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area under the concentration-time curve (J& % — FRERHER dhAR T iffE)

area under the plasma activity/concentration-time curve from zero to X days (IRffi 0
OGS X B OMAERTENE, /5 — KR th AR T w )

Biologics Licensing Application (445K AGE 75

Committee for Medicinal Products for Human Use (BRI E3E5 )T & b HEZE
B®)

European Medicines Agency (FRJNE 35T

Food and Drug Administration (CK[E& %35 /)

coagulation factor XIIT (1L & 55 XIII K1)

Activated coagulation factor XIIT (V&MY i & & & 55 X111 K1)

international units ([E FE A7)

Marketing Authorisation Application (ERINIZIS1T B WRFEAGR )
Pharmaceutical and Medical Device Agency (1% 3 5 [ FERE SRR A1)
recombinant human coagulation factor XIIT (GE{z=1-RH#2 % Mg %E[E 55 X1 [K+-)
non-proteolytically activated rFXIII (FEFE A 73 fE TS PER (FXIID)

HMBEGEFT Avecia f1 TGS S U7 JRIE A H 7 B

SR VT A #CHGE ST RS A T B

HRRFRBR OB 513, LU D & 9 IZKRBRD 4 HiDE A DOF 52 W TRRT D,

R 5 | RBpg DFET
T PR

F13-1661 (UKHV-1) 1661 F5R
F13-1662 (112C01.0) 1662 7X5R
NN1841-3788 3788
NN1810-3733 3733 ik
SE KM FXIL R ZJE B

F13-1663 (CD1.3) 1663 55
F13CD-1725 1725 ik
F13CD-3720 (F13CD-1725 DL RER « BAEF ) 3720 iRk
F13CD-3760 3760 Rk
F13CD-3835 (F13CD-3720 DiEE#RER « BAEF i) 3835 ik
NN1841-3868 (HL{EIfiE 1) 3868 kR
MBI BT T R

F13CARD-1660 1660 Bk
NN1810-3540 3540 Rk
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151 ERRUERORE
1.5.1.1 AXREMBEEESE X BFRZEDER

He RNME MR 55 XTI A+ (FXI) RZHAEIX, FXIMORZIZE > TRV, Az gt s
LSRR D, WHAEREEOR DR IMEB TH D, AWFITBLE 200 FAHL7TD 1 ANE
HEE SN TWAY, JERME FXIT RZIE & BB STV 5 B IZEIR T 1,126 ALHEESN TV BY,
HARTIE, PRk 25 5 Ok R E2EFHEIC LD &L 674 (BIE334. &ME344) OERME
FXUIRZ « KT/ BEERENEREINTNDY, —F, MERARAMIEIC X 2 Pk 25 FE oA
TIE, JeRVED FXIN K Z « BEIERERIL 524 L HE STV 5,

FERMEFXII RZIEICIE, RZLTWAH YT a=y MZLD, AV T 2=y NRZIELE BT 2=y
NRZIED 2 OORBMN B 5, JoRME FXIT R ZIEBZ DOREZE (95%) 1%, BERTEEEZ AT 25 A Y
Tazy hra— RT3 TARICERNT 2L 5 FBEFOMITICE Y . FXITKZIEXE D) TR
BB REEREETH D Z EARENTNDS, KYDEFNIEEOBE T RELAT 50, B 1A
BOREEVEIC X0, Mo 8% —2 HMAE ) OFEE B I TER] = &S 72 5%, FXI 23 IEH 22 A0
FXIEMEITIEA < . 38 1% 50~220%2ThHhHDIcxf L, SR FXIIA # 7 2= v FRZFEREDOK
ZHCIE, FXULIEMET 1%ARTH CTh 5, FXUTEMEIL 3~10% FREE TIRTLTH, 1FEACDEET
AR mHl Sh b B2 5TV AEER 0 X0 @ EXINEED S 5126 B b HifL 23
FZDZEHMESN TS A FXIIEMED 5~30%H T A ABIMEZIH T 501+ Th b L E
25, FXUITEMED 1% 2B 2 5 BEREEOHD M SHE#ES N TV EEZLNTND S,
FXIII R Z JiE CIIEER 2 BEER AR RIZER TH Y . ZWrO 7= oITI3HE 4 ORKE % & DRepk72 FXIT
TEHERE 2 £ 20BN H D VP, ZORDIE L BN R S TWRVIEFIA H 5 AL H Y |
KB FXUI R ZIEZ AT 5 BERIBEHESN TV LV bENEEZ LR TS B,

SERME FXIL R ZIEA AT 2RIV TR, BRI A — AN A DN DR TH D
T L ORERNT AL RN A 21T C FXIT O FERRENBA S5, FXII R ZREBE D% 1
BEEOHMAR AL Z 3, RIS, Az aliettEod 2EEN I Z @S OEE CRIET 5, KIA
PEDBHZE DK 30%NHENHIIMAZRIT S L OWMENH D "2, Z OB ITR b BEIER O M ANRBE
L X A 73 ® von Willebrand J73 % & T oo S KM H ML f (2 38 1) 2 BHZE N MM OB LV &y, BEEWN
LI 4E KM FXTT R 2 E R OFER XL E o EE 2R R Th 2 O3, F7- Je kKM FXIIN R ZIE
BRI AR LT D DB FEICB W CEEBENH M A2 RIET 5 Z L b, BHBENH M OREA TR
F OB Quality of Life (QoL) K& S EEZKITL, —MINCRHIMICHT 2 EREE DR K
OVEPEMDIR T 24 L B2 b DY,

I BT, FERME XU R ZIEBE X, AJECDIZY . B, K TR, B, fRICEET 5 i %
Mo, HUMIZECAMES LIE S < BB L7 RICRAET D 2 LM TH 2 M, o

*1IU/mL = 100%.
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Mg, ALZRIMERLH LWER 2 L7z TR THORE IS Z 0B 5, TR LZRWEIHE <o/ A
Hf X EAER I A A Pl Ak B & 0 B AREEAMK S BEETH M X RASIE & v b BIERE PHIC S AT o
PEETH D D, SVRHLEICHE S Hif, AIEEOEBAE, FAETERE b F 7 FXI K ZIEICHE D FER TH
éo

1.5.1.2 IMZRHEESE X EF

FXII X b7 A7 V5 I F—BRIBHMATH Y | MIREEE B A7 — ROF CTHREEBOMETH 5,
FXII L, SEOMRESCASIRMOIREICEE T2 7 4 7 ) Voo EAICEEEEL Z Lk v, Ik
MOMEFHZEEREE 2RI LTWD,

FXIEMAEH TIX FXIT ABy~7 27 T ~— (ABy) & L TIEEL, 2fHD FXITA 7 2=
b (A KO2OFXIIBH 7=y K (By NbHiE IS, FXITA Y7 2= I FXIIEEED
B 2 L Cnh, —J, FXIIBY 7=y MIFXITA Y7 2=y hO#HEKS T & L THRE
e b B AL DEAESMCEIY FXINAY 7 2=y MIFXIIB V7 2=vy ki 5ilFHE L,
FXII OEEETEVEE AN TR 2928, #ATH 2 FXIIB Y 7= v ML, @R A ClRmigEh c~7
T N T~ — ORI 2 50%DN 5 [ O THEER L T\ 510,

MAEREDRBIZf > TEEE I A — RBIEHELSND, ZORR, 747V )75 BNT7 47V F
) —ICEE L, X SICEAIC L D EERALIC T 0 7 ) VHIAERL S A, FXIIL AN M RE o E
EALICENT hr B I DIEM LS HERIC, FXINA Y7 2=y MIFXIIB Y7 2=v FpbH
e L. FXIN OFEETEESM AT RT 5 (K 1.5.1-1 58) 10
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FXllI FXII’ FXllla
Catalytic form of the A2*
protein
On%
—8
0" FERPR N
Calcium and

Thrombin N
on Substrate 2
[ N s

‘ Separation of B subunits and
conformation change in A
Thrombin mediated cleavage of

activation peptides
1.5.1-1 mizehd FXIN DEH1E

JEMR FXILIE Y « 77 ) SRS L. BEFTO T I IS ICAEHER 2 KIE L., BiET 27407 ) &
SF R EBREES SE P, ZOBREHAIET 4 7V UHLOMMAYIEE 2 m . R ORA 2 I
B2 S B, FXINE, BHAOMHICAIEIEE OMRMEIC B 545 % < O msEE A R OHlst~ kY
vy AEAER T 47V VORI AT, ZTNOOEAIIZIEL, FTAINTEDLT 4T LDy
fRIZHT D EBRA L e B —ThIFMBEND 7 v F I AI b EENDEE, Zn ko
FXII L% ek [ SR OBk O R B Je OVE R 20 2 28 b S8, ER O IR RV ie a2 A
%) 15’275’&0

SJERME FXIT R ZIEIZI VT, AIIOEFSEERIE UL LI icdThoh, Hilidmslsnsd, L
MDULRNRD, 747V OREEEGR RN a7 > F 77 A OEEEBA~OE AR LB e FXIITE
PENRARF5rTh D721, BEFEBLOIREE TS L. FHNCEEB OB Z 5, FXUI OHFEEITH
U, AMEOERRIZIC I GBS M) AR b HY, Fio, —EIOIMEIZL ST
A S BEMM T S EAE O = e Y — REF|EREZTHELH D,

1.5.1.3 B FHER 2 MK EESE X BFORFFEDRL

FXIII R ZGEIC B A ERIRIER 2T 5T X ToOEEIC. FXIU OEMMHFEEN AL HERIN T
W5, FXINIEER M O8] () BNEL. KBETH-> CH oM e b-63 2 &2
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HHNTEY, 2O THHRZRIREIENFRICHE LT\ 5, KO HE KM FXI K ZAE B 13 FXIT O
EMR AL ZZITTERY . ZORKICE VEENNLZ FOEELHMITIZEAE T TELZ L
M ST 5 MOLE

FXII R ZIEDBIEDIEEA T a L ix, 7 VAL e — b, Frlbsiis e & O /TR Thi
(XA R R FXIL iR A OFIRNE G TH D, AARTIE, EIZMEER kR FXILRMERA TH L7 4 7
A IV PBREAESNTVS, b NEROEFEWE RO FTHEME IR T 5 R 2O EN D, MR T
R 2 By 2 )M U TGS 2 BIAIDSBHIE S, Se R M MR RIS HEDE S D AR MBI 2206 RIE & 7
STWDA, FeRME FXIL R ZIEBE OO DB M ANTEZ AR TIIREI LTV RY, 2
DFEEINTWIRNAT 4 IV == RE MRS DD, R VT ¢ A7 FIT B R 7 2 ik ke
[ 55 X101 (K- 847%) (fFXID A2 BE%S L7z,
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152 BHEOEE
1521 2B

R

BB Tl D X (—MH04FF JAN) = FUFhas (Efaramz) ) eatmmms (i
mmol/L L-t 2 F 2| ey vr~— 120 nupersians, pun | zrgEe Lona,
JFERORLE TRBWTE 2 WIiXE B RERENI —BIEH L Tunen,

X%, BERE (Saccharomyces cerevisiae) % g I D BAR T/ 2 HiAlT &2 )5 H L CHLET 5,
FERE DRI CRIBRZIE/ 2 DRV N-7 B F /b EE I E L LTHEAL, YALT ¢ FREEI3AF
FEL 72\, NRIOEMAL- T F FiZ b o ez L A7 iEfE CRE L CAKT 27 2/ BR 1-37
M5,

FXHLE 2D (FXIMA Y7 2=y MBI EN D REL A ~— (tAy) T, WNEPEFXITA 7 =
=y MREFA = EHENICF—Td 5, &EGH&, FXONZMEPFORNRMFXIIB 7 2=y &
AL, ~7Tu7 b 7v— (ABy) AT 5, FXII O3+ E WEEE K 1.5.2-1 1T77,

#* 1.5.2-1 rEXI DEE
ﬁi}%fﬁ C3708H5735N101301111823 (acetylated N-terminal Serine)
A 83179 Da

JHE D & TARIE ZymoGenetics 1 THH¥E S 41, #IH O IEREAER DEGEBR IV B iv7z, BRRGER
DOBAARTNC T D RLET 2 Avecia tHIZBE L. 5 1 FHR O 3 FHERRRERH OB OB 217 - 72,
5 3 FREG AR SRBR I M TPIC FEIR O BUE I R VT 4 A7 FHICBAE STz,

Avecia 1 CHUE SNV JFIE (FXT g veeia JRHE) KOV R VT ¢ A7 4R Tl S U728 (FX Ty
JER) %t B0, RO SE Lo RVEM RS & IR# P SRR Lz,

YR ARAT SRR DG . rFX T pvecia 53K M OV tEX I JR B OHEEIXF — T 5 2 L D HER ST,
Flo. WERLF RIS K OAHI O RSEME,/ FVEME R Sz, tFXI (38T 72 22 ANpi1 358
IR oTr, S BHIT, (EHEREERE % 0 81T XM avecia JAHE & TFX I JFHE N & $3E & 4 7= Sl
(rFX T pvecia A OF tFXTny) - DA FRI[RI ENE 2 FiGt 9~ 2 BREABR (3788 5llR) & 92k L7, ARERD
fiti Ry TFXI pvecia 22 OF tFXy @ AUCo.080ays EEOHEEE D 90%EHHX I, AW R [R5 &HllErd 2
DI FFHNTH -7, EWEEICET 28 XU —x2 2 RARA > bl b RE Sz
R O E PRSI T 285 a2 XFFT 5 b D Th o7,

Pk, B LRGN RS ORER OE IR ZRER D S | tFX T gyecis & O TFX Ik (X747
FETHDEEZ LI,
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B

BN, R OVRINE 2 & e SRS AR R I A Tl 2 B 2 VR AHE AR TR L 7= %%, B0k
NG5, WRMEMEIR 3.2 mL CEfiE L TR LN A O (pHIL8.0) ®3mLHIZH N T h
a7 GEfa#fz) 25 15mg (92500 10) &Ens, miacaEns2@naz. [ IIIlcs 5 L-
exFYr. RGOy s (< )i R cFXIT (fFXIIR°) E
oA foMcimz 5) oksEakE (I 1 ol (N
R 4555 2ol -~ 20 (I
- THo,

rEXIaf T Mk ZEMED U 2 7 2Rk S5 ReMEN & 5 7=, BiE T - -
% (FXIMa* DA B a fNed 2 = L x i e L, #atosi s, IO FXiacsd: g &30
RVLE RS B, ZolhiE, ERRaRR ct3crs <. IO FXa o A4
BT MEOETIERO ST, iEER—E Thotz, £7-. BIRYIRI IV x DMy
R O TR 31T 2 HHAPH 3 BR A Al OV E M R i 2 el L 7t e, oFXITTa % O 5
BRI L 0 D7 70 | BIHI ORI S TR Y . REAEE I EL TS D b
MRS TW5,

LEMERBRAGEIC DX | RUFIOIEL LT, 12~8CT, #EXRAFT 5 & AWM 24 » A
RHFET D,

1.5.2.2 FEFRREAER

rFXII OIFFRR L MR 7 v 7T AT, BLROFERMEFXITA V7 2=y §RZIEBE ~ORRE
MEFFT 572912, B K EU EFRSBSERFIERESZE ICH) oA 477 /7 v o—IsAEEMICHE
THHA RTA 2 THDICHS6 KON ICHM3 DAL A7 7 /v V—SAEKSICET 25t Vit
B STz, Invivo ZAMRERIT, KEISZRT 2HOEW, +2bbT7 vy MO =27 A ¥ i

WT, ZENEN 4 KO27 B E CoOLGHIM THEM L, FERRRBRICI T 2 & 58K, KRR
RETHDLEIRN & Lz, T R_RCoORERELRLZEMERBIT [ERGLOLZEMECET 25 IEEKRR O £t
DOHHE] (GLP) ITYEIL L THEHE Lz, AHN DGRtk NGRS IEEZ BRE LT R, BREMERE &
OB ASEHERERIC K 2l OB RITIMO LW L. 2N b 0RERIIAITD D o7z, FEEOBEE NG,

AT A BRI e DN B & I T BB b 920 L 722 o 72, JRPTRRRMEIL Z v R RO =7

A P AW KERGFEERBRO—HE LT, EoI2u 52 A0W7- Rl L o Fm L

72

i % @ in vitro 2 OV in vivo DIEFEEERIC L 0 | tFXII 28N EPE FXIL C ks ST s b o8
[F—OIENFHREE T T2 2 EARENTz, Thbb, 747V U ERENE STHMEEATH

Hoay 7 T T T AI L EILMARIZEY AT Z & T, IR MARTRE K OBIRAER AR S8, £70.

