE L7z
ZORER, FVII-KO ~ U A OB 550 il RERF & OV L &%, 1E% 72 C57BL ~ U AREICLblEE LCA E 228
Zon LTz, AR OEER rFVIIL @ 200 1U/kg %512 £ 0 . FVII-KO ~ 7 A O H iR ] 2 O i & X TEF L~r &
7¢ o7z (FVII-KO v 7 2 D% HREE & Hlg LT, p<0.05),



) * ok % @) ® / RIA FEDso=24U/kg r>=0.71
2000 - *ok ok W/ RTA® DFEHBe 20004 @ éEﬁ!rFVIII ED50=44U/kg r’=0.68
_ W2REAFVIIER CFVIIKOXERRE
1500 - 1500 -
H H
% 1000 - % 1000 -
A i p=021
500 - 500 -
Z $
0 0 T T T T T
11U/kg 51U/kg  201U/kg 200 1U/kg HIEHE 0.1 10 1000 (1IU/kg)
@5 §5 BEE Kruskal-Wallist&E
b. = *k
(Hb nmol) * (Hbnmol) ® / RIA hEDs0=33U/kg
6000 —* BRI 6000 - ® £REUFVIIEDso=33U/kg
IéEE;rFVIII!%ﬁ‘J
ZNa: gt
CIrFVIll KO B¢
4000+ 4000 -
H H 1
2000+ 2000 - -
% p=0.99
0 T T T T T
11U/kg  5IU/kg  201U/kg 200 IU/kg ﬂ% HE 0.1 10 1000 (IU/kg)
§ @5 rE= Dunn®post-hociiE

EATERE (n=8/&F)
*1p<005 **:p<001 ***:p<0.00]

FVITI-KO =5 R ICH T 2 HMEFE R CHMEICET 2 AERGE () RUS T EA FHE (F)

@ BEEfHREGTET A MCB T BIRML (=7 R)W

FVIII-KO ~ 7 A (MR 12 ) (&K (200 TU/Kg) . 2RAL r FVIIT (200 TU/kg) XIASHIF VL% BIET H M #7
F 5 RN RENRD S RN S L, 3B 0 B OBBEKHIRINIE 5% 5 /21C, BB T T 30G O $ % Bl
R L, HfZas L, B 1 A L3 A BICEHIEES 6 Lo~ T ARSI T,

HIM B X LRI O BRI, BREAHOBEREZRE Lz, 2O, 3Bk 3 HO FVII-KO ~ 7 ADREHiOE
£ (mean=SD) X, AREEKRIIARE (haemophilic control) TiE 1.23£0.94 mm THo7=DITHK L, ARANH 51 & V4
ER r FVIT # 58T, #NFH 03240.39 mm (p<0.01) M 000.25+0.39 mm (p<0.001) & . AEIT/NED o7,
AFNBE G L OVEER r FVIT £ 5 BERICE B2 T A DR ho T,

(mm) =8 /;RIA F200IU/kg
3 o—e 2EAIFI200IU/kg
B 0=0 FEREREE
B2
& I l TIHEHRERE (n=12/RsD
o) 1 LI [T n= &
g
1t
-1 : :
0 1 3 G)
RE5H%DBERT

AERUVLRE r VI 52 OBEHEOEL

Flo, LHFCALERHT A B O MBI A4 BAMEE T CTBlEE L. MPISITFE%E L7z iM% Valentino @ Visual bleeding score
(VBS) 2k rarfkli,



ZOfER, FVII-KO ¥ 7 Z? VBS (mean*SD) |, WHEETIL2.0411.30 TH72DITH L, AR EHK
O ERE PV # 58T, Z1%410.5820.93 (p<0.001) KTV 0.50+1.06 (p<0.001) &, AEIEN-7,

Valentino @ Visual bleeding score (VBS)'?

=y ESIEE S RAEZE N o iR 0 A 1
0 Rz 7 L Ftokn
1 i 72 L Lok
2 AR & 0 Bk L B D
3 N & 0 Bk d v Lok

2) MAHH A A XITHT D EMEEEFM LR kY ReT A 7T 7 0 OFHEY?
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S A Novoeight® is available as a lyophilized powder in single-dose vials of 250, 500, 1000, 1500, 2000 and 3000
g international units.

1. INDICATIONS AND USAGE

Novoeight®, Antihemophilic Factor (Recombinant), is a human antihemophilic factor (human blood coagulation
factor VIII (FVIII)) indicated for use in adults and children with hemophilia A for:

- On-demand treatment and control of bleeding episodes
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- Perioperative management

- Routine prophylaxis to reduce the frequency of bleeding episodes
Novoeight® is not indicated for the treatment of von Willebrand
disease.