ZAEMEIRIIZB WL, RO CITZEEICBEN RN LIRS,
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Fo. Ty MROH =7 A P HRBDUIAER 5 L 7 KB RaER &k OV ERRIC VW T FXIIT
D3RR N e S, 207 v 7 7 A VIINRME FXIL SEBPIL T 2 &2 bz,

Ty MO =7 A P VOHREI R ORERE (ZEi 4 KO 27 BisE) maRe 55 U2 f5 R,
7w FTIL 2505 Ukg/H., =2 A PV TiX 501~1336 [U/kg/2 il (Z 1 HUGIRHELE F & 35 TU/Kg/ H
D 24~72 fi5, 14~3815) F TAEMENRD LNz, ZhbOHEITERMRE (NOAEL) ThoHEEX
b, R o (RE, M EEL R OBEE) 1T, EHEE FXIT (FXIa) & X 2284E%
R QNI E PAZEDJRR & 72 5 @y TR A EEA R (HMEX) BRICBE#ET b0 EE2 6D, i
TRV T, RIS OSIRRIE AL = 0 | Bl D A r— RNEM L S, B0 A0 72 DIC (#;
FEVE M NEEEDEMRE) 22 2, BRI AT R ONE . BRI B FRIZ L K O o
HMEX f77E2 0 L O HBIRIZ, —HOBMEFRRE IR LTV D, LER-> T, @ bz smrEimEl
RIHEERHICE Db EEZ BN,

ARIEO JZFTHREIEIE. 7 v MROY =7 A PO KE#GFEERBR 7 5 O 7 3 X O /R Frlig kit
BRICIE W TR L7z, BEL C, ARIEIZHFTRITEMEITRRD Hiviends, BRRIICEFR S ) D87
INERBDDDIHTH -T2,

B PI B R Clk, W OBERLERE (ZM146) CTEA L7z rFXILE3EZ W T T v M RO X2k
F IR T 0 7T L EFAT L, TORBIIREMICRR DM 25/ L TR, Zhb 0@t
AR, A OB R E O EOBRFRICIIHIN TS Z L, £, TORBRT — & I35
FEHUCEHE 5 rFXIa® O BB ZFEL TV D Z 2, BRI 2B BRI 72 DIk 2 1
T %

Pk X iz, BBRICBW TGRS b7z gk, FXIT & O rFXIa O @A &SR T 25 & LTT
HENTZHOTH Y, WIKM FXI M O FXITa OREMOEBEER &~ 5D Tho7o, £z,
FXINNIRFEME THDHLZ b, 7y MR =7 A YL TIIRERIS, TRbbEEICk T Y >
2R S HT TFX FLIRFE A 3R DTz,

IR VT 4 A7 T, FXII OIEFEE 7 1 77 LS FXILA Y7 2= v R ZIEBRE OB LTkt
% tFXII @ H 18] 35 IU/kg FEIRNBE G-I K 5 RIMEN 2 X FF T2 DI+ 072 b D Th D BRI,

1.5.2.3 ERERBAZE
1.5.2.3.1 ERERFAETOT S L

SERME FXIT R ZIELE T 5 rFXI ORERBAFE X, A Th 2 208K I A0 5 AR MBI L
Tﬁé#oﬁ@@ﬁﬁ%&%k1#éﬁ%f 2003 FEIZBHIA L7z,

ZIETIT, JERME FXI R ZAE OIS % R4 5 5 DO | HEERRBRAE T LD, 2095
ARERIZIE RME FXIL RZIEBF x4 & L (1663 3ER) | 4 BRI IMEREHER S 255 & L CTEM L

[u—
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(1661 7RER, 1662 7Bk, 3733 7k (A NFEHERE 2 65) KO 3788 ikl (EM iR S MRk
B 1,

1521 IR LIz £ 51T, FERRARFER K OVKE /r DR ARER X, SMBELET Avecia #1 Tl S /=R
RO Z OJFER A TRl U7 SAIAME ] S =23, oFXIFEERORE I Z 0%, /R VT 4 A
JFABE S (R 1LS52258) . L7dio T, MR & X BT tFX T Avecia ST HE & tF Xy S
FED B B S AT A (FX M avecia & OV tFX Ny - O AW IR M 2 i 53 2 B R SAER (3788 #XBR)
ZERM LT,

RIEEZ B E LTEMGERIRER Ch 2 56 3 MHERRHER (17253 Bk) <Ti, X FXITA V7 2=y k
REIEBF ZxtG & UCFXII35WU/kg 2 H 1 ARG Lz, Z OFEF 3HEERRBROEEZER (3720
REY) X, BEEITHRTHD (ENTNOWBRE OJEEETOARAOIRTE, HDHVIESME T L1
BRIEHiatEECHE LB £ Tk 2 78 o 3720 BRIT. L0 OREMET— 25255720,
BT BRE A AND Z ENTE D L IRBREFIEEZET Lo, £72. BINESERT (EMA)
O/ SRR E = X~ A2 b (EMA Pediatric Investigation Plan commitment) (ZfEVy, /NEEE %
kPG & LTz Halie 53 (3760 3UBR) 128N TL 6wkl /NS KM FXIN R ZIEEEIZH T 5
FXIT O EHRE K W2 2T a7 7 A Vaet Lic, ZOFR 7 — 7%, 5 3 HRGERRIZITSE
FNTWRY, ZO/NRERERIT 2010 4 11 HIZBAE L7, £z, 3760 B2 58 T LI/ hNREH 255
L L, ERABRTH 2RI AR 3835 R A i L TV, HEOBEHEOHTEGHK TIL20154 6 A
DYETH D,

SHIZ, EMADBIEIZE Y HilRED FXUI OZEMET v 7 7 A )V & NGEET H AT, 77—~ =
BT AT T o—HE U THLERGERBLERER 2 2013 4F 5 HIZBAB L T\ D (3868 iklR) ., Z
RERDOYERE DRI AL 20184 6 HE TITH TETH D,

Fo. oFXHLIE AT T OFTRFI 31 2 itk [FFE fL g i oo (508 ] OB IS ORG4 HEYE LT,
TEBNR S A PSR -T2 DI 2520 2 BB 2 X502 2 OB (55 1 A1 OV 2 FRERAER (1660
RER N N 3540 3ABR) ) AFEM L7z, 25 23 BRo B, DIEFIICRB O T, BATOMT TR OPURA
IRFICIN 2, FXUL 28525 2 LICE 237 4 v bRFONLINE I DEFHETHZ L ThoTz,
L2>U72R8 6, [RIFR LA L oD [1RE (563 5 rFXIL O RIT A SN hno 2728, DIEFIIC IS 1T 5
JEOREEHE 2011 T Ik S Te, D DIEFIRITEE 23R & LR b5 b 2etT —
21X, REIORENET 0 7 7 A NEYR— L5270 RAERDEFZLZ, KPFIIEHLZ L L
Too 0¥, DIEFIHAT AR & e KM FXII R ZIEBE TIIRGEMAPRE SRR D Z LITEENLE
Th D, DIRFNMEITEFILEEY L OEFICEmTh Y | ERERBIC LD EHIRE T CRFIREZIT
Tz,
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1.5.2.3.2 BARIZCBITAEET—2/\vor5r—

AR BT 2EERT—2 <y r—oi, 0= A
L7z (15243 28)
HARDEGRBR I DHRT — 2 Sy r — V% 1522107,

EfE LU E IS BT A EIC S XK

#1522 BAROAZBREBICETIBEKT—F/\v5r—2
BB FH Beh & B GRS | RBRT A v EA LB |
FDJRIED
Rykr
RRFEHRBRE
1661 Bk % 1H8 |2,6,12,30,60 50 (GE3E 40 + | fEEERRE (B4) x5 |Avecia HEEH
kg XiE7' 7% | 7F58R & LT HEg 514 02k
N 10) K OSE B RE O Rt
1662 Bk % 1HE 12,30 IUKg XiZ 7 |24 (3 16 + | WS (Bhk) %48 |Avecia HEE
FEROSsSAME | 771 AR8) | & Lizs HMEERR S %O
foe s - LMK OISR BIRE D it
3788 ikBa % 148 |351U/Kkg 50 (T_THE |fEFgERE (B x4 | Avecia HEE
#) L L7 Avecia 8% & Novo | MO
Nordisk H51 o> B a1 # 5.4% o> | NN
LW RIS B OSSR )
RED G
3733 R % 1M | 12,351U/kg XiE 7 |24 (EHK 16+ | fEFEAAAMERE (B |Avecia HA
FER TTERR) | EXGE LIHEIRE#HO
LMK OSSR B RE D FR it
SERME FXIN RSERE
1663 FAER 148 [2,7,24, 60, 89 9 (FTHE | SRk FXIL K ZJEHR % %t | Avecia KE
1U/kg 3%) B & LT HREIR 5% 0L 4
PR OSSR B O st
1725 55k % 3FH |351U/Kkg 41 (FR_RCTHE | LRMEFXITA Y7 2= I |Avecia HF
FEAER ¥) RZIEBEZRRE LIZA 1 JEE, K
I FERRIE DA (Hif ESfiith
T ROREHEORKRF GRIE
)
3720 AR %348 |351U/Kkg 60 (- _THE | 1725 RO ERE AR Avecia T
EERBROIE %) TRVEFXITAY 7= k| LT s, K
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Z EMA IZEEH L, 6RO BE~OEH DD OHFEZITV, 20144 2 AITEKRZ UG LT,

F 72, AFIOREH M EHARIZ R DR Th T N2 & s PRETRIER T ORHEH I (2 %
T HRBNOIEIN R DT — % Z[WET D Z & % CHMP 75 Post Approval Commitment & LT3R 541
7o TEHEIGHE R OBE R M5 D IREIROT — 213, 3720 Rk Kk OBENGERBIEHBRTH D
3868 AER CILEEF TH D,

KEIZHTEHEEBEE

JIR VT 4 A7 T, 2011452 H 23 HIZ FDA ([ZAWFSRIKIAGER R (BLA) Z#H L., 2011
12 HICEAT THEEMAZHEH L7z, FDA L OW#IZ ko X . muﬁnzﬂ;ﬁ%@ ETr— 4 &5
T BLA Z e L7, 201346 H, L& hEs% O A LRI S E FHOMRIZE LB OF A
FETHE B AZEL, ZOEZE A 20134 10 A IR L7z, AANEL. 20134 12 A 23 HIZKEIZE
WTAGR 40, 20144 1 A 10 BICADHEIWHEIES I E S,



1.5.3

BRZE DRGER A ] 1.5.3-1 IZR T,

FREDEER

19 of 23

AR

CMC

BOE IO

Bk K OB 7 1k

pall

BOE S IEORG

Bk K ORI 7 14

L EMERAER

FHE R R AR

S

EIGRE 2

LRI

ADME

w7

HAE$e 5
RAE#S
R PRI
ZOfth *

B R BABR

37887k (55 14H)

1661588 (575 14H)
166238k (55 14H)

37335RBR (55 14H)

FE R A 1 e [
FEXIR 7K Z 5 B

1663 FBR(EE 14H)
17253888 (5534H)

3720888 (553bAH)

3760808 (453bHH)

383535k (55 3bfH)

Aug

Mar [Ju

Jun [ Avg

1.5.3-

1

* AR R B Tl SR OB REH R (ZM146) TRIE L7 FXIUEHEE IOV T Ty R O IS B HIRERIR 7 70T 25T o7z,

FFEDRRIERX

on going

on going



20 of 23
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Company Core Data Sheet

NovoThirteen®
(Recombinant factor XIII (rFXIII) 2500 IU (15 mg))




ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

NovoThirteen 2500 IU powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One vial contains nominally catridecacog* (recombinant coagulation factor XIII) (rDNA): 2500 [U
per 3 ml, after reconstitution corresponding to a concentration of 833 IU/ml. The specific activity of
NovoThirteen is approximately 165 IU/mg protein.

*Produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection.

The powder is white and the solvent is clear and colourless.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Long term prophylactic treatment of bleeding in adult and paediatric patients with congenital factor
XIIT A-subunit deficiency.

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a doctor experienced in the treatment of rare
bleeding disorders. The congenital factor XIII A-subunit deficiency should be confirmed by
appropriate diagnostic procedures including factor XIII activity and immunoassay and if applicable

genotyping.
Posology

The potency of this medicinal product is expressed in international units (IU).
Although expressed in the same unitage (IU), the posology of NovoThirteen is different from the
dosing schedule of the other FXIII containing products (see section 4.4).

The recommended dose is 35 [U/kg body weight (bw) once monthly (every 28 days +/- 2 days),
administered as an intravenous bolus injection.

Based on the actual concentration of NovoThirteen, the dose volume (in millilitres) to be administered
to patients weighing at least 24 kg can be calculated from the formula below:

Dose volume in ml = 0.042 x subject bw (kg)



Dose adjustment can be considered necessary by the physician in certain situations where the
prevention of bleeding is not appropriately covered by the recommended 35 [U/kg/month dose.
This dose adjustment should be based on FXIII activity levels.

Monitoring NovoThirteen activity levels using a standard FXIII activity assay is recommended.

Paediatric population

No dose adjustment is required when NovoThirteen is used in paediatric patients and the dose of
35 IU/kg body weight should be used (see section 5.2 ‘Paediatric population’).

However, if the paediatric patient weighs less than 24 kg, the reconstituted NovoThirteen should be
diluted with 6.0 ml of sodium chloride 0.9%, solution for injection to handle the dosing of small
children (see section 6.6 ‘Special precautions for disposal and other handling — Use in the paediatric
population’).

The dose volume for the reconstituted NovoThirteen diluted with 6.0 ml sodium chloride 0.9%
solution for injection can be calculated by using the below formula:

Dose volume in ml = 0.117* x body weight in kilograms.

*The calculation of the correction factor 0.117 is related to the exact quantity of the product and not
the nominal value of the product.

Currently available data are described in section 4.8, 5.1 and 5.2.

Method of administration

Following reconstitution the product should be administered separately and not mixed with infusion
solutions nor be given in a drip.

The preparation should be administered as a slow bolus intravenous injection at a rate not higher than
2 ml/minute.

For instructions on reconstitution of the medicinal product prior to administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

In patients with FXIII deficiency, NovoThirteen is not effective if used for monthly prophylactic
treatment of bleeding in patients with congenital FXIII B-subunit deficiency. FXIII B-subunit
deficiency is associated with a much reduced half-life of the administered pharmacologically active
A-subunit. The subunit deficiency of patients should be determined prior to treatment by appropriate
diagnostic procedures including factor XIII activity and immunoassay and if applicable genotyping.

The on-demand treatment of acute bleeds or breakthrough bleeds with NovoThirteen has not been
studied in clinical trials. An alternative treatment should be considered in such situations.

Considering that the posology and the FXIII concentration in NovoThirteen are different from those
of the other FXIII containing products, careful attention should be paid to the calculation of the
appropriate dose for the individual patient (see dose volume formula provided in section 4.2).

As NovoThirteen contains a recombinant protein it may cause allergic reactions including
anaphylactic reactions. Patients should be informed of the early signs of hypersensitivity reactions
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(including hives, generalised urticaria, tightness of the chest, wheezing, hypotension) and
anaphylaxis. If allergic or anaphylactic-type reactions occur, the administration should be
immediately discontinued and further treatment with NovoThirteen should not be given.

Inhibitor formation:

Inhibitor formation to NovoThirteen therapy has not been detected in clinical trials. Inhibitors may be
suspected in the event of lack of therapeutic response which is observed as bleeding or demonstrated
by laboratory findings including FXIII activity that fails to reach expected levels. In the event that
inhibitors are suspected analysis for antibodies should be performed.

Patients known to have neutralising antibodies to FXIII should not be treated with NovoThirteen
without close monitoring.

Thromboembolic risk:

The reconstituted product must be handled in accordance with section 6.3.

Incorrect storage of the product after reconstitution must be avoided as it may result in loss of sterility
and in increased levels of activated NovoThirteen. Increased levels of activated NovoThirteen may
increase the risk of thrombosis.

In case of predisposition to conditions of thrombosis, caution should be exercised due to the fibrin-
stabilising effect of NovoThirteen. A stabilisation of the thrombus might occur, resulting in increased
risk of vessel occlusions.

Patients with hepatic impairment have not been studied. NovoThirteen may not be effective in
patients with hepatic impairment if the hepatic impairment is severe enough to result in decreased
levels of FXIII B-subunits. FXIII activity levels should be monitored in patients with severe hepatic

impairment.

There is limited clinical experience in administering NovoThirteen to elderly patients with congenital
FXIII deficiency.

Patients with renal insufficiency requiring dialysis have not been studied in clinical trials.

The medicinal product contains less than 1 mmol sodium (23 mg) per injection, indicating that it is
essentially “sodium free”.

4.5 Interaction with other medicinal products and other forms of interaction

There are no clinical data available on interaction between NovoThirteen and other medicinal
products.

Based on the non-clinical study (see section 5.3) it is not recommended to combine NovoThirteen and
rFVIIa.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data on the use of NovoThirteen in pregnant women. Animal studies are
insufficient with respect to reproductive toxicity (see section 5.3) as NovoThirteen has not been
studied in pregnant animals. The risk to humans is not known. However, based on the therapeutic
need the use of NovoThirteen as a replacement therapy may be considered during pregnancy.

Breast-feeding



It is unknown whether rFXIII is excreted in human breast milk. The excretion of rFXIII drug
substance in milk has not been studied in animals. A decision on whether to continue/discontinue
breast-feeding or to continue/discontinue therapy with NovoThirteen should be made taking into
account the benefit of breast-feeding to the child and the benefit of NovoThirteen therapy to the

mother.

Fertility

No effects on reproductive organs have been seen in non-clinical studies. There are no human data on

potential effects on fertility.

4.7 Effects on ability to drive and use machines

NovoThirteen has no influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

In clinical trials, NovoThirteen has been administered to 56 patients with congenital factor XIII A-
subunit deficiency (1043 doses of NovoThirteen). 15 patients were between the age of 6 to less than
18 years old and 6 patients were less than 6 years old (total of 393 exposures of NovoThirteen in

paediatric subjects (less than 18 years old).

The most frequent adverse reaction is “headache” reported in 34 % of patients.

Tabulated list of adverse reactions

Frequency descriptions of all adverse reactions identified from 51 patients with congenital FXIII
deficiency exposed in clinical trials are presented in the below table by system organ class.

Frequency categories are defined according to the following convention: very common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very
rare (< 1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

Blood and lymphatic system disorders

Common (= 1/100 to < 1/10)

Leucopenia and aggravated neutropenia

Nervous system disorders

Common (= 1/100 to < 1/10)

Headache

Musculoskeletal and connective tissue disorders

Common (= 1/100 to < 1/10)

Pain in extremity

General disorders and administration site
conditions

Common (= 1/100 to < 1/10)

Injection site pain

Investigations

Common (= 1/100 to < 1/10)

Non-neutralising antibodies




Common (= 1/100 to < 1/10) Fibrin D-dimer increased

Description of selected adverse reactions

One patient with pre-existing neutropenia experienced a mild aggravation of neutropenia and
leucopenia during treatment with NovoThirteen. Following discontinuation of NovoThirteen the
patient’s neutrophil count returned to levels similar to those prior to treatment with NovoThirteen.

Non-neutralising antibodies have been seen in 4 of the 56 exposed patients with congenital FXIII
deficiency. The four events of non-neutralising antibodies occurred in patients below the age of 18
(age 8, 8, 14 and 16). These antibodies were seen at the start of treatment with NovoThirteen. All

4 patients received at least 2 doses of NovoThirteen. 3 of the patients discontinued the study and
returned to their previous treatment. One continued to receive rFXIII and the antibodies decreased
below detection limit. The antibodies had no inhibitory action and the patients did not experience any
adverse events or bleeding in association with these antibodies. Antibodies were transient in all
patients.