2. DOSAGE AND ADMINISTRATION
For intravenous injection after reconstitution only.
2.1 Dose
- Dosage and duration of treatment depend on the severity of the factor VIII deficiency, on 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 of Novoeight® contains the labeled amount of recombinant factor VIII in international units (IU).
One IU of factor VIII activity corresponds to the quantity of factor VIII in one milliliter of normal human
plasma. The calculation of the required dosage of factor VIII is based on the empirical finding that one
IU of factor VIII per kg body weight raises the plasma factor VIII activity by two IU/dL. This relationship
causes a factor of 0.5 to be present in the dose calculation formula shown below.
- The required dosage can be determined using the following formula:
Dosage (IU) = Body Weight (kg) x Desired Factor
VIII Increase (IU/dL or % normal) x 0.5
The final dose calculated is expressed as IU.

- Base the dose and frequency of Novoeight® on the individual clinical response. Patients may vary in their
pharmacokinetic and clinical responses [See Clinical Pharmacology (12.3)].

On-demand Treatment and Control of Bleeding Episodes

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

Dose to maintain a plasma factor VIII activity level at or above the plasma levels (in % of normal or in IU/dL)

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

Type of Bleeding Episodes Factor VIII Level Frequency of Duration of Therapy (days)
Required (IU/dL Doses (hours)
or % of normal)

Minor Early hemarthrosis, minor 20-40 12-24 At least 1 day until bleeding resolution
muscle or oral bleeding is achieved

Moderate Muscle bleeding, bleeding 30-60 12-24 Until pain and acute disability are

into the oral cavity or mild head resolved (approximately 3-4 days)
trauma

Major Life or limb threatening 60-100 8-24 Until resolution of bleed (approximately
hemorrhage, Gastrointestinal 7-10 days)

bleeding, intracranial, intra-abdominal
or intrathoracic bleeding, fractures
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Perioperative Management

A guide for dosing Novoeight® during surgery (perioperative management) is provided in Table 2.

Consider maintaining a plasma factor VIII activity level at or above the plasma levels (in % of normal or in [U/dL)
outlined in Table 2.

Table 2: Dosing for Perioperative Management

Type of Surgery Factor VIII Level Frequency of Doses | Duration of Therapy
Required (IU/dL or % | (hours) (days)
of normal)
Minor 30-60 24 At least 1 day until
Including tooth extraction healing is achieved
Major 80-100 8-24 Until adequate wound
Intracranial, intra-abdominal, (pre-and post- healing, then continue
intrathoracic, or joint operative) therapy for at least
replacement surgery 7 days to maintain a
factor VIII activity of
30% to 60% (IU/dL)

Routine Prophylaxis

A guide for dosing Novoeight® for routine prophylaxis is included below in Table 3.
Table 3: Dosing for Routine Prophylaxis

Patient Population Factor VIII Dose Required (IU/kg) Frequency of Doses
Adults and adolescents | 20-50 3 times weekly
(= 12 years) 20-40 Every other day
. 25-60 3 times weekly
Children (<12 years)
25-50 Every other day
BN DA E (SPC) (2021 45 F)
St4 Novo Nordisk A/S FIAE | 2014 4F
. Powder and solvent for solution for injection
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4.1 Therapeutic indications
Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIII deficiency).
NovoEight can be used for all age groups.
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4.2 Posology and method of administration
Treatment should be under the supervision of a doctor experienced in the treatment of haemophilia.

Treatment monitoring

During the course of treatment, appropriate determination of factor VIII levels is advised to guide the dose to be
administered and the frequency of repeated injections. Individual patients may vary in their response to factor VIII,
demonstrating different half-lives and recoveries. Dose based on bodyweight may require adjustment in underweight

or overweight patients. In a single dose pharmacokinetic study in adult patients the maximum exposure (Cmax) and
the total exposure (AUC) increased with increasing body mass index (BMI) indicating that dose adjustments may
be required. An increase in dose may be required for underweight patients (BMI <18.5 kg/m2) and a decrease in
dose may be required for obese patients (BMI >30 kg/m2), but there is insufficient data to recommend specific dose
adjustments, see section 5.2.

In the case of major surgical interventions in particular, precise monitoring of the substitution therapy by means of
coagulation analysis (plasma factor VIII activity) is indispensable.

When using an in vitro thromboplastin time (aPTT)-based one stage clotting assay for determining factor VIII
activity in patients’ blood samples, plasma factor VIII activity results can be significantly affected by both the type
of aPTT reagent and the reference standard used in the assay. Also there can be significant discrepancies between
assay results obtained by aPTT-based one stage clotting assay and the chromogenic assay according to Ph. Eur. This
is of importance particularly when changing the laboratory and/or reagents used in the assay.




Posology
The dose and duration of the substitution therapy depend on the severity of the factor VIII deficiency, on the location

and extent of the bleeding and the patient’s clinical condition.
The number of units of factor VIII administered is expressed in International Units (IU), which are related to the
current WHO standard for factor VIII products. The activity of factor VIII in plasma is expressed either as
percentage (relative to normal level human plasma) or in International Units (relative to an International Standard
for factor VIII in plasma).
One International Unit (IU) of factor VIII activity is equivalent to that quantity of factor VIII in one ml normal
human plasma.
On-demand treatment
The calculation of the required dose of factor VIII is based on the empirical finding that 1 International Unit (IU)
factor VIII per kg body weight raises the plasma factor VIII activity by 2 IU/dl. The required dose is determined
using the following formula:

Required units = body weight (kg) x desired factor VIII rise (%) (IU/d]) x 0.5 (IU/kg per [U/dl).