One healthy subject developed low-titer, transient non-neutralising antibodies after receiving the first
dose of NovoThirteen. The antibodies had no inhibitory activity, and the subject did not experience
any adverse events or bleeding in association with these antibodies. The antibodies disappeared in the
6-month follow up.

Paediatric population

In clinical studies, adverse reactions were more frequently reported in patients aged from 6 to less
than 18 years old than in adults. 4 patients (25%) aged between 6 and 18 years experienced serious
adverse reactions in comparison to 3 patients over 18 years (8.5%) that experienced serious adverse
reactions. Four cases of non-neutralising antibodies were reported at the start of the treatment in
patients from 6 to 18 years of age. 3 of these patients discontinued the study due to the adverse
reaction.

In patients below 6 years, no anti-rFXIII antibodies, no thromboembolic adverse events or other safety
issues were reported.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the reported cases of NovoThirteen overdose up to 2.3 times, no clinical symptoms have been
observed.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antihaemorrhagics Blood Coagulation factor XIII, ATC code: BO2BD11.

Mechanism of action

In plasma, FXIII circulates as a heterotetramer [A,B,] composed of 2 FXIII A-subunits and 2 FXIII B-
subunits held together by strong non-covalent interactions. The FXIII B-subunit acts as a carrier

molecule for the FXIII A-subunit in circulation, and is present in excess in plasma. When the FXIII A-
subunit is bound to the FXIII B-subunit [A,B;], the half-life of the FXIII A-subunit [A,] is prolonged.
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FXIII is a pro-enzyme (pro-transglutaminase), which is activated by thrombin in the presence of Ca*+.
The enzymatic activity resides with the FXIII A-subunit. Upon activation, the FXIII A-subunit
dissociates from the FXIII B-subunit and thereby exposes the active site of the FXIII A-subunit. The
active transglutaminase cross-links fibrin and other proteins resulting in increased mechanical
strength and resistance to fibrinolysis of the fibrin clot and contributes to enhanced platelet and clot
adhesion to the injured tissue.

NovoThirteen is a recombinant coagulation factor XIII A-subunit produced in yeast cells
(Saccharomyces cerevisiae) by recombinant DNA technology. It is structurally identical to the human
FXIII A-subunit [A,]. NovoThirteen (A-subunit) binds to free human FXIII B-subunit resulting in a
heterotetramer [rA,B,] with a similar half-life to endogenous [A,B,].

Pharmacodynamic effects

At present there are no markers that can quantitatively assess the in vivo pharmacodynamics of FXIII.
The results of standard coagulation tests are normal, as it is the quality of the clot that is affected. A
clot solubility assay is widely used as an indicator of FXIII deficiency, but the assay is qualitative, and
when performed correctly the test is positive only when the FXIII activity in the sample is close to
ZErO0.

NovoThirteen has been shown to have the same pharmacodynamic properties in plasma as
endogenous FXIIL

Clinical efficacy and safety

A pivotal prospective, open-label, single-arm phase 3 trial (F13CD-1725) including 41 patients with
FXIII A-subunit deficiency was conducted to investigate the haemostatic efficacy of rFXIII in patients
with congenital FXIII deficiency as reflected by the rate of bleeding episodes requiring treatment with
a FXIlII-containing product. The dosing scheme used was 35 IU/kg/month (every 28 days +/- 2 days).
Five bleeding episodes requiring treatment with a FXIII-containing product have been observed in
four patients during treatment with rFXIII in the trial.

The mean rate of treatment-requiring bleeds was determined to 0.151 per subject year. In the primary
endpoint analysis covering the referred period, the age-adjusted rate (number per subject year) of
treatment-requiring bleeds during the rFXIII treatment period was 0.053/year (95% CI: 0.010 - 0.272;
model-based estimate corresponding to the mean age of 26.4 years for the 41 patients).

Paediatric population

Analyses of data from paediatric patients included in clinical trials have not identified differences in
treatment response according to age.

Fifteen children between the age of 6 to less than 18 years old and six children less than 6 years old
have been treated with NovoThirteen for a total of 393 exposures.

Children above 6 years were investigated through the pivotal phase 3 trial (F13CD-1725) and the on-
going extension study (F13CD-3720) assessing the safety of monthly replacement therapy with
NovoThirteen.

The 6 patients below 6 years were investigated through a single dose pharmacokinetic phase 3b trial
(F13CD-3760) and then, included in the on-going long-term follow-up trial (F13CD-3835) assessing
the safety and the efficacy of monthly replacement therapy with NovoThirteen. No treatment
requiring bleeding episodes have been detected in patients below 6 years during 8.7 years of
cumulative follow-up, representing a total of 116 doses. The suggested dose of 35 IU/kg has shown to
be appropriate to provide haemostatic coverage in this young population.

5.2 Pharmacokinetic properties



Based on FXIII activity as measured by the Berichrom assay for 471 monthly doses of rFXIII, a half-
life of rFXIII of 11.8 days was estimated in patients with congenital FXIII deficiency. This is in
agreement with the elimination pharmacokinetics estimated from a clinical pharmacology trial in
healthy subjects, which determined the half-life to be 11.8 days. In this trial the mean volume of
distribution at steady state was 47 ml/kg, mean residence time was 15.5 days and mean clearance was
0.13 mL/kg.

Paediatric population

In a pharmacokinetic trial 6 children (age 1 to less than 6 years old) with congenital FXIII A-subunit
deficiency were exposed to one single i.v. dose of NovoThirteen 35 IU/kg. The mean t,, of FXIII was
approximately 15 days (range: 10 to 25 days). In this trial, the mean clearance in children was

0.15 ml/h/kg.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safety pharmacology and
repeated dose toxicity. All findings in the non-clinical safety programme have been related to
expected exaggerated pharmacology (general thrombosis, ischaemic necrosis and ultimately
mortality) of rFXIII and non-proteolytically activated recombinant FXIII at dose levels in excess
(>48 fold) of the maximum recommended clinical dose of 35 [U/kg.

A potential synergistic effect of combined treatment with rFXIII and rFVIla in an advanced
cardiovascular model in cynomolgus monkey resulted in exaggerated pharmacology (thrombosis and
death) at a lower dose level than when administering the individual compounds.

Animal reproductive or developmental toxicity studies have not been performed. No effects on
reproductive organs were noted in the repeated dose toxicity studies.
Genotoxic potential or carcinogenicity has not been studied since rFXIII is an endogenous protein.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder:

Sodium chloride

Sucrose

Polysorbate 20

L-histidine

Hydrochloric acid (for pH-adjustment)
Sodium hydroxide (for pH-adjustment)

Solvent:
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other
medicinal products.

6.3  Shelf life

2 years.



After reconstitution, the medicinal product should be used immediately due to the risk of
microbiological contamination.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).

Store in the original package in order to protect from light.

Do not freeze.

For storage conditions of the reconstituted medicinal product, see section 6.3.

6.5 Nature and contents of container

Powder (2500 IU) in a vial (glass type I) with rubber stopper (chlorobutyl) and 3.2 ml solvent in a vial
(glass type I) with rubber stopper (bromobutyl) and a vial adapter for reconstitution.

Pack size of 1.

6.6  Special precautions for disposal and other handling

NovoThirteen user instructions

To reconstitute and administer this product the following tools are needed: a 10 ml syringe or a
syringe of a convenient size according to injection volume, alcohol swabs, the included vial adapter
and an infusion set (tubing, butterfly needle).

Preparing the solution

Always use an aseptic technique. Before starting, the hands should be washed. Bring the powder and
solvent vials to a temperature not above 25°C by holding them in the hands. Clean the rubber stoppers
on the vials with alcohol swabs and allow them to dry before use.

The product is reconstituted using the vial adapter included.
Attach the vial adapter to the solvent vial (water for injections). Take care not to touch the spike on
the vial adapter.

Pull the plunger to draw in a volume of air equal to the total amount of solvent in the solvent vial.

Screw the syringe tightly onto the vial adapter on the solvent vial. Inject air into the vial by pushing
the plunger until you feel a clear resistance.

Hold the syringe with the solvent vial upside down. Pull the plunger to draw the solvent into the
syringe.

Remove the empty solvent vial by tipping the syringe with the vial adapter.
Click the vial adapter, still attached to the syringe onto the powder vial. Push the plunger slowly to

inject the solvent into the powder vial. Make sure not to aim the stream of solvent directly at the
powder as this will cause foaming.

Gently swirl the vial until all the powder is dissolved. Do not shake the vial as this will cause
foaming. NovoThirteen should be inspected visually for extraneous (for any foreign) particulate
matter and discoloration prior to administration. In the event of either being observed, discard the
medicinal product.

Reconstituted NovoThirteen is a clear, colourless solution.

If a larger dose is needed, repeat the procedure in a separate syringe until the required dose is reached.
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If the patient weighs less than 24 kg, the reconstituted NovoThirteen should be diluted with 6.0 ml of
sodium chloride 0.9%, solution for injection (refer to the section Use in the paediatric population for
further detailed instructions on the dilution step).

Important information

Once prepared, NovoThirteen for injection should be used immediately.

Injecting the solution

Ensure that the plunger is pushed all the way in before turning the syringe upside down (it may have
been pushed out by the pressure in the vial). Hold the syringe with the vial upside down and pull the
plunger to draw up the amount calculated for the injection.

Unscrew the vial adapter with the vial.

The product is now ready for injection.

Safely dispose of the syringe, vial adapter, infusion set and vials. Any unused medicinal product or
waste material should be disposed of in accordance with local requirements.

Use in the paediatric population

Dilution of the reconstituted product with sodium chloride 0.9%, solution for injection
If the paediatric patient weighs less than 24 kg, the reconstituted NovoThirteen should be diluted with
6.0 ml of sodium chloride 0.9%, solution for injection to be able to handle the dosing of small

children (see section 4.2 ‘Posology and method of administration — Paediatric population”).

To dilute the reconstituted NovoThirteen the following tools are needed: a vial containing sodium
chloride 0.9%, solution for injection, a 10 ml syringe and alcohol swabs.

General instructions for dilution

The dilution should be performed in accordance with aseptic rules.

Carefully draw exactly 6.0 ml sodium chloride 0.9%, solution for injection, into the 10 ml syringe.
Slowly inject the 6.0 ml sodium chloride 0.9%, solution for injection, into the reconstituted
NovoThirteen vial.

Gently swirl the vial to mix the solution.

The diluted solution is a clear, colourless solution. Check the injection solution for particulate matter
and for discolouration. If either is noticed, please discard.

After dilution proceed to the step ‘Injecting the solution’.

Any residual material of the diluted product has to be discarded immediately.

7. MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark
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8. MARKETING AUTHORISATION NUMBER

EU/1/12/775/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 03 September 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMA) http://www.ema.europa.eu/.
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ANNEX II

MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE
SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

Novo Nordisk A/S
Hagedornsvej 1
DK-2820 Gentofte
Denmark

Name and address of the manufacturer responsible for batch release

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed Risk Management Plan presented in Module 1.8.2 of the Marketing Authorisation and any
agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or within 60 days
as a result of an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.
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o Additional risk minimisation measures

The Marketing Authorisation Holder (MAH) shall ensure that, at launch, a letter is sent to all
expected and actual prescribers of NovoThirteen with an Educational Pack containing the following:
1. Physician brochure

2. Patient brochure

Both documents are to be used as part of an educational plan aiming to minimise risks of medication
errors, risk of thromboembolic events due to increased levels of non-proteolytically activated rFXIII
in connection with incorrect storage, and risk of off-label use for treatment of breakthrough bleeding.
The MAH should ensure harmonisation between terminology used in the brochures and the product
information.

The physician brochure should contain the following key elements and item:

. Indication of the product

. The risks of off-label use within FXIII congenital deficiency

. Appropriate diagnostic procedures to confirm FXIII A-subunit deficiency

. Warning of the difference of both posology and concentration between NovoThirteen and other

FXIII containing products (The recommended dose of NovoThirteen is 35 IU/kg body weight
(bw) once monthly, administered as an intravenous bolus injection. The dose volume in
millilitres should be calculated based on body weight for each patient using the following
formula: Dose volume in ml = 0.042 x subject bw (kg) if bw > 24 kg or dose volume in

ml =0.117 x bw (kg) if bw < 24 kg)).

. Correct handling and the risks associated with mishandling

. Embolic and thrombotic events including the increased risk of vessel occlusion in patients at
risk of thrombosis

. What to do in the event of incorrect storage, thrombosis or embolism

. Contraindication of hypersensitivity

. Warning and precautions regarding anaphylaxis

. The importance of collecting safety data and how to enrol patients in the PASS and other
registries

. Distribution and use of the patient brochure and the need to ensure that the patient has read and
understood the brochure

. Summary of Product Characteristics.

The patient brochure, to be distributed to patients by the prescribers, should contain the following key
elements and item:

. Indication of the product

. The risks of off-label use within FXIII congenital deficiency

. How to safely store, handle, reconstitute and administer the product

. The risks associated with incorrect storage and mishandling

. How to recognise the potential side effects (thrombosis and embolism)
. What to do in the event of incorrect storage, thrombosis or embolism

. Package Leaflet.
The Marketing Authorisation Holder must implement this educational plan nationally, prior to

marketing. The final content, format and distribution modalities of both documents should be agreed
with the national competent authority in each Member State.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

NovoThirteen 2500 IU powder and solvent for solution for injection
catridecacog (rDNA factor XIII)

2. STATEMENT OF ACTIVE SUBSTANCE

One vial contains nominally catridecacog (recombinant coagulation factor XIII) (rDNA) 2500 IU per
3 ml, after reconstitution corresponding to a concentration of 833 IU/ml.

3. LIST OF EXCIPIENTS

Powder: Sodium chloride, sucrose, polysorbate 20, L-histidine, hydrochloric acid (for pH-
adjustment), sodium hydroxide (for pH-adjustment)
Solvent: water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection
2500 IU powder in a vial,

3.2 ml solvent in a vial,

1 vial adapter

5. METHOD AND ROUTE OF ADMINISTRATION

Intravenous use
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

| 8. EXPIRY DATE

EXP
After reconstitution, the medicinal product should be used immediately due to the risk of
microbiological contamination.
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C — 8°C).
Store in the original package in order to protect from light.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused product or waste material should be disposed of in accordance with local requirements

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBER

EU/1/12/775/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

NovoThirteen
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Label for powder vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

NovoThirteen 2500 IU

powder for injection

catridecacog

Intravenous use after reconstitution

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2500 IU

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Label for solvent vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Solvent for NovoThirteen

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3.2 ml water for injections

6. OTHER

For reconstitution
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user
NovoThirteen 2500 IU powder and solvent for solution for injection

catridecacog (recombinant coagulation factor XIII)

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor. This includes any possible side effects not listed
in this leaflet. See section 4.

What is in this leaflet:

What NovoThirteen is and what it is used for

What you need to know before you use NovoThirteen
How to use NovoThirteen

Possible side effects

How to store NovoThirteen

Contents of the pack and other information.

SNk W=

1. What NovoThirteen is and what it is used for

What NovoThirteen is
NovoThirteen contains the active substance catridecacog, which is identical to human coagulation
factor XIII, an enzyme necessary for blood clotting.

What NovoThirteen is used for

NovoThirteen is used to prevent bleeding in patients who do not have enough factor XIII.
NovoThirteen replaces the missing factor XIII and helps to stabilise the initial blood clot by producing
a mesh around the clot.

2. What you need to know before you use NovoThirteen

Do not use NovoThirteen

. If you are allergic to catridecacog or any of the other ingredients of this medicine (listed in
section 6).

If you are not sure, ask your doctor before using this medicine.

Warnings and precautions
Talk to your doctor before using NovoThirteen:

. If you have or have ever had a higher risk of blood clots forming (thrombosis), as NovoThirteen
may increase the severity of a pre-existing blood clot.
. If you have or have ever had liver damage.

Contact your doctor immediately:
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. If you experience bleeding during your treatment with NovoThirteen occurring spontaneously
and/or requiring treatment. In this last case your doctor will prescribe an alternative treatment
to treat the bleeding.

. If you experience an allergic reaction to recombinant blood coagulation factor XIII. The signs
may include: hives, itching, swelling, difficulty breathing, low blood pressure (signs include
paleness and coldness of skin, rapid heartbeat), feeling dizzy and sweating.

Other medicines and NovoThirteen

Tell your doctor if you are using, have recently used or might use any other medicines.

It is not recommended to use NovoThirteen and recombinant coagulation factor VIla (another blood
clotting factor) together.

Pregnancy and breast-feeding

The use of NovoThirteen may be necessary during pregnancy and breast-feeding.

If you are pregnant or breast-feeding, or if you think you may be pregnant or are planning to have a
baby, ask your doctor for advice before taking this medicine.

NovoThirteen contains sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per injection, i.e. essentially
‘sodium- free’.

3. How to use NovoThirteen

Your treatment with NovoThirteen should be initiated by a doctor experienced in the treatment of rare
bleeding disorders.

Always use this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

NovoThirteen is given as an injection into a vein. Your dose will depend on your body weight. The
usual dose is 35 IU for each kilogram of body weight. The injections are given once a month (every
28 +/- 2 days).

Based on the concentration of NovoThirteen solution, the dose volume to be injected (in millilitres)
can be calculated from this formula:
Dose volume in millilitres = 0.042 x your body weight in kg.

You should only use the prescribed dose calculated by your doctor from this formula considering that
the usual dose and the concentration of NovoThirteen are different from those of the other products
which contain factor XIII.

Your doctor may adapt the dose if this is deemed necessary.

Use in small children

Dilution of the reconstituted product with 6 ml sodium chloride 0.9%, solution for injection

If NovoThirteen is injected into a child weighing less than 24 kg the reconstituted NovoThirteen
should be diluted with 6.0 ml of sodium chloride 0.9%, solution for injection to be able to handle the
dosing of small children. For more information see section ‘NovoThirteen User Instructions - Dilution

of the reconstituted product with sodium chloride 0.9%, solution for injection’.

The dose volume for the reconstituted NovoThirteen diluted with 6 ml sodium chloride 0.9%, solution
for injection can be calculated by using the below formula:

Dose volume in ml = 0.117* x body weight in kilograms.
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*The calculation of the factor 0.117 is related to the exact quantity of the product and not the nominal
value of the product

The reconstituted NovoThirteen should be injected at a rate not higher than 2 ml/minute.
For more information on how to get your injection ready, see ‘NovoThirteen User Instructions’.

Use in children and adolescents
NovoThirteen can be used in children and adolescents in the same way as in adults.

If you use more NovoThirteen than you should

There is limited information on overdose with NovoThirteen. None of the reported cases have shown
any signs of illness. Contact your doctor if you have injected more NovoThirteen than you have been
instructed.

If you forget to use NovoThirteen

If you forget an injection of NovoThirteen, talk to your doctor. Do not take a double dose to make up
for a forgotten dose.

If you stop using NovoThirteen

If you stop using NovoThirteen, you are not protected against bleeding. Do not stop using
NovoThirteen without talking to your doctor. Your doctor will explain what might happen if you stop

treatment and discuss other options with you.

If you have any further questions on the use of this medicine, ask your doctor.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Side effects include:

Common:

may affect up to 1 in 10 people

. Headache (most common side effect)

. Pain where the injection is given

. Pain in the legs and arms

. Increased amount of small protein fragments caused by break down of blood clots

. A drop in the number of some types of white blood cells. This means your body may be more
prone to infections

. Development of non-neutralising factor XIII antibodies which have no influence on the effect

of the active substance.

Side effects in children:
The side effects observed in children are the same as also observed in adults but the side effects may
be more common in children than in adults.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store NovoThirteen
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Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and the outer carton after
‘EXP.’ The expiry date refers to the last day of that month.

Store in a refrigerator (2°C - 8°C).

Do not freeze.

Store in the original package in order to protect from light.

Once prepared, NovoThirteen for injection should be used immediately.

The solution is clear and colourless. Do not use this medicine if there are particles in it or it is
discoloured when reconstituted.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
6. Contents of the pack and other information

What NovoThirteen contains

. The active substance is catridecacog* (recombinant coagulation factor XIII: 2500 1U/3 ml, after
reconstitution, corresponding to a concentration of 833 IU/ml.
. The other ingredients are for the powder sodium chloride, sucrose and polysorbate 20,

L-histidine, hydrochloric acid (for pH-adjustment), sodium hydroxide (for pH adjustment) and
for the solvent water for injections.

* produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.

What NovoThirteen looks like and contents of the pack

NovoThirteen is supplied as a powder and solvent for solution for injection (2500 IU powder in a vial
and 3.2 ml solvent in a vial, with a vial adapter).

Pack size of 1.

The powder is white and the solvent is clear and colourless.

Marketing Authorisation Holder and Manufacturer
Novo Nordisk A/S

Novo Allé

DK-2880 Bagsveard

Denmark

This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.cu
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NovoThirteen user instructions

To reconstitute and administer this product the following tools are needed: a 10 ml syringe or a
syringe of a convenient size according to injection volume, alcohol swabs, the included vial adapter
and an infusion set (tubing, butterfly needle).

' .

Solvent vial Powder vial
Plastic ca Plastic cap
(whitel; (orange)
Rubber Rubber
stopper stopper
Vial adapter
Protective P s Y Tip
cap | 1.\
£ Y
Protective paper — Spike

L A

Preparing the solution

Always use an aseptic technique. Before starting, the hands should be washed. Bring the powder and
solvent vials to a temperature not above 25°C, by holding them in the hands until they feel as warm as
your hands. Remove the plastic caps from the 2 vials. If the caps are loose or missing, do not use the
vials. Clean the rubber stoppers on the vials with alcohol swabs and allow them to dry before use.

i — g

A J

The product is reconstituted using the vial adapter included.

Remove the protective paper from the vial adapter without taking the vial adapter out of the protective
cap. Attach the vial adapter to the solvent vial (water for injections). Take care not to touch the spike
on the vial adapter.

Once attached, remove the protective cap from the vial adapter .
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Screw the syringe tightly onto the vial adapter on the solvent vial. Inject air into the vial by pushing the
plunger until you feel a clear resistance.

Hold the syringe with the solvent vial upside down. Pull the plunger to draw the solvent into the
syringe.
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Click the vial adapter, still attached to the syringe onto the powder vial. Hold the syringe slightly
tilted with the vial facing downwards. Push the plunger slowly to inject the solvent into the powder
vial. Make sure not to aim the stream of solvent directly at the powder as this will cause foaming.

\‘“ N

Gently swirl the vial until all the powder is dissolved. Do not shake the vial as this will cause
foaming.

NovoThirteen should be inspected visually for extraneous (for any foreign) particulate matter and
discoloration prior to administration. In the event of either being observed, discard the medicinal

product.

Reconstituted NovoThirteen is a clear, colourless solution.
If a larger dose is needed, repeat the procedure in a separate syringe until the required dose is reached.

Important information
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Once prepared, NovoThirteen for injection should be used immediately.

In case a dilution of the reconstituted NovoThirteen is needed proceed to the section ‘Dilution of the
reconstituted product with sodium chloride 0.9%, solution for injection’.

Injecting the solution

Ensure that the plunger is pushed all the way in before turning the syringe upside down (it may have
been pushed out by the pressure in the vial). Hold the syringe with the vial upside down and pull the
plunger to draw up the amount calculated for the injection.

Unscrew the vial adapter with the vial.

The product is now ready for injection in the vein. Follow the injection procedure as instructed by
your doctor.
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Safely dispose of the syringe, vial adapter, infusion set and vials. Any unused medicinal product or
waste material should be disposed of in accordance with local requirements.

Dilution of the reconstituted product with sodium chloride 0.9%, solution for injection

If dilution of the reconstituted NovoThirteen is necessary in order to be able to handle the dosing of
children below 24 kg the reconstituted NovoThirteen should be diluted with 6.0 ml sodium chloride
0.9%, solution for injection (see section 3 ‘How to use NovoThirteen - Use in small children’).

User instruction how to dilute the reconstituted NovoThirteen

To dilute the reconstituted NovoThirteen the following tools are needed: a vial containing sodium
chloride 0.9%, solution for injection, a 10 ml syringe and alcohol swabs.

General instructions for dilution

The dilution should be performed in accordance with aseptic rules.

Carefully draw exactly 6.0 ml sodium chloride 0.9%, solution for injection, into the 10 ml syringe.
Slowly inject the 6.0 ml sodium chloride 0.9%, solution for injection, into the reconstituted
NovoThirteen vial.

Gently swirl the vial to mix the solution.

The diluted solution is a clear, colourless solution. Check the injection solution for particulate matter
and for discolouration. If either is noticed, please discard.

After dilution proceed to the step ‘Injecting the solution’.
Any residual material of the diluted product has to be discarded immediately.

In case of any questions ask your doctor or nurse.
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HIGHLIGHTS OF PRESCRIBING INFORMATION e After reconstitution with 3.2 mL of sterile water for injection, each

These highlights do not include all the information needed to use vial contains 667-1042 IU/mL of recombinant coagulation factor
TRETTEN safely and effectively. See full prescribing information for XIII A-subunit.
TRETTEN.
CONTRAINDICA TIONS-----mrmmmmmmmmmmeeeee
TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant) Hypersensitivity to the active substance or to any of the excipients. (4)
For Intravenous Use. Lyophilized Powder for Solution for Injection
Initial U.S. Approval: 2013 mmmmmmmmmmmneeemeeee--WARNINGS AND PRECAUTIONS-----mmeeemmmoeeee
. Discontinue if allergic or hypersensitivity reactions occur. (5.1)
INDICATIONS AND USAGE . Monitor patients for thrombosis. (5.2)
TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant), is indicated e Analyze for neutralizing antibodies if FXIII activity fails to reach
for routine prophylaxis of bleeding in patients with congenital factor XIII A- expected levels or if reduced therapeutic effect is observed. (5.3)

subunit deficiency. (1)

ADVERSE REACTIONS
The most common adverse reactions reported in the clinical trials (>1%)
were headache, pain in the extremities, injection site pain, D dimer
increase. (6)

TRETTEN is not for use in patients with congenital factor XIII B-subunit
deficiency. (1)

e --DOSAGE AND ADMINISTRATION----mmmrmmemmmemeeee

For intravenous use only. To report SUSPECTED ADVERSE REACTIONS, contact Novo
Nordisk Inc. at 1-844-873-8836 or FDA at 1-800-FDA-1088 or

Dose: www.fda.gov/medwatch

. 35 international units per kilogram body weight once monthly to
achieve a target trough level of FXIII activity at or above 10% using a
validated assay. (2.1)

. Consider dose adjustment if adequate coverage is not achieved with a
35 IU/kg dose. (2.1) e USE IN SPECIFIC POPULA TIONSrenemememememememe

*  Once reconstituted, TRETTEN may be diluted with 0.9% sodium Pregnancy: No human or animal data available. Use only if clearly
chloride to facilitate measurement of small volumes. (2.2) needed. (8.1)

DRUG INTERACTIONS
Do not administer TRETTEN with recombinant factor VIIa. (7)

Rate: Do not exceed 1-2 mL per minute. (2.3) See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved patient labeling.
- -——-—-DOSAGE FORMS AND STRENGTHS---------------memm-

e  Lyophilized powder in single-use vial containing 2000 - 3125 IU of
recombinant coagulation factor XIII A-subunit.

Revised: 03/2014

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE

10 OVERDOSAGE

11 DESCRIPTION
2 DOSAGE AND ADMINISTRATION

2.1 Dose 12 CLINICAL PHARMACOLOGY
2.2 Reconstitution 12.1 Mechanism of As:tlon
2.3 Administration 12.2 Pharmacodynamics

12.3 Pharmacokinetics

3 DOSAGE FORMS AND STRENGTHS
13 NONCLINICAL TOXICOLOGY

4 CONTRAINDICATIONS 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

13.2 Animal Toxicology and/or Pharmacology
5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions 14 CLINICAL STUDIES
5.2 Thromboembolic Risk
5.3 Inhibitors 15 REFERENCES
6 ADVERSE REACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING
6.1 Clinical Trials Experience 17 PATIENT COUNSELING INFORMATION

7 DRUG INTERACTIONS

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use

*Sections or subsections omitted from the full prescribing information are not
listed.



FULL PRESCRIBING INFORMATION

1

INDICATIONS AND USAGE

TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant), is indicated for routine prophylaxis for bleeding in
patients with congenital factor XIII A-subunit deficiency.

TRETTEN is not for use in patients with congenital factor XIII B-subunit deficiency

2

DOSAGE AND ADMINISTRATION

For intravenous use only.

2.1

2.2

Dose

Treatment should be initiated under the supervision of a physician experienced in the treatment of rare bleeding
disorders.

The dose for routine prophylaxis for bleeding in patients with congenital factor XIII (FXIII) A-subunit deficiency is
35 international units (IU) per kilogram body weight once monthly to achieve a target trough level of FXIII activity
at or above 10% using a validated assay.

Consider dose adjustment if adequate coverage is not achieved with the recommended 35 [U/kg dose.

A pharmacokinetic study was conducted in the FXIII congenitally deficient population evaluating five dose cohorts
(2,7, 24, 60 and 89 1U/kg) with blood sampling at 0.5, 1, 4, 8, 24, 48, 72 hours, and 7, 14, and 28 days. Samples
were tested for FXIII activity by a chromogenic assay and for FXIII A,B; tetramer levels by an ELISA, as well as
for other analytes. It was found that FXIII tetramer levels were proportional to the observed FXIII activity up to the
point of replacement of 100% of normal FXIII activity, but there was no increase in FXIII tetramer levels at higher
levels of FXIII activity. A dose of 35 IU/kg is sufficient to replace 100% of FXIII activity in this population, and
higher doses may not increase the levels of tetrameric Factor XIII.

Reconstitution

Reconstitute only with sterile water for injection (provided with TRETTEN). The product can be reconstituted using the
vial adapter included or a needle.

Water vial Powder vial
Plastic cap Plastic cap
(white) (orange)
Rubber Rubber
stopper stopper
Vial adapter

Protective ﬂ Tip
cap
Protective paper J Spike

Reconstitute using the following procedures:



1. Use aseptic technique.

2.  Wash hands before starting.

3. Bring TRETTEN (white lyophilized powder) and sterile water for injection (diluent) to room temperature, but not
above 25°C (77°F).

4. Remove the plastic caps from the two vials.

5. Clean the rubber stoppers on the vials with sterile alcohol swabs and allow them to dry before use.

6. Remove the protective paper from the vial adapter, but do not unscrew the protective cap. Attach the vial adapter to
the diluent vial, without taking the vial adapter out of the protective cap. Once attached, remove the protective cap
from the vial adapter by lightly squeezing the protective cap with your thumb and index finger as shown on the
figure below.

— —F\

7. Draw back the plunger of the sterile syringe and admit a volume of 3.2 mL air into the syringe.

]

8. Screw the syringe onto the vial adapter on the diluent vial.




9. Inject the air from the syringe into the diluent vial until resistance is felt. Then hold the syringe with the diluent vial
upside down and withdraw 3.2 mL water into the syringe.

v

r I 4
10. Remove the empty diluent vial by tipping the syringe with the attached vial adapter.

11. Attach the syringe with the vial adapter to the powder vial. Hold the syringe slightly tilted with vial facing
downwards. Push the plunger slowly to inject all water (3.2 mL) into the powder vial. Do not inject the diluent
directly on the TRETTEN powder to avoid foaming.



12. Gently swirl the vial until all material is dissolved. Do not shake the vial. The reconstituted TRETTEN is a clear
and colorless solution. Use the reconstituted TRETTEN immediately. If not, store the solution refrigerated or at
room temperature not to exceed 25°C (77°F) for up to three hours. Discard after three hours.

NOTE:
e  For larger dose that requires multiple vials of TRETTEN, reconstitute each additional vial using the same
procedure with a separate syringe.
o  For smaller dose that requires less than the full volume in the vial, reconstituted TRETTEN may be diluted
with 0.9% sodium chloride to facilitate measurement of small volumes. Discard remaining product.
e  For home administration, any such changes should be communicated by the pharmacist or healthcare
provider to the patient or family.

2.3 Administration

o Inspect the reconstituted TRETTEN visually for particulate matter and discoloration prior to administration. Do not
use if particulate matter or discoloration is observed.

e Administer at a rate not exceeding 1-2 mL per minute.

¢ Do not administer with other infusion solutions.

e Do not administer as drip.

3 DOSAGE FORMS AND STRENGTHS

TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant), is available as a white lyophilized powder in single-use
vial containing nominally 2500 IU per vial (2000 — 3125 IU) of recombinant coagulation factor XIII A-subunit. The
actual amount of TRETTEN in IU is stated on each carton and vial.

After reconstitution with the provided Sterile Water for Injection, each vial contains 667-1042 IU/mL recombinant
coagulation factor XIII A-subunit.

4 CONTRAINDICATIONS

TRETTEN is contraindicated in patients who have known hypersensitivity to the active substance or to any of the
excipients [See Description (11)].



5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

TRETTEN may cause allergic reactions. If signs or symptoms of anaphylaxis or hypersensitivity reactions (including
urticaria, rash, tightness of the chest, wheezing, hypotension) occur, discontinue immediately and institute appropriate
treatment.

5.2 Thromboembolic Risk

Thromboembolic complications may occur. Monitor patients with conditions that predispose to thrombosis for signs
and symptoms of thrombosis after administration of TRETTEN.

5.3 Inhibitors

Inhibitory antibodies may occur with TRETTEN. Patients with inhibitory antibodies may manifest as an inadequate
response to treatment. If expected plasma FXIII activity levels are not attained, or if breakthrough bleeding occurs while
receiving prophylaxis, perform an assay that measures FXIII inhibitory antibody concentrations.

6 ADVERSE REACTIONS

The most common adverse reactions reported in clinical trials (>1%), were headache, pain in the extremities, injection
site pain, and increase in fibrin D dimer levels.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

During clinical development, TRETTEN was administered to 77 patients with congenital factor XIII A-subunit
deficiency (3:2, male: female ratio) for a total of 1990 doses. Fifty patients (65%) were between the ages of 18 and 77
years (received 1338 doses), 21 patients (27%) were between the ages of 6 and less than 18 years old (received 560
doses), and 6 patients (8%) were less than 6 years old (received 92 doses). Patients were exposed for up to 4.5 years.

Of the 77 patients, 68 received 1979 monthly doses of 35 IU/kg of TRETTEN for routine prophylaxis of bleeding.
Eleven single doses of TRETTEN have been administered to nine patients for pharmacokinetic investigations.

The adverse drug reactions reported included headache, pain in the extremities, pain at the injection site, and increase in
fibrin D dimer levels (without evidence of thromboembolic events).

Immunogenicity

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be influenced by several
factors including assay methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of the incidence of antibodies to TRETTEN with the incidence of
antibodies to other products may be misleading.

Low level, non-neutralizing antibodies were seen in four of the 77 patients with congenital FXIII A-subunit deficiency.
They were all under the age of 18 years. Three of these patients discontinued from trial after development of antibodies.
All four patients received at least two doses, with at least one dose given subsequent to the formation of the non-
neutralizing antibodies. These antibodies were not found to be of clinical significance.

In another study including 50 healthy subjects (29 males, 21 females), who were given 2 doses of TRETTEN, one
subject developed low-titer, transient non-neutralizing antibodies after receiving the first dose of TRETTEN. The
antibodies had no inhibitory activity, and the antibodies disappeared in the 6-month follow up.



7 DRUG INTERACTIONS

Thrombosis may occur if TRETTEN is administered concomitantly with factor VIla [See Nonclinical Pharmacology

(13.2)].
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C. Animal reproduction studies have not been conducted with TRETTEN. It is also not known
whether TRETTEN can cause fetal harm when administered to a pregnant woman or can affect reproduction capacity.
TRETTEN should be given to a pregnant woman only if clearly needed.

8.3 Nursing Mothers

It is not known whether TRETTEN is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when TRETTEN is administered to a nursing woman.