Mk - &

The amount to be administered and the frequency of administration should always be oriented to the clinical
effectiveness in the individual case.

In the case of the following haemorrhagic events, the factor VIII activity should not fall below the given plasma
activity level (in % of normal or IU/dl) in the corresponding period. The following table can be used to guide dosing
in bleeding episodes and surgery:

Table 1 Guide for dosing in bleeding episodes and surgery

Degree of haemorrhage / FVIII level required (%) Frequency of doses (hours) / Duration of therapy

Type of surgical procedure (IU/dl) (days)

Haemorrhage

Early haemarthrosis, muscle 20-40 Repeat every 12 to 24 hours, at least 1 day, until

bleeding or oral bleeding the bleeding episode as indicated by pain is
resolved or healing achieved

More extensive haemarthrosis, 30-60 Repeat infusion every 12-24 hours for 3-4 days

muscle bleeding or haematoma or more until pain and acute disability are
resolved

Life threatening haemorrhages 60-100 Repeat infusion every 8 to 24 hours until threat
is resolved

Surgery

Minor surgery including tooth 30-60 Every 24 hours, at least 1 day,until healing is

extraction achieved

Major surgery 80-100 Repeat infusion every 8-24 hours until

(pre- and postoperative) adequate wound healing, then therapy for at
least another 7 days to maintain a factor VIII
activity of 30% to 60% (IU/dl)
Prophylaxis

For long term prophylaxis against bleeding in patients with severe haemophilia A. The usual recommended doses
are 2040 IU of factor VIII per kg body weight every second day or 20-50 IU of factor VIII per kg body weight 3
times weekly. In adults and adolesents (>12 years) a less frequent regimen (40-60 1U/kg every third day or twice
weekly) may be applicable. In some cases, especially in younger patients, shorter dosage intervals or higher doses
may be necessary.

Surgery
There is limited experience of surgery in paediatric patients.

Elderly

There is no experience in patients >65 years.

Paediatric population

For long term prophylaxis against bleeding in patients below the age of 12, doses of 25-50 IU of factor VIII per kg
body weight every second day or 25-60 IU of factor VIII per kg body weight 3 times weekly are recommended.

For paediatric patients above the age of 12 the dose recommendations are the same as for adults.




Method of administration

Intravenous use.

The recommended infusion rate for NovoEight is 1-2 ml/min. The rate should be determined by the patient’s comfort level.
For instructions on reconstitution of the medicinal product before administration, see section 6.6.
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8.1 Pregnancy

Risk Summary

As hemophilia mainly affects males, there are no adequate and well-controlled studies using Novoeight® in
pregnant women to determine whether there is a drug-associated risk. Animal reproduction studies have not
been conducted with Novoeight®.

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. There is no reliable data on the
incidences specific to the hemophilia A population.

8.2 Lactation

Risk Summary

There is no information regarding the presence of Novoeight® 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 Novoeight® and any potential adverse effects on the
breastfed infant from Novoeight® or from the underlying maternal condition.
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4.6 Fertility, pregnancy and lactation

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

Children have shorter half-life and lower recovery of factor VIII than adults. Because clearance (based on per
kg body weight) has been demonstrated to be higher in the pediatric population, higher or more

frequent dosing based on body weight may be needed. /See Clinical Pharmacology (12.3)]

Safety and efficacy studies have been performed in 146 pediatric patients <18 years of age. Ninety (including
all 59 PUPs) of these subjects (62%) were <6 years of age, 32 (22%) were 6 to <12 years of age, and 24
(16%) were adolescents (12 to <18 years of age).

Subjects during routine prophylaxis and treatment of bleeds received Novoeight® at the dose levels described
in Tables 1 and 3. A total of 1290 bleeds in 127 subjects were treated with Novoeight®. The majority of the
bleeds 1162 (90%) were of mild/moderate severity. Of these 1290 bleeds, 1140 (88%) were rated excellent
or good in their response to treatment with Novoeight® and in 17 (1%) the response to treatment was
unknown. A total of 1100 (85%) of the bleeds were resolved with one or two injections of Novoeight®.
Routine prophylactic treatment has been shown to reduce joint bleeding./See Clinical Studies (14)]
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4.2 Posology and method of administration

Posology

Paediatric population

For long term prophylaxis against bleeding in patients below the age of 12, doses of 25-50 IU of factor VIII
per kg body weight every second day or 25-60 IU of factor VIII per kg body weight 3 times weekly are
recommended. For paediatric patients above the age of 12 the dose recommendations are the same as for
adults.

4.4 Special warnings and precautions for use

Paediatric population

The listed warnings and precautions apply both to adults and children.
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