8.4 Pediatric Use

Pediatric patients in the phase 3 study and the extension study included 6 children in the age range 0-5, 12 children in
the age range 6-12, and 9 adolescents in the age range 13-17 who were treated with TRETTEN for a total of 652
exposures. Adverse reactions were more frequently reported in patients aged from 6 to less than 18 years old than in
adults; a greater number of possible/probably trial drug related events were reported in the patients below 18 years of
age (6 patients with 11 events in 27 enrolled patients) than in those above 18 years (3 patients with 3 events in 41
enrolled patients). Three patients under 18 years experienced non-neutralizing antibodies and were withdrawn from the
study. A fourth pediatric patient who had a non-neutralizing antibody remained in the trial. No dose adjustment is
required for pediatric age group.

8.5 Geriatric Use

The safety and efficacy of TRETTEN in the geriatric population have not been established due to an insufficient
number of patients.

10 OVERDOSAGE

One patient accidentally received a dose 2.3 times the recommended dose. No clinical signs and symptoms were
observed.

11 DESCRIPTION

TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant), is a recombinant human factor XIII-A, homodimer
composed of two factor XIII (FXIII) A-subunits. The FXIII A-subunit is a 731 amino acid chain with an acetylated N-
terminal serine. When FXIII is activated by thrombin, a 37 amino acid peptide is cleaved from the N-terminus of the
A-subunit.

TRETTEN is manufactured as an intracellular, soluble protein in yeast (Saccharomyces cerevisiae) production strain
containing the episomal expression vector, pD16. It is subsequently isolated by homogenization of cells and purification
by several chromatography steps, including hydrophobic interaction and ion exchange chromatography. No human or
animal derived products are used in the manufacturing process.

TRETTEN is supplied as a sterile, white lyophilized powder in a single use vial. Table 1 and Table 2 list the vial
content of reconstituted TRETTEN and the diluent, respectively.



Table 1 Content of Reconstituted TRETTEN*

Content Per Vial® Function
Coagulati'on Factor XIII A-Subunit 2000 — 3125 TU Active substance
(Recombinant)

Sodium Chloride 8.70 mg Stabilizer
Sucrose 174.0 mg Stabilizer
Polysorbate 20 0.30 mg Surfactant
L-Histidine 9.30 mg Buffer

* Values are given per 3 mL reconstituted TRETTEN.

Table 2 Content of Diluent for Reconstitution of TRETTEN

Content Per Vial Function

Sterile Water for Injection 32mL Diluent

After reconstitution with 3.2 mL sterile water for injection, each vial contains 667-1042 IU/mL of recombinant
coagulation factor XIII A-subunit. The reconstituted solution has a pH of approximately 8.0. The formulation contains
no preservative and must only be administered intravenously.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

FXIII is the terminal enzyme in the blood coagulation cascade. When activated by thrombin at the site of vessel wall
injury, FXIII plays an important role in the maintenance of hemostasis through cross-linking of fibrin and other proteins
in the fibrin clot.

In plasma, FXIII circulates as a heterotetramer [A,B,] composed of two FXIII A-subunits and two FXIII B-subunits
held together by strong non-covalent interactions. The FXIII A is the catalytic subunit and FXIII B-subunit acts as
carrier molecule for the FXIII A-subunit in circulation, and is present in excess in plasma. When FXIII A-subunit is
bound to FXIII B-subunit [A,B,] the half-life of the FXIII A-subunit [A,] is prolonged. FXIII is a pro-enzyme
(protransglutaminase), which is activated by thrombin in the presence of Ca**. The enzymatic activity resides with the
FXIII A-subunit. Upon activation, the FXIII A-subunit dissociates from the FXIII B-subunit and thereby exposes the
active site of the FXIII A-subunit. The active transglutaminase cross-links fibrin and other proteins resulting in
increased mechanical strength and resistance to fibrinolysis of the fibrin clot and contributes to enhance platelet and clot
adhesion to injured tissue.

Coagulation Factor XIII A-Subunit (Recombinant) is a protransglutaminase (rFXIII [rA,;] homodimer) and binds to free
human FXIII B-subunit resulting in a heterotetramer [rA;B,] with a similar half-life to [A,B,]. rFXIII has been shown
to be activated by thrombin in the presence of Ca*". Activated rFXIII has been shown in dose-dependent manner to
increase mechanical strength of fibrin clots, retard fibrinolysis, and rFXIII has been shown to enhance platelet adhesion
to the site of injury. After combining with available plasma B-subunits, Coagulation Factor XIII A-subunit
(Recombinant) has been shown to have the same pharmacodynamic properties in plasma as endogenous FXIII.

12.2 Pharmacodynamics

A qualitative assay of clot solubility is widely used as an indicator of FXIII deficiency; when performed correctly the
test is positive only when the FXIII activity in the sample is close to zero. The results of standard coagulation tests are
normal as it is the quality of the clot that is affected. In addition, at present there are no markers that can quantitatively
assess the in vivo pharmacodynamics of FXIII.

12.3 Pharmacokinetics

Steady State in Patients with Congenital Factor XIII Deficiency




In 23 patients with congenital FXIII A-subunit deficiency on prophylaxis, the pharmacokinetics of rFXIII were
evaluated over a dosing interval of 28 days during steady state.

The pharmacokinetic parameters based on steady state baseline adjusted FXIII activity (Berichrom assay) values are
shown in Table 3.

Table 3 Pharmacokinetic parameters based on steady state baseline adjusted FXIII activity
Parameters Mean (SD)

Css, max (IU/mL) 0.71 (0.17)

Css min {U/mL) 0.05 (0.05)

AUC ¢.inry IU*h/mL) 128.3 (40.5)

Clearance (mL/h/kg) 0.33 (0.11)

Half-life (days) 5.1 (2.6)

V¢ (mL/kg) 65.9 (26.9)

MRT (days) 79@3.4)

At steady state, the pharmacokinetics of rFXIII are comparable with the single dose pharmacokinetics of
rFXIII.

Pediatric (Ages 1 to < 6 Years Old)

In a pharmacokinetic trial six children with congenital FXIII A-subunit deficiency on prophylaxis treatment were
administered a single intravenous dose of 35 [U/kg. The pharmacokinetic parameters based on baseline adjusted FXIII
activity (Berichrom assay) values are shown in Table 4. No dose adjustment is needed for pediatric patients as there is
no influence of age on the pharmacokinetics of TRETTEN.

Table 4 The pharmacokinetic parameters based on baseline adjusted FXIII activity
Parameters Mean (SD)

Ciax (IU/mL) 0.48 (0.14)

AUC .inpy IU*h/mL) 107.8 (32.2)

Clearance (mL/h/kg) 0.41 (0.20)

Half-life (days) 7.1 (1.9)

Vs (mL/kg) 61.2 (41.0)

MRT (days) 7.5 (4.8)

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals to evaluate the carcinogenic potential of TRETTEN, or studies to determine the effects of
TRETTEN on genotoxicity or fertility have not been performed. An assessment of the carcinogenic potential of
TRETTEN was completed and suggests minimal carcinogenic risk from product use.



13.2 Animal Toxicology and/or Pharmacology

Exaggerated pharmacologic effects, including general thrombosis, ischemic necrosis and mortality were observed in
nonclinical studies with TRETTEN and non-proteolytically activated recombinant FXIII at a dose of 1670 IU/kg, i.¢.,
48 times the recommended human dose of 35 1U/kg.

In a monkey cardiovascular safety pharmacology model evaluating the combination of excessive doses of TRETTEN
(585 TU/kg, 17 times the expected human dose) in combination with rFVIIa (1000 mcg/kg, 11 times the expected
human dose), one of the twelve monkeys died 4 hours after treatment due to thrombosis. Procoagulant risk factors,
including 6 indwelling catheters per monkey and the induction of anesthesia, may have complicated the study results. It
is unclear whether the mortality was related to the overdose of one or both products, or a specific interaction between
them. Nonclinical and clinical studies with the combination of TRETTEN and rFVIla at recommended human doses
have not been performed.

14 CLINICAL STUDIES

To establish the efficacy of TRETTEN for the prevention of bleeding in patients with congenital FXIII A-subunit
deficiency, a multi-center, open-label, non-controlled trial was conducted for 52 weeks in forty-one (41) subjects > 6
years. All subjects received monthly doses of TRETTEN at 35 IU/kg. Bleeding episodes that required treatment with a
FXIII-containing product were observed to evaluate the efficacy of monthly replacement therapy with TRETTEN on
prevention of bleeding episodes.

Subjects with congenital FXIII A-subunit deficiency confirmed by genotyping were included. Subjects who before
entering the trial had received regular replacement therapy were to have initiated regular replacement therapy at least 6
months prior to screening and were to have a documented history of at least one treatment-requiring bleeding episode
before initiation of regular replacement therapy or a documented family history of FXIII congenital deficiency. Subjects
who before entering the trial had only received on-demand treatment were to have a documented history of at least two
treatment-requiring bleeding episodes within 12 months of the screening visit. Severe bleeders as defined by a
documented history of >2 treatment requiring bleedings per year during regular FXIII replacement therapy were
excluded.

During the prophylaxis treatment period with TRETTEN (434 subject months), five bleeding episodes treated with
FXIII-containing products were observed in four subjects. All five were associated with trauma. When calculated for all
41 subjects, this translated into a mean annual rate of bleeding episodes that required treatment of 0.14 [95% CI:0.058-
0.332] per subject year, which was statistically significantly lower than the historic bleeding rate of 1.68 per subject
year for on-demand treatment. The age-adjusted rate of bleeding episodes that required treatment during the TRETTEN
treatment period was 0.05 [95% CI: 0.0094 - 0.2501] per subject year with a model-based estimate corresponding to
the mean age of 26.4 years. The mean annual bleeding rate in patients below 18 years of age was higher compared to
that in adults (0.362 versus 0.040 bleeds/subject/year). Table 5 below lists the estimated bleeding rates by age.

Table 5 Estimated Bleeding Rates by Age

. . Historical Control Group
Estimated Bleeding Rate 95% CI Estimated Bleeding Rate

Group N .
(bleeds/subject/year) (bleeds/subject/year)
All 41 0.138 [0.058; 0.332] 1.68
< 18 years 15 0.362 [0.136; 0.963] 2.00
> 18 years 26 0.040 [0.006; 0.283] 1.59

Thirty-four (34) of the 41 subjects and an additional 21 new subjects were enrolled in an ongoing second trial. During a
total treatment period of 107.5 subject years (mean of 1.95 years per subject), 5 subjects experienced 6 bleeds that
required treatment with a FXIII-containing product. The mean annual rate of bleeding episodes that required treatment
was determined to be 0.056 per subject year. The age-adjusted rate of bleeding episodes that required treatment during
the TRETTEN treatment period was 0.022 per subject year [95% CI:0.0045; 0.1023] with a model-based estimate
corresponding to a mean age of 29.5 years. The annual mean bleeding rate in patients below age 18 was higher



compared to that in adults (0.127 versus 0.026 bleeds/subject/year) with some overlap of the respective 95% confidence
intervals. Table 6 lists the estimated bleeding rates by age.

Table 6 Estimated Bleeding Rates by Age

Estimated Bleeding Rate

Group N (bleeds/subject/year) 5% €1
All 55 0.056 [0.025; 0.124]
< 18 years 16 0.127 [0.048; 0.339]
> 18 years 39 0.026 [0.007; 0.105]
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

TRETTEN, Coagulation Factor XIII A-Subunit (Recombinant), is supplied as a white, lyophilized powder in single-use
vial along with the diluent (Sterile Water for Injection) vial.

The actual amount of TRETTEN in international units (IU) is stated on each carton and vial. TRETTEN and the sterile
water vials provided in the package are not made with natural rubber latex.

Presentation Carton NDC Number Components NDC Number

2000 - 3125 1U 0169-7013-01 e TRETTEN Single-use Vial
[NDC 0169-7113-11]

e Sterile Water for Injection Vial
[NDC 0169-7000-93]

Storage and Handling

e  Store refrigerated at 2°C — 8°C (36°F — 46°F) prior to reconstitution. TRETTEN is stable until the expiration
date on the carton and vial label. Do not freeze. Store protected from light.

e  Use reconstituted TRETTEN within 3 hours.

e If the reconstituted product is not used immediately, store the solution refrigerated or at room temperature not
to exceed 25°C (77°F) for up to 3 hours following reconstitution.

17  PATIENT COUNSELING INFORMATION

e Advise patients to read the FDA-approved patient labeling (Patient Information and Instructions for Use).

e Discuss the signs and symptoms of allergic hypersensitivity reactions, such as urticaria, rash, tightness of the
chest, wheezing, hypotension and/or anaphylaxis experienced during or after injection of TRETTEN /see
Warnings and Precautions (5.1)].

e Discuss signs and symptoms of thrombosis, such as limb or abdomen swelling and/or pain, chest pain,
shortness of breath, loss of sensation or motor power, altered consciousness, vision, or speech [see Warnings
and Precautions (5.2)].



e Inform patients that breakthrough bleeding may be the sign and symptom of inhibitor formation [see Warnings
and Precautions (5.3)].
License Number: 1261
TRETTEN" is covered by US Patent No. 7,220,556 and other patents pending.
For Information contact:
Novo Nordisk Inc.

800 Scudders Mill Road
Plainsboro, NJ 08536

Manufactured by:
Novo Nordisk A/S

DK-2880 Bagsvaerd, Denmark



J RY—7 1 —2FFH 2500

1.7 AERIR—E

JIRJILTARY TJ7—IH%AE%



2 0f 8



1.7

RERMAE—E

30f8

AFNL, B R EEE S XU K - 8AICThH D[4 Fr . W MU T ar (Bis 1
z) 1o BNV THar (BEFHEIERZ) X BERE (Saccharomyces cerevisiae) % g AW CTHLES
DB FAAMA B MLREEES XTILA A7 2=y RREX A ~—ThV, BETRIZBNTE b
SATEN W SRIFAEHIAE F L TuvZany,

AT, BEITK

S AT D B A LA R VR [ 5 XL [ 7B 3 7 <L iz Rl A L TR V6 [

XK FRAITHD (7470 H I PHIEM] 1B ORN T RMEMKEEE 5 XL K7 X2z

K5 A ) & ZhRE

TR DOOE D E LTHREERFEENTWARNRTH D, 2D b, BE

RFERERDIZRVR, BEICAKAE [7 0 70 h I U PEEM] & ORRE UTICRT,

®£1.7-1 RERZIA—E

— A4 B APV TFhats (BEFHEEEZ) RERIRAE A\ IR S X1 K+

AR 7e44 J AR —F ¢ — U EIEH 2500 T4 7 a I PN

=t IR IINTF 4 AT T —~ RSt CSL _—V v Z k&4t

AFAEH H - 20094F 1 A 8 H (RFEAETIZL D)
747 uH P (IHERGEA) Dig AR
FHHA 199443 H 40

A - BRI

FRHI X5 - FEE W) i e i,
AL A [ 38 5

K - &5 TFEEHA TFEEHA

1 34 7L FoRE 2500 [EFRHEAL 2 &

1 31 7 UifieE A mSE 1mL & X1 K
FIEVED 240 5 0L EaEA (1% & 13
NILAE 1mL WA 2 3 2 5 XTI R 16 1)

IR EESTIES

He R MR EEE 55 XA AV 7 2= K
RZ BIFNZIT D Hffgm o i

1. S5 RME B OV RN i i e [ 25 XTI (&I 12K
22 X 5 i fe A

2. MIREERE S XIII R 15 FIo k5 s A R4
K OVESL

3T x—r T Ny RERBERIC R T

2 T RER Ot
R BA AR
PNRE AT AN RN | ML R [E 55 XTI K+ OFE MR E ., oS30 | fedize L
B A H L | IE, BGFRAR & Oy /2 i 75T
DIFEE S RMEIMIKEEEF XK+ AT 2=
REZBELZBTDHZ L,
HAEROHE | AFI 2R OBBRERE TR L. 2mL/%y | AR5 Z IO B RTES KIS 5,

AN
=
B 2 TR O TR IR IR T

SISV FR IR IHED SN




4 0of 8

— A4 B I MYV TFAhas (BETFHEBRZ) HE AR A IR 55 XT11 R+
2, 212 & B i fEm>
{REE 1 kg 24729 35S [EERHNLZ 40 2 L I2E |1 H & 4~20mL ZFEIRICFRIRN R 595,
M5+ 5, 7pB. AR, JEIRZR EIC L0 R
¥, MM EES T 258, (KE 1kg | Do
720 3SERREALZRGTHZENTE 5, | MREEE S X A KT IS fE R4
K OB LD
WEL. A LT 1 H& 12~24mL Z 5%
WICEFIRNEE G35, 7272 L, AANTENE
RIE, SMERYOHEFE L7112 T, MGk~
R MIET VT I R NEL
MG, BEALOMFRE L, IR RS 55 X1
KT 70% L FIIE T LT a BFICHRE
THZE, B, S HMEE L THIERIC
LENRD LNRWGEAIZIE, #5E2FIE
52L&,
=T -~ wREBRICBIT S
TRLER O g
WE . 1A 1A 12~20mL & BRI RN #%
595, 7ok, A, ERIC L0 I
T %5, T2 L, eSS X K25 90%
DRI T LTV A RBREICEGTHZ L,
FRIFIZ 3 A oBE &35,
FEROHEIZ [(1) HIMRRZE, AFIOBE 21T 2 8ilc, | # KPR MR ERE 55 X K1 K ZAEIZ % LT
BEsE 9~ 2 {1 hoIBREE +HoEET 2L, U | AFOHELZHT 256 1%, BhE %
DIEE RV EICIE, BERHI OIS | BSBICRZORK (freex—7E)
T DERMFEICBNT, o7 ONTHLEETDHZ &,
ik RERZFFOEMO L & THEAT S
&,
Q) HMmERHCE 5T 2546, AFOE 51T
LEIE L.+ 28 036G o2 nsg
EIZiE, MOBEIEICEIV 252 &
CHH i R D AR BRIZ R AL CT 5
( TERRAE ) DHESR) ] .
st A L Al L
2 (koM | Zo#ize L ARFND PR AE LI BOE DBEERE D & 2 1
FZITBEE L *
Wz e ]
R EoEE  |(1) AFIORSIS LIBBUEOBEROH | (1) HFEEieEDBE (#5112 L v ERE

LEERS (K
DBEIITIEE
5352

&)

%8B

(2) MABERIED Y X7 Db 5 HEE [AHA
DRIZE D 7 4 7V U BRELEN
B2, MARFERRIED U A 7 3R T
LHBENDRH D]

BElesgsrBENLH D, ]

2) EiMtE - kg oBRE [ b YLK
7 A VA B19 D&Y% L = TR HEME A
BETE e, B LGE T, %
= b A =Y R = SO N EW: RANE N = IR N




50f8

— A4 B APV TFhats (BEFHEEEZ) RERIRAE A\ IR S X1 A+
3) MWEBROHHHBEE [EEDOERDOY PREZTZEND D, ]
A, MEEEES XK+ BV 7 2=y |(3) EREEE - fEmfkEDRE (b
F2BRZ L TWAREEMERH D . KA r LR A )L A B19 DY % = 4
DEN TR b5 ( D EE, AREME AT E TE RV, Y LTS A
FEARREE ] OHQR)ZM] WZIE, Bt mA o+ 221 H
%, ]
EIRIEARN (1) AR OFEEITIERIE MR EEE S XU IA | [BE ~D]
EE FRZEBEIZEAT D078 - 1R | BKHI ORI 7= > TIRER OIRHEIC BT

BT HEMDOE & THBT S 2
L,

MR RS 25 XA B 7 =v hK
ZRE T, AAIO MR A E L
<R L, & 5% B HNCE XK F1%
PEPME T D AREENH D72, MR
S XK F+BY 7 2=y FRZH
FlizBEE L e ( Tahee - 2R
WZBE T 2 EoEE ] OES
[N

B O I HP I i R e [E 55 XTI A1~ 2 %
THA e EX—DRETHEBZENAN
H5, ARG LCTHTPAELEZIEMR
NEDFG LR NGER, T LI
EES X K+ L ~LIZ 2 LR WA O iR
IRARAAT RO L -HE i, A
Ve EX—DOREEREN, fEEH
— DR EIT O 72 EEBEELS KL L
WY e ALE AT O 2 &,

% RAE I R E 55 XTI K1 /R 2 FRE
(6 XWX+ B 2huik7e &) <Tix, &
XII KD AEIEERIIE L, AF| D
MENELNIRNZ N DD, #
R MR e 45 XU KK 2 & 12X
BELRWZ &,

TEMI 72 8 5- 24T D 72 WIERI 2 %G &
LT, APkl k3 2 M EREE O
W% fat U 7 BR R X 540 L T
AN

)

3)

“)

()

HARBNOMLENE L & BT, AFNORIEICER
U YYIE DGk Z2 B 1k 2 72 6 D2 et 5
DL LN TWAR, iRz FEE LT
D2 EICHRT DIEYYERTE D U R 7 & 5E
BITHRT A Z N TERNWI L EZBEIC
KLUTHHAL, LB LOBOL 2
L.

(1) AFNOJFEELE 72 5 MAFEIZDVW T,
HBs U5, HL HCV Hiik, HT HIV-1 Hilk
EOFTHIV2 FiANEETthdr 2t &
EREL TS, &bz, =LK
B sl >vCid, HIV, HBV, HCV
K& OVHAV 122U TEZ R AR F A
(NAT) Z3EL., @4 LzmfEs AR
FIOBEE I L TOD 3, 4% NAT
ORHRFRLLT DT A L APRA LT
WD RREMENEICHFIET D, Fo, b
VAR T A VA B19 12DV TE NAT
kDA ) —=0 7 %EmL., #E
LI sE % VLT 5,
ZDH%OBIETTH S 60°C, 10 K]
WRMBGLEL X, HIVZIZILD LT 5
KT A NVARRE - NG LR EAT
DI EDPHERBINTNDHER, HEITE
LCIE, ROBICTHHEETHZ &,
1555 T R D BUAE O BE TR T,
E RV RT AV ABIOZED T A LA
BSERIIRIEL - BRET D 2 L BRE
ThHH=D, KEOEEIZLY FDK
PeDORREMEZ BETEX 20O T, &5
#BoRkiEmE 3 BET L L,
BEE TICARBOE G\ X v BRI
nAY 7=k Y27 (vCID) %
PEFE LTz &L oA Ty, Lol
N, BETRICBWTERE ) 4
PR LED EOHRERDHDHLDOD,
PRI 72 vCID HEDORRED U R 7 %584

2)




6 of 8

— R PR

ALV TFHaS (BEFHER)

HE AR A IR 55 XT11 R+

WZITHEBR TE 200 T, BHORBRITIX
BEASOTIZ 51T, 16 Lo
D Ry i TRt =N AP NP

Q) vav I EERERREHEZREZTZ L
NHDHOT, EELTHEAL, Kz
+HoBETH L,

(4) HEEE L7 a, B OIMmE I
TR 55 XU K Floxtd 51 e B X
—DREEZTBETERVDOT, Blgis
+32ATO 2 &,

(5) V=T ANy RERRRE
W E5T DA ICIIUL ToRICEET
HT L,

1) fEERIER S L <IZBIEER A 2 LT
WHBEICRETHZE (KA,
REERE R . BARE IR LA DSR2 f
L CRRITHERE STV

2) JFHIE U CTARE 2 B &3 2 i
JEIRDEVEE

3.BIEH

S RPEIMREEE S XK+ A T=2=>
RZBEZXRZRE UM E TR L O
[EBE LR 55 T ARRRBR (2 B\ C, AR KL
Stz 674 (EWNSHI. #6261 H 14
B (EN 1 E, w1360 (20.9%) 12 20
HORIWERNRD b, TOERLODIX
FEFRHUREGE 4 /4 B (EBUIE ] ==
6.0%) K OVH MERME 2 44:/2 1 CRREBUE
BIR 3.0%) ThHotz, (KREF)

(1) ERZBRIWEH

vav s, TF74T7%—

vavd, TTF74T7F%—0"bbbihd
ZENHDHDOT, BIEE STV, £
FE. FRE, R, MRS, K S
DIERBRD SN HE IR E & F ik
L. @Y 0EEZITH 2 &,

747 ua Ry (AR Hh S oD i ik e
%X K2y &3 584) CORAET
I, RRGER 2,951 B, 60 61 (2.03%) IZ
BIVEH (BARBREERT 2 5T) PHE S
. BIWERZEEEENT 900 1 (3.05%) TH
STz, THE RS X KR - RZIE] |
BEA A2 R OVESL ] (XFFRAK TR,
(S x0T A0~ RERR] 13HE
AT R GERE)
7. 7470 P (IERROME
BEE S XTI K 72 By & 32 84 Tk
FRIEF E T O TRIES] 68 il 11 151
(16.2%) ZRIEH (BRI AR 25
te) DNRE AU, RIVER BRI 24 1
(353%) Thotz, TOE72H DI,
ALT (GPT) k5 4ff. AST (GOT) E&#-3
. v -GTP E&H 21, Al-P E5- 214, 4k
BRI 21, BE2MHETHo T,
(1) ERA2RIEH
Vavle e vavlEREITIERD
HDT, BEE ATV, BENR
D OENTEHEAICITEBIC&RS &P e
L. @Y 0EE21TH 2 &,
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—RRAA B AN TFhas (BiaFiE#z) REARRNE A O 58 X111 B F
(2) ZDfDEIEH (2) ZDfDEIEH
FIlVEFA S B EE BHEEAH] 0 1~5%Aili 0 1%
5%LL F 1~5% A F 721 5%
mo BB AR pE" D RIS, FIE
b DEA~—HN ks e, MErE
T ol | FEPFBHURE SR, DOJSR . TEARRAL bR BiE, HFEN
. BIfE. ALP E5- *
JIlR7:3 /MR
I ERER I %
JiFRg 2 AST(GOT), I'-GTP, Al-P,
ALT(GPT) -5 By,
LDH k5
i =2 BUN, 7 LT
F=r k5
Z0fh [e3s:
) EHEPIET S SO EET) L,
H2)  EMRICRAEZTT O 7 B E ATV, SRR b
BITiE, AL 57 Ll EEITO 2 L.
4. FEE O | I EEE TIEEEENME T LTS | —RICE S CIXABENSME T LTS
5 DT, BEDIREAZBE LN LEEICE |OT, BEORELZBR LN LEE K

G4nz &,

G4nz &,

5.0ER . PE.
AT FE~ OB
5.

(1) AR OF 53 25 L2t TN L
TRV, BEIE SEEENR LTV 25 A BE
PED B 2 i MR E oA 8 MENE
Btz ER S 5AC 0 FEE5 45 2
i

Q) FILFOBEITIERE EOH KM E
Btk Z ER S 5A8C0RFEE5 45 2
L.

IR SRR L CW A RIREME D & A Ig AT
X, BB EOFRMENGERRMEZ EE D &
WrSn 25 A0 52 L, UERF
DO GAZBT B ZEVEIIHESL L T 7wy,

AR OFEIZL D B FULR T A LA B19
DEGDO W REMEZ B E TR, YL
AR R ~oEE (RrE, IR AN,

JRIRFEL) N Z B AREMERH 5, ]

6./ N~ |Fie L IR AR E I, BrE k9 52 etk i3
5. SEL TR,

7.6 B G- A7 L R L

M LR | (1) FHEEE AR

1) FHEEERIC, AR ORI 2 =
BIZCELTRBLLZ L,

2) ARFNIRM ORI B AN Z T
%, BCHAER Ko IcE LT
fETHZ L MLKIEELES LA2NE
E)

3) WHENDRNT LITX 0 EE DL
BN R 72 561X, ARH 2 IR
RAeRCHEMm%E., AR AR
6.0mL THIRTHZ LN TED, #
Wt ORI mL F1Zix, » U T
has (BfaH#z) L 1LT1.8
mg (300 IU IZAHY) BEFELD,

4) OBHF ERFEL 2N &,

5) WRIRAITCTE D2/

(1) BERFCE LW OFRD 6D H O
TG LN &,

Q) BRBITEBICERTSZ L,

(3) —EBAEMEA L7-FRiRIL., MEHEYRORs
FNRHDLOTHEHLRNT &,

4) oA L ORFTRET D Z ENEE
LV,

(5) AR OEfRR (B REFHK) %
AL, HODICAA, TILEREICD D
RONDNTHE D VAL TZ 72 VR ISR IR 5,
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ALV TFHaS (BEFHER)

HE AR A IR 55 XT11 R+

DTl HONIMHTE L X
12, 2~8°C TIRIFT D851 24 F
MLANIZ, 30°C LR CRAFT 255
WL 3REREILINICEER T2 L, o
O ORTFESRM 2B 2 D561, FE
THI L,

6) A% OERIL, MEHEROBZEN
NHDHDOTHA LSRN &,

(2) BEHIF

DD HND L O UTIRE LTV

LHHDIIEHLRNT &,

9.F DD IEE

=T A FNAOLMERET VE AW
BRIZIUN T, ARH & B n 1k 2 IEPER I
WREEE S5 VILIA 18K 2 OFH G- L 725
A, TNTETNEEBCTERELZEE LD Y
AR &Gl B O FEERAEH I K 5 1A L OBE
RO BTz, ARH LB 2 50
T 1f 3% ek [ 26 VI IR -SRI OF A Lsn 2
i

FLELR L

fris

RS A BE T L 2~8°C ITHBEYE L CHRAF

10°C LL I i 2388 1 CHRAF

A SCE DO VERR
JRTAE A
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CCDS Company Core Data Sheet (2T —# > — 1)
FXIII coagulation factor XIIT (IfiLif& &[5 XIII K1)

U International Unit ([EBRHLA7)

rFXIII recombinant FXIIT GEA=-F-#H#2 2 (i ifk e [ 55 X1 [XF-)

ey -

FRARGBR DR 512, LT O X 5 IZEBRD 4 HTOEA OF S 2 VW TRTRT D,

B EE RN
TR Pk R

F13-1661 (UKHV-1) 1661 7XBR
F13-1662 (112C01.0) 1662 F5R
NN1841-3788 3788 ik
NN1810-3733 3733 R
SERME FXIL K 2 SE B

F13-1663 (CD1.3) 1663 F5R
F13CD-1725 1725 iRk
F13CD-3720 (F13CD-1725 Dt RBR « BAEF i) 3720 iRk
F13CD-3760 3760 7R
F13CD-3835 (F13CD-3720 DIEERER « HAEF i) 3835 iR

Ehii v OFER D Cut-off date : 20134 12 H 31 H (3720

PER) . 2013451 H 15 H (3835

3of17
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1.8.1 HAXE ()



[BEBROFEXE (F) THAOH., BREOHFIXEESREN L,

201542/ 16 H

| AAEEmL o EE S 876349

TKEE S
AL R
JR 7 B A

EiRFHER A M BEE 5 XIIT & F S

MHEEERY

J RY—F 41— %% H 2500

NovoThirteen®
hbhUTHhaY GEEFHEEZ)

B R BERS AR 2~8°C I L TR AT
AR : SR OV A TSRS OE IR 92 2 &
) EE - EMEONLZICI VML L

(fRRL - 1K)

1 A7 Lrh
TRV FHhas (s Rz) 16.80 mg ¥
Wik vy oA 9.28 mg
R Eb 185.6 mg
i R Y JL~—F 20 0.32m
i LExFUL 5:92 mg
Hims i
KEE(LT R Y A i

AR OEMEE, ERREA (IU) TET,

AFNIRERE 2 O TR M A BT L & s D,

) REEEOHAEZE L, BELTASN TV D, IRHEMIK 3.2 mL
THEMRHOEIE 3 mLPICEEND D NI T s (s T Z)
1% 15 mg (2500 IU (2/1Y) TH D,

[RtHEmE A A 79 AAKRS MK 3.2 mL

o AL, BEORCH . R 3.2 mL
T L&, MEBHOKERD,
pH 7.5~8.5
BB (BB AT R 1)

(3h8E - ZR]
SERPEMEER 55 XIIT K7 A7 2=y hRZBHICRT 5 H
1 4]

GhEE - DR CHET SEALOEE |
IR 5 XTI IR 7 ORERE, Seie e i, s T Y |
DI S A R ISR E A XTI A T A 7 2= b |
TRELDNT DL, ;

(A% - AE)
AFN 2 AT OV AT THAR L 2 mL/ 5y & 88 2 70l BE TR AR
(ARSI T 5,
R 1 kg 2720 35 EFRHINL A 4 0 L SERIICE T 5.
i, MBS T 256, (RE 1 kg %729 35 [EFREA 2 £
Y52 LmnTEsd,

<%t - AEICEET SFEALDEED

(1) B, AR OEEE21T 9 AN, thoiagss -+
T5Z &, RDEB/RWVIEAICIE, BERHI SRR TE S
ERMFZIZIBNT, For el - RBRA R OEMO b & T
A+az L,

HIM B IC R 5T 558, AFOEGIZ1EE L, +97330%
DL WAL, MOEREICE Y x5 Z & (i
REOH FIRRERILIR T2 ( TERERAUIE] OEEBIR) ]

(2)

[EFRLDFE]
1. EEHRE (ROBEFIZITEECHETDH L)
(1) AFND RS 5E U BOE OBETEE D & 2 B
(2) MARZERRIED U A7 Do 5B [(RAIOHFIZ LY 7 47

3.

U B EEIEND T2, MRFERIED Y A7 BT 5
BEAWRH D]

(3) MHREB®H 2 B [REOTFREOS A, Mgk 55 XIIT
KF BV 7a=y FBRRZLTWDAREMNDRH Y | KA
DHENTRNZ LR 5 (2. EEGERITE] OH(2)
Z ]

. BERGERMEE

(1) ARANOFH LTI RN MG E 25 XTI K- /R Z BA 2B
Do i I IR AT A IEMO L & THAT S Z
L,
(2) MwigkEE s XIIL K7 B 7= MRZHEE TIE, AH
ORI A U< FME L, 5% RN E XTI A+
TEMEPME T35 ATREMERS H A 720 M EEE 45 XTI K+
BY 7=y hRZHEHFIITEG L & ([3hEE- %h
BICHETLFEALDEE] OEBR) |
B O ML P R E 5 XIID K lokt+ 54 e e x—
DREETLIBENG DD, AAIZES L TH PR LIEM
NERF LR NGEAEC, TALMES XIIT KL
JVAZTE L 72 WE DR IRIR AT RSFE O b Ha 12, A
Ve EH DAL, A e EX—OREEITORE
HEREES S U, b7 L@ 2475 2 &,
B R IR R 55 XTIL (A -k Z B3 (58 XIII (A1 H 2t
K72 L) TIE, & XIII KFDEREMERITE L, KA D
NENGELNIRNT LS D T2 % RV REEE %5 XIII
R RZEEITEES Lz L,
TEWI 22 B 5. 21T e WIER 2 %P5 & LT, Ak xf
T2 M RERIE O R A Wt U7 B AR SRR 1T 940 L T ie
A

(3)

(4

~

(5)

gl
e RPEMREEE S XIIT A7 A7 =y PRZEBEHEEZGR L
U 7455 TITAHRRER K ONEIBR SRR 55 LI AR BT K
FIFG-Eh7- 67 41 (EW 56, sk 62 1) h 14 4 (E
1B TS 13 1) (20.9%) 12 20 HoREITERI SRS b
720 Z O ER S OFIET UK EE 4 11/4 5] GEBUEF] 3 6.0%)
B OY AL ERIBAME 2 118/2 5] (EBER]= 3.0%) Th -7z,
UKERIF)

(HEXLEIER

avo. TFI743F%Y

vav I TF T4 TXR=RHLEDNL I ENHDLDT, B
Ba ATV, DB, SRS, MR, WEns, KT
EEDRERNFRD BT AT 52 f ik U e 2 L@ 217
2Tk,

)z ntnEI{EA
B R BLE
5%Vl E 1~ 5% AT
- B ek, A ERED
tiy s D 4 A ~—Hil
] G, VUSRS, VRSO
O Al FEPFPUARE B, ALP L5




4. BERME~DRE
—IC S EE TIRAEBSENME T L TWD 0T, BEOREL
BE LN DERICREST 5L,

5. 1% - B - RIABE~OHRE
(1) MR OF BB 2 222 MIEMET LT e\, s 3
TEIR LTV B FTREME D & 2 i A ITIXTEIR LA M3 fa iR
ME ERZBEICOBFEESTH L,
(2) BT OBEIITEE LA RGBS BRI DBEIC
DHFHF D L,

6. BRALEDIE

(1) Fasdng

1) FARANC, ARAE R HAMRIR Z BRICE L TR 2 &,

2) AANZTRAM ORISR ZINZ 2%, FFNICHZRHI< &)
WCRILCERT 528 LLKIEE S LAanZ y)

3) BHENDIRNZ LI LY EROSRPREER G AT, &K
B % TR B Cafitt, B AR 6.0 mL
THIRTHZ LN TE D, HRBEOEH L mL iz, »
NVTFHhars (BE7MEz) &1L T1.8mg (3001IU i
) BNEERSD,

4) thoRIFI LRIEL RN &,

5) VEMRRIZCE D ITECIERAT S 2 &, BT
T&E7pNEXZ, 2~8°C TRIFT D5, A 1 24 FERLIN
12, 30°C LUFCIRAET D 5A1E 3 B LIPICHi 45 =
L, INSORESRE B DEAIE. BETLIL,

6) B OERIT. MEHBROBZNRH DO THA L2
&,

(2) B
WEOBD LD B OITRE L THDHOIIEH L2
&,

7. TOMOEE
= A FLDOLMERETNVERWN-RERIZIBW T, A4l &
TS 7R 2 TR PR I IR 1 25 VIT K] 350 & OF L #% 5- L7235
B, ENTENEZEMTHRE LZ L & L0 HIEHAE TBEE DK
FENC & DA R OB 233D Btz BV, AH| & BEFHlR 2
TG MR MR E 25 VII R 8ANIOFA Lisnwz &,

(EMEnaE]
1. EXRMMERES X111 BFRZBEISHTL2ENHE (8ot
T—4)?
FeRPEM R 55 XIIL K7 A 7= b KZ BHICAH 35
IU/kg % 4/ & LB U ERARIBIC IS 1 2 BBt 7 = 7 7
A VAR Lz, MU % XIIT ] P50 BB T A — 4

IFUTOEEBY Thoto,
Crnax Ctrough AUCo.28days ti CL Vss
(IU/mL) (IU/mL) (IU-h/mL) (days) (mL/h/kg) (mL/kg)

n=23 n=21 n=19 n=20 n=19 n=19

0.89+0.20| 0.17+0.06 | 241+48.9 | 14.1+3.4 | 0.15+0.03 | 74.3+25.5

FHj£SD

2, pREXRMMBERESE X RFRZBEICH T 5EMBENEGE
Hr—a)d

N (1~6 mERN) O KM MIEEERE S XTI R AT 2=y
bR Z BE 6 BICARHK] 35 IU/Kg Z BRI 5 L7z & & O ik
25 XIII KI5 HEOVE R 15 B (fEPH: 10~25 H) Th -
7

[ERPRRk#E]
1. EXMEOREERSE X RFRZEFCHSTIHERAR (X2
e, mTF—4) Y
SeRPEMIBEERE L XIIT AT A Y7 2=y NRZHEE 41 flaxd5
L LT, A#I351U/kg # 4 Z &2 52 #fE., ©HIICEES LT
& Z O IR T %M L 72,
AR N T, RANC L 2 @MW 7285 F . 5 o f ik s 2
XIII K75 A RANC K D iRFEZ LT L3 25 M 4 Flo BF IR
O LT,
MR 55 XIIT (R +-& A BANC X 2 1R % 03 & 3 2 E R
120.138F N+ HETHH-T2, T4~V —x> KA > bOE
Fricisu T, 4 T L7- Hif=R1% 0.048 [A], /4 (95%1EIEIX
i : 0.009~0.250, {RERXIGERFE OLLFER 26.4 REICTHIE L 72
ETMICEDHEEM) Thoiz,

2. EXMEMERESE X RFRZEZICHTHEHEAR (EHEF
HEE 8RR 2

S RVEIM e 2 XTI F+AY 7=y hRZHEEEZIG L LT,
A#KI35 IU/kg 7 4 0 Z L ICEMMICERES L & o1k
RARFE L7z, ARRBRICIE, EERBRICSI L7958 12 287
ToimBE bHAAN DI, BARANS Flz&T 60 HI232 LT, H
ARNBEERFE DY 52 A OIRBRMAR 254 T U720 Cf T o 7 R AT
FERELLTICRT,

RERHAM P O AR OEFE (60 5]1C 2157 B O#ELE) (X, 168 A -
YT 2, 1RSI, 7 o fm ik keE 55 XIIT K75 47 754
WL DIREEVE LT D HIMN 6 FlOBREIZERD b, MiREE
E5 XIII K78 F AN L 2R A2 LB &3 2 P fmRid
0.042 [8],/ A - 4Tl o 7=, 4TI L= =% 0.015 &)/
4 (95% (5 #EX[# : 0.003~0.072. 155 G B #E O )4 31.0
ISR LT VI L DHEEME) THholo, AREIOH RS-
OF DM, MREERE S XII A7 &6 AN L 2168 E LR E T
HHM 7 oo B 1 (&S50 24 A%ICREE LIZAMEICE
K95 NI THRETS vz, A&%50 2255 1U (8 34.7 IU/kg)
OHEE G L 2 IEish 5% T3%h) LFHMi sz, BARAYER
HIZ, WBRELE LT HMERD SRnnoTz,

(EaEE)
e

MR &5 XIII 7 (FXIID) A %7 = bi%, Mg cHgsy
FTHHFXIIBY 7=y FEfEALTAT BT b T~—(AB))
BT B L, ERISER 5 DO hsy ADOFEFT
el L0iEMALT 5 & FXIIIBY 7= b SAEEEL .
T AT ST ROMO T A VB PG SE, 747U U8
DRI K OBRIA ISP % @ 0 SRR~ O /MR VT«
7 UHLOBEE I B 91012,

RENL, EETHRBEZE FFXIIAY 7 2=y k 2S5k
EXA =—Thb5H0. REOHEBER 21T 2 LA ENn 5,

(B%Ei5 2B T B ZHER]
—fL: ANV TR as (B z) (4 ik: JAN]
Catridecacog (Genetical Recombination)
(A4 JAN]

ANV TF AT, 73LEOT I BEREN S5 e ik
BXITRFAYTa2=y F 2HPOHERENLTARETH D,

e W AT
2 #1K:C7416H11470N202602222S56:166,356.30
HiEE{AK: C3708H5735N101301111528:83,178.15

[V LDFEE]
RROERE
ARNZEFEEY B KR TIERV A, R RAIRBERL TH D
Z e, REIEEE LGAR, BIERLALOE OGRS
BhHLUzR, iAEEA, EFEasiiskl, b2 &b 20 4R
o5,

(AR5
EIG ) A7 FHEFEEZ RSO L, @YICEmTHZ L,
2. ENTOBRBEFASPBO CRONTNDZ Enb, GRS
%, —EHIRIE, FTEEZRBR Y AEG] A e S TR &
FHiTHZ LR, REAERBFEOE RIEREET S &
EbiT, AFIOREMER OHEIECEET 57 — 4 % FHII
E L, AFIOWIEM I LR EAH LD 2 &,

(8 %]
J R —T ¢ — U HTEM 2500 0 131 T
(RASEERTT EHMAK 3.2 mLEAD)

(EX:3:49!
1) Effects on General Haemodynamics in Anaesthetised
Cynomolgus Primates (+EP9& k)
2) % 3 fHERRRER (F13CD-3720) (thN&EEL
3) % 3 fHEFKREER (F13CD-3760) (thN&EEL
4) % 3 fHERRRER (F13CD-1725) (+EP&EL)
5) Radek, JT. et al.: Biochemistry, 32, 3527 (1993)
6) Yorifuji, H. et al.: Blood, 72, 1645 (1988)
7) Ichinose, A.: Thromb Haemost, 86, 57 (2001)

[y



8) Reynolds, TC. et al.: J Thormb. Haemost, 3, 922 (2005)
9) Muszbek, L. et al.: Thromb Res, 94, 271 (1999)
10)Liu, W. et al.: Science, 313, 634 (2006)

11)Nielsen, VG. et al.: Anesth Analg, 99, 120 (2004)
12)Ichinose, A.: Int J Hematol, 95, 362 (2012)

(XBFRERVHEVEDE %]
EETIRICFRBOEATRHCOE £ LTH FRICTHERF &,

IR INT 4 RT T r—<BRREH Ry THKE
T100-0005 FaUHSTIRAXILON 2-1-1
Tel 0120-180363 (7 U —%A T 1)
Zft: HBAGERAET (BLH - KRR 2R
P9 R~ Ptk 6 I

J RH—5 1 —>® NovoThirteen®x Novo Nordisk A/S o &kt ¢4,

a, ,*ﬂ-gﬁi,.—
IS RRTTIT

IR AT AD T7—HAEH
FRABTFTAERERNDA2-1-1
www.novonordisk.co.jp

£

novo nordisk
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1.8.2 #i#

(Zhae 3Rl « THERORE] KO MEA EoERE] 1, WRRBREE, CETET— v
— K (CCDS) K OKIN OFEAEFRAS L E  (Summary of Product Characteristics) #2&512, [[EEHEIK
SN SCE OFERESIZOWT (1997 4E 4 H 25 AfF, 83 606 52 AL RF@Em) | KO T[E
FAEIRL O _EOEERREEFEICOWT (1997 454 H 25 BAF, 3R 607 5I2AER KR EE
) ) OCHEILL . BRE LTz,

REH TV LT ERARRER 2 £ 1.8.2-1 IT7R-7

[ZHRESUIT R ) O THITER OV &) 13, 1725 3Bk, 3720 3B K& O 3760 sBR OFE RIS TR E
U7z, 1725 skBRid, MikeE s XU A+ (FXIN) A Y7 == MNRZIEERFZ Z &5 L L7 FXI T 35
EEHEAL (U) kg DA 1 EIGHFRFIE DG DWMER R e 2 R 55 3 FGERRBR Ch 72, 1725
RERICSIN L7 i cid, ZetEoRHiZ B & L7t BB CTH 5 3720 B~ DS M OE & 12
it U7z, 3720 8BRICIE, 1725 BB O BAT LB ITIN A, FiTcBE A AN B, 2013 4 12
H 31 HETICHAAN 5 HIZED 60 FlOERFN FXI OF 5 %251 T\ 5, 3720 ilBriZE TR THY |
ZNENOWERE OREETOARFIDIETE, HDHVIEBNEZ & ICEREMAEETHELZBET
e d 5 TETH D,

ARLEARFEAGBHFE DO, /R VT ¢ A7 FEE, 3720 RERIZI VT HAAGERE 56178 52 @
H 1 el 5% 4 2 7o ke 5 CH IR 24T - 72,

Fo. 1~6 AR O/NEO FXITA Y7 2=y MRZIEBE %5 & Uiz Hilal# 5 3Ky s el
(3760 #BR) % Fhi L7z, ez HOE L2 0ERRER (38355 1XHEEITHTH D,

* 1.8.2-1 GREER— &
L (58 Bt s E e
RRRGRBE
1661 # Bk FFE [2,6,12,30, |50 (E3E40+ 7 |ET IR (Bk) Zxg s L
60 IU/kg i3 | 7&K 10) T Al G- D2 42 K O5RY)
77eR BE O
1662 X5 % 14 |12,301U/kg |24 (FEI 16+ 7 |52 7T R (Bk) ZRZe L
XiE7 7% |F&R8) 7= 5 H W G- D& 2 K
RO 5 H OSSR ENRE O MRed
foe e 5+
3788 ik %5148 |35 1U/Kg 50 (F_TE 5T fEEEgERE (BE) x4l L
3) 7= Avecia %l & Novo Nordisk
B o H[A] B 514 0 AW )
S R OSSR B R O fat

EK Module Tl 5 L 2 MIEEEE S XITK 7 QMEO rFXITA Y7 2=y " LR ENAREX A ~—) HHK|
Z FXIL &R,
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3733 R %14 [12,351U/kg |24 (BB 16+ 7 |5ET fERE AR AR () &%)
XIZ7T 7% | F5kRS) Gr b U HER 5% 02 &
aN O ENE O Kt

HERKME FXIN RS IERE

1663 A 5R 1A [2,7,24,60, |9 (_THEIK) |ET SeRNE FXII R ZEBE % x5
89 IU/kg & L7z Bl 5-1% 02 M O

S EhRE D Rt
1725 3B H3H |351UKkg 41 (F¥_THE T FRMEFXIMAY 7 2=y b X
R 3) CZIERFE ARG L L2 A 1[04
FeEEOA R (i FEE) &
LMD R

3720 iR %34 |351UKkg 60 (FTZE FEfifi 1725 #HER D IEE R

F= BB D AT 3K) (Cut-off ERVEFXIMAY 7 2=y kX

B date: 2013 4 | ZIEBF X R & LIz MK

12 A 31 H) |[OERE (755 & O HE
M OIRE) Ot
23 BB T B EFIRETOIY
e Dt
3760 FABR %3 |351U/Kkg 6 (T ~TIHEHE) |%ET FERMEFXIMTAY 7T 2=y FK
NN SHE/NREBE (1~6 AT 12
B 2 HAIEE 5% 0 S Eh e K&
WD RE

3835 #ABR %3 |351U/Kkg 6 (F_THHK) | FEhEH 3760 FBR D AL AR

/NI ERER 0D At (Cut-off SERMFXMIAY 7=y bR

iR date: 2013 4= | ZHE/NRHRE (1~65%) 2R

1AH15H) |28 1 B#FREEOLZ DR
ot
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1.8.3 FNEEXIZIRRUVZFDHRTERN
1.8.3.1 MEEN TR
S RMEMLREERE S XU T- A 7 2= v hRZ BREITIT 5 B ol

1.8.3.2 NAER [IZNR D% ERHL

1725 3B TlE, L RXKMEFXIIA 7=y NRZJEBRFZE ARG E LT, AFIO 52 BH 1 BT
5 (282 HZ Lo hE) ITB T DL R A G Lic, ARBRICHBWT, AFOEG T, 461
FXII A RANC X 21aR a2 BT oMl (CAT, 1BRAET 2 HiM) 2355 s S i, Tt gL
41 FIZBWT, {FEZET oM=L 0.138E, N - £ ThHotz, 774~V —= 2 KK
A 2 S OFFATICIBWN T, il T L 7R A2 B 5 o i =R13 0.048 [E], 74 (95%(EHX M -
0.009, 0.250, VRBRxHG A DL 26.4 5T L2 BT W L HHEEM) Thoto,

IERRBRTH 5 3720 3B GEEFTH) 11X, AFKIO 52 A 1 [ FERIEE 1T - 7= E 8RR (1725
RER) (ZBIN LB I TIN 2 FiT- 7 B DA AN DT, HARAYEERE 5 HlOHRAKE G- T H
% 52D A 1 [R5 % #s % TR 5 CIT o T2 R REIFRNT OFE R 2 DL ISR T,

3720 FRER O IREII I T O AR OBREEIL 168 A « FEITHY TS (60 T 2157 Bl E) , IREHIH .
THEOTER 2 B 5 s 6 BlOEE RO b, 1BRZET 5 HIM=RIL 0.042[E N - F£TH -
7o Al CREE U2 iBiE 2 4 5 oo ISR 1% 0.015 [B],4E (95%(EHEXH @ 0.003, 0.072, 1RER*I5:
B ONLEE 310 ICTE L7 BT VIS K DHEEME) Thole, HARAREIZ, 1BREZET DM
MIFFRD HiZe o7,

1725 3R KX O 3720 FABRIZ IV T G 67 BIOBERE SAKI OG- A2 T 1=, 1725 38R & 3720 iBR D
AT —ZIZBWT, IRBRIE L OREREENS [HY | U TFEEES Y | L HESHI-AEFZIT 14
120 1 (20.9%) Tod -7 (0.8 1F 100 FEFE[EH) (Module 2.7.4.2.1.1.2 /) , 201kD 5> 5, 41F1%
1725 RERIZ B W THRE S 2P RER O 22 WE i O 0 FXIT RO BRI EET 5 R TH -7, 4
BIOYERE DIRERFE & ORRBHRS [H VY | T THREMEH V) CHESNTZAEFLIC L VR L
HFIE L7 (Wb 17253 B cHil) o 2095 16IE TAMmERBDE] LY ThFRERE ] O
fEThHv ., ZNHLOHERZIWTHEIEEE CTH-o 7=, Mtho 3 FIIH FXIUFURELE (@ cHffE
HAORNMEIMEOTUER) BEEO LN LICEZ2PIETHY, ZNHITHEERAEFLLE L THRES
iz,

6 IRATH O/ DRI FXITA 7 2= MNRZIEBE Z x5 L Uiz 3760 35k & OHEITH o 3835
AR TIE, ZRMICBET 28 B OMEITHRE STV,

DEDXSIC, RROEKRT 07T JMZBWT, REREOFEL, 7L AX—KS, FRIEHRO
HLPUREAICET 2 AEEFZLNVEMEEIT L) RAEFRIIWME ST, ZEEICET28E
RIS DX,
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PLEDRRRBREAR O . AFNIOTIOFEROLERME FXITA V7 2=y NRZIEBEIZEBNTH
HIL P RN S 5 & &2 T,

AR OEMMRIFILEEIT> T ThH, FHUCHFENMAEZ 52 L3 H 5D, D X5 RGEITIE,
W78 1R ALE 21T 5 BN D D, AR EHUHFRIEIEZ1T > TV D BE T IT DHE x4 5
ARNOIREFN R Z " T T — 2 1d, #ITHFORBUCB O CTHAENEF TH S, 2013 4 12 H 31 HETIZ,
AAID A 1R £ 5 EHIHHFERIET O 1 BIOYPEERZE I T 1R ORGHE H ML AN AH TIRE S d7z,
APRE L, AR OH 1EHS (HIATOEEEE) O 24 BHIZIMEITE R T 5 5 AN Hm 2 R85 L
720 22551U (§934.71U/kg) 2NHAA G Xdu, b zgh®ix TE%h) LRMlis 7z (Module 2.7.3.3.3.1.2
B, ZOFERNDL, AFNTEHMFEER OB TOIIERNDH D EEZ BN,

EWFERIEZAT > TORWEE 3G & L7 ERARRBRIT I L TV 7wy, S i R IS A A 2 $¢
H U8 1 BIOTERIRE S $H 2 OB TH D08, Bk IR 2 22 W S 7= S K% FXITL A
V7 a=y PRZEFIIX LT, B A TH 2 AR 213 5 R LOLBEVETEWEE
2%,

PlbEozZ s, EHIREEPICE 2 2E Hf-Catt iR bR T 5 L 9. ARAIDZhEE
TR e R MM E S XA - AV 7 2=y NRZEFIZE T 2 HiEm o ] E3E L
776

1.8.3.3 MEEXIIHRICEEST SERALDFE

MR EERE 55 X K7 OIEMERIE, S FrlE., BEs A7 & Ol Zp A 5 13 C o RKME I i B &
FBXMHENFAY Ta2=y NRZEBELZHT 52 L,

1.8.3.4 MBER I RICEAET 5 ERALOFEDR TR

AANIOX G EE X, SRR XU KN AV T 2=y hRZBETH D,

FXIIBH 7 2= bR KRZ L TWDREGNCAEIN G SN GE, Ik TH 2 FXIIB 7 2=
FDORZIZEY | G SH7z iFXIL A, O MBEF 12335 U < a3 5 72 D12+ 53 2 i 7 Bizh R 3
BONRWATREEDR B 5,

FXIMAY 7 2=y NRZHEHE BY 7 2=y NRZEEOENOT- DI IR MAE T o FXIL Y~
2=y MURZSFEO GIECTEET 2 HE, 50 FEXUEG T AR AT 5 5ERH 5,

ARNOEH & 72 HHRMIEFXILA B 7 2=y MRZBEFMAFETIL, & FXII Ay & O FXII MY &K
(A)By) PFWL. FXUI-B Y7 = MIEFGHMEZ~T, £/, EREFXIIBY 7 2=y FRZ
B MAETIE, # FXIT A, FXITUER (ABy) KOVFXIEB V7 2=y MITXTERT >, L
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T2No T, ERMEFXITA Y7 2=y NRZIEOZKHZIL, MIEFTOZNEDNRT A =22 RET D,
Ixm@m%%£®Mﬁi\A%?n:y%@m%&UBﬁfn:yFﬁ%%@mﬂ&%%&ﬁb\
WHERTOERYFEIET S, B, B rERIIFAECERWTI—2ALHD5 2 EICHEENRLETH
%)o

PLEDZ L6, BREIINFICERET A H FoFE e LT, TigEE S X K OTEMERE .
SO EHIIIE ., B R 7 & QY 2 A v T R MR R 5 XL IK+ AV 7 2= hRZH
FraeWtasz b, | ERELE,

184 RERUVRELLUIZE DRERN
1.8.4.1 RERUVAE

AHN % WA OV TR L. 2 mL/%y 288 2 72 WOl B CRERICERIRIN I TS 5,
REE 1kg X472 35 [HEEHALZ 48 2 L ICEHICEET 5,
7k, HMERCH ST 556, (KE 1 kg %4720 3SEBREMNEZEREGTDHZENTE S,

1.8.4.2 RERUVAEDR TR

1725 3B L O 3720 3kl Cik. AT 2 mL /75 LA T O TREARIZFRAIRMNIZTES -2 X 9 1RBRSEhE
FHEEICHELTRBY ., ZOME, AMszE G2t EORBITRD bivenroT-, TS
=,

ARF 2 URAST O TR A VSR L. 2 mL/4y 2 B8 2 70 VW CREARICEIRINICTES 2,

RIE LT,

BRE LTS 1T, SERMEFXITA 7 2=y "RZIEBEZXRE LT, AFIOH 1 B FERE
AT o T IREAER (1725 3BR M OV 3720 5ABR) ICBITOHETH D, ZHHDORBRTIX, 28602 A2 L
\ZAHA 35 TU/kg 2 # 5 LTz, 3720 BRI 1T 2 B REO KR Clix, EHFIRABIZI T 2 FXIL O
k2 ZHEIE 0.17 TU/mL, HARIEPEE L 0.89 IU/ML ThH 0 | BRI 0% b7 71349 0.20 TU/mL
[ZZEL Tz (Module 2.7.2.3.1.2.2) 1725 3kl M OVFEhii 1 0> 3720 kBROFKEReA 5, rFXII 35 1U/kg
DA 1 EHfFEEEL, WY e MAEHRE 2 ER T DI+ Th Y, Baetk LoB&ITR< ot
IR IEMAHERIND Z RS NT,

1725 #RER M OV 3720 5ABR Tl FXII 35 1U/Kkg & A 1RG5 U7-fES. 1652 29 5 Hifn o 2 Hm
FIXENZA0.138 8], N - R 0.042[8] N - FFEThH o7z, £/, NEOERMEFXIIA 7 2=
v NRZHEE R GE LT- 3760 3888 e ONET T 0 3835 BRICK VT, 35 U/Kkg ZHEREMA&E L LTH
WTWD, LA~ T, #HERAELE LT,
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REE 1 kg 720 35 EBEHAL A 408 Z L ICEMICE S35,

ZBE LT,

1.832THII/R Lz & 91z, #FTH o 3720 3RBRCIE 11 1 - ofhe i 23 AN X v iRl S i, 1k
mEhRIT (3550 LRl S,

ERRI TR F/ L COARWEREOAMEHIMIZ SO\ TR, Bk o X 912 1 BloEFISRERH S |,
MIIERNE, KEMZRZ L2 SICEVERMEFXII AV 7=y hREZIEEZIESNT-BETHY
HE O HIMIZkE UAAN 35 TU/kg & BRI G- 2170, IEMIZAREI L T b,

UEDX D2, WFENOFEFE 35 [Ukg DHEEIFEEG TIMAER SN Z &b, MO 512
DUNTH,

kB, WM REG T 256, RE 1 kg 4720 35 FEBRBML 2% 5425 2 LN TE 5,

ZBE LT,

1.8.4.3 AERUAEICEET S2ERALDEFE

(1) HILRRZ IR, AR OB 5247 5 B, Mo HRELZ +OBMET D 2 &, RDEeHFenEaicid, ¥
SIS XS T & 2 ERMR ISR T, o7k - AR OEMO b & THATL 2 L,
) MR IC G258, ARIORGIE 1RIE L, 02010850 e 0WEEITiE, oIBEIEIC

WAL L (HmFFOMARRIIROA TS ( TEREKREE] OEZR) ]

1.8.4.4 AZERUVRAEICHEET 5ERALOFEDHRTEIRM

RR O K 512, HMEEOIBFRICAR ZE AT 2ER LOMLEMETRENEEZZ D, LR, &
B S 2 i L T B A RO L T AR WEEDOWFIICE W TS, HImEHCAR 285 L
TR SN TV D,

HHLIRE D £ 5T 503 2 ARAN O A ZE e OV tE O FHIE, WS T L TV 2 BLEERBRC B AR Tk
RIZNTAT 5 BLERERTIE BV TRE L TV <,

L7 »> T,

() HIEHZIE, ARORE 21T I RIS, MOBRIEE ToBET D 2L, RUefFRrungaicid, B
SIS XS T & 2 ERMR ISR T, 7Rk - AR OEMO b & THAT L2 L,
(2) HlLFHIZERET 256 AROKREGIT1EE L, FoR0RBELNRNEEITIE, fOMBRIE

WAL L (HmFFOMARRIIROA TS ( [BREREE] OEZR) J

ZBE LT,
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BREARL

©

EERE (ROBFICITESICEETEI L)
ARFN DRI 56 U BOE O BEERE D & % B3

AN DA BB K OB %S L
WBUE DA & 2 BEITIEE &
Wkl 32 72 HERE L7z,

)

3)

MARFERRIED U A7 Db 5 ERE [AKAOBHRIZLY 7 40TV v
NRENEIND =D, MBRERIED Y 27 BRHERKTL2BF0
»H5]

FREROSH D HBE [EEDOFEROLGE ., MikkEEE 2 X K-+
BYV7z2=y RRZLTWDAREENRH Y, ARIDZEGZ TR
WZERHD (L EBEELZERMNIEE) OHQR)SH]

DO BRFIZBWNTIIAK A EEIC
BEHEIRETHHLEEZONDT-
», CCDS Dit#i = 5& I3 E LT,

(M

EREGERIEE
ARANDFeGAF e R MR EERE 55 XTI K+ R Z BA ST 55
TR - TR A D ERIO L & TRMAT S Z &,

CCDS 42 IHABEBITHRTE LT,

2

MREEE S XTI K B Y7 2=y hRZBETIH, AHOIMfLH
P E L < M L, &G % NS XK 7 IEEME T 9
HAREMED B B 7D, MREEE S XK+ B Y7 2=y hXZ
BTG Lenz & ( TahEe - $HRICEET SFERLDFE
E| OmEEM)

AFNX, FXUIBY 7 2=y h R KRZ
L CW5EFE TIE, AAIEH#Z oI
R A E LS EM L, A 1RO
EMR 2285 5 CHIRF T 23R 5 5
N7 =® ., CCDS 4.4 HABEITH
E LT,

3)

BB O I P MR EEE 55 XTI IR 25351 b B4 —2N3A
THBENND D, AAlIZ#HEEG L THPHELZELENES
NRWEERe, PR LUZMEEE XU IR+ L ULZELRWED
BRI AT R3O LN G/IIE,. £ v e B X — DAL 5
W, A BB X —OREEIT O I EEBEES xS L, )
EEITH 2 &,

FEARARBRICB W TIE, F1 BB X —
FREOWEIL72y (Module 2.7.4.3.2.3
ZM) . LvLZeRnn, BEOAHE
PRI ETERNI LD, EEM
EAEHRTE LT,

“)

P R I iR [ 2 XTI IR - R Z B (58 XL IR+ 3 2Pk
E) TIX, B XK OEPTEENIIE L, AFI ORI S5
NN ENH DT, R M IEEEE S X KK Z BHI
IR Lz &,

#%RVE FXI R ZIEIL, JRIR, &0F
JE., JREENEZHETH D, RHIDHK
M FXII R ZAENZ )25 A 20 X7
LTWARNWZ EMBIEELET 5
7= E LT,

)

EH 2 5 A TDRVER &2 R & LT, ArEHmIcd 35
HA L P 0D 30 S % Rt L 72 B R BR I 220 L U,

M 2B 5- 21T DR WIERNIZ IS 1T
DARFNOFEARBIIBR SN TWD Z
E0b, CDS44THAESEBITREL
776
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BREARL

gl1EF

SR M MR EEE S XIN K+ AT 2=y NREZBEEFEERIZRE L
7o WAL T AR RS M OVE BR L[R5 T AEERER (2 T ARAIN
B an- 676 (EHN S G st 62 61) 1461 (EWN 1451,
WA 1361)  (20.9%) (20 HROEWER RO bitiz, ZDE
720 OIXFIEFRFPURIGME 4 14/4 1] GEBIEFIE 6.0%) MK OVA I
ERIVDIE 2 1F2 B CGEBUEBIZ 3.0%) Tho7z, (KFREE)

1725 HER K N 3720 RER BT 2
BIVER R RICESEHREL
(Module 2.7.4, f}#k2, £3&
)

o

(1) EX%EEIER
Yavy,. FTFI72473F—

avl  TF 74T —RNbEbRAZENHLDT, B
B2 TINATV, X O FE. ZRRE, MR, Wik, R
FORERDPFBD N HE I3 &KEG 2 P L, WA E 21T
22 &,

FRRRICBWNT, vYavy, T
747X v—FHE ST RN,
LU b, RANTS 37 54l
THHZENDL, TF7 4 T7F%F v —
EEOTT LILX =S DOFEBL O ]
FEMEII S E T & RV, IBBUESST
74 T7F T —DOHWOERE L,
HEEEME T D 2D E LT,

(2) ZDthoEIER

B F 56 B FERABRICB W TR L-BIER %
S%EE 1~5% K FEBUE AN M LT,
0 % FfLERIY . AT P ERIRD
D #Z A ~—#h
P B VU, AR
Z O | FERFIAREE s BT ALP L5
4. BEHE~DES

— BRI EEE TITAEFEERENMET L TCWDD T, BEDIRELZH
BLRNLERICERET L L,

IR I H U D AAN O B R BRIT IR
bRTNDT, RIE LT,

5

(M

11 - EiR - REABE~ADRE

TR OB EIZBT B RIS LT ey, fhbm TR
L TCW A AREMED & 2 e NIZIXIEE EOF RIS G % R
LGB OREETH L,

TR N O LR BT B ARH O ek
BB, TEEAEIRSSOMEH
FoFEEFREHEHEIZOWT] (1997

(2) AT OBEIITIBE EOFRENERMEL LRI D5EICOR |44 H 25 BAFERE 607 5) (21
BT &, ANt AP

6. BALDIE

(1) FHsmy CCDS 6.6 HAZ B E IR E LT,

1) FHRAETC, AH R OB AR 2 BIRICR L T 2 &,

2) AANCUSH OVEfER R Z N2 =%, FICHZ#i< X 512B] |CCDS 6.6 HASHBITHE LT,

LTI MLKIRES LRI E) .

3)

B G ENDI2NT LI X0 RO B R EE e SA 1T ARE
RAHR R 2 B CYafEt: . B ABAIE 6.0 mL THIRT 5
TENTED, HFIRBOWKR ImLPIZiX, » NV T has

Bz z) & LT18mg (300TUIZHIY) NEEND,

770
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BREARL

4)

ORA LIRIE LN &y

CCDS 42 THAZBBITRTE LT,

5)

VEIRL X CTE DTS 2 &, N T
e X, 2~8°C TIRAFT D54 13 24 KFE LANIZ, 30°C LA
T CIRAET DAL 3BT 5 2 &, 26 ORAE
FMEBZ D560, BET L L,

i FHEF 22 EMERBR OFE BT RS & 7R
F L7 (Module 2.3.P.8.1.3 &) .

6) B OFEIIL., MEBELROBZENNH LD THA LW &,

CCDS 63 IHAZBBIIHRTE LT,

(2) FGHF

)]

OB D LN LD NTREBE L TCWADLOIIMERA LRV &

EREEEFIE D=8, CCDS 6.6 2
VIHAZBE ST RE LT,

7.

ZFDDEE

H=T AP NLOLMERET VERNZHRICBWT, &AL
TBAR A 2 TG PR B [ 5 VI R84k 2 Of & 5 L 7=
B, FNEFNEHEMTHRELEZEE LY HIEAETERE DK
VERNC & 2 e R OB 23380 ST, AHF L BIEFHEHTE
PR E 5 VIR 3ANI O L2an 2 &,

FERRR BRI (S D ERE LT
(Module 2.6.2.5 2 U8 CCDS 4.5 HHZ:
)
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= Arokszallasi A, Kerenyi A, Katona E, Bereczky Z, Muszbek L, Boda Z, et al. The use of recombinant factor
XIII in a major bleeding episode of a patient with congenital factor XIII deficiency - the first
experience.Haemophilia 2014; 1-4.

T, BRI, 5 XU K1 A 7 == N ARE. e 1k ifEE. 2001;12:66-73

A, Fe R XK B V7 = kRHBIE. ke ik 38 2001:12:217-222
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— B ICHRIOIXE
ERH—ARRIB TR (JAN)

PR3 R4 TR JAN) 13, BA A ERA N RFEE RSN CEK 2648 H 4 B KA
EHE 0804 55 1 & TEIEFO WAL FRIZOWNT) )KL, ATO@Y @i,

1.9

1.9.1

BERE R : 24-5-B1
JAN (HAR%) : 7 b U T H a7 GEfs-FH z)
JAN (3:4,) : Catridecacog (Genetical Recombination)

T2 RS

SETSRTAFGG
HLFEEEWDTN
VEYVIGRYPQ
KCIVGEFEMY
REEYVINDIG
GEGNFIEVSE
EYRSSENFVE
DIFLEEDGNV
ENSDGMYRCG
VVENVDATHT
GAKEPLNTEG
AYLSANITFEY
QASLHFFVTA
EFTNPLKETL
GHEELTIASMS

S1: 7&F ik

ERAVEPNNSN
EVDHHTDKYE
ENKGTYIPVE
VAVWTPYGVL
VIFYGEVNDI
VGSAMVNAERD
YEQCWVEAGY
NSELTEDSVW
PASVQATKHG
GKLIVTEQIG
VMESESNVIDM
TGVFEKAEFKK
RINETEDVLA
RNVWVHLDGP
SDSLEHVYGE

AR5
Cra16H11470N202602222S56 : 166,356.30 (2 £:1A)
AR R Ci708Hs735N 101301111525 = 83,178.15

AERH :
(BA%)

AAEDDLPTVE
NNKLIVRRGQ
TVSELQSGKW
RTSRNPETDT
KTRSWSYGQF
DEGVLVGSWD
FNTFLRCLGI
NYHCWNEAWM
HVCFQFDAFPF
GDGMMDI TDT
DFEVENAVLG
ETFDVTLEPL
KQKSTVLTTP
GVTRPMKKMF
LDVQTQRRPS

LQGVVPRGVN
SFYVQIDFSR
GAKIVMREDR
YILFNPWCED
EDGILDTCLY
NIYAYGVPPS
PARIVTNYFS
TRPDLEPVGEG
VFAEVNSDLI
YKFQEGQEEE
KDFKLSITFR
SFKKEAVLIQ
EIITKVRGTQ
RETIRPNSTVQ
M

LQEFLNVTSV

PYDPRRDLFR
SVRLSIQSSP
DAVYLDNEKE
VMDRACMDLS
AWTGSVDILL
AHDNDANLQOM
GWQAVDSTPQ
YITAKKDGTH
RLALETATIMY
NNSHNRYTIT
AGEYMGQLLE
VVGSDMTVTV
WEEVCRPWVS

BNV FHasd, Bz v b EEE S XULRFEFETH S, 7 NS a70L, 731
DT I IRENG A MIREES XIMK AV 7=y R 2L SN Z o RV BEThH
5.
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(%4)
Catridecacog is a recombinant human blood coagulation factor XIII analog. Catridecacog is a protein composed

of 2 A subunits of human blood coagulation factor XIII consisting of 731 amino acid residues each.

1.9.2 EFE—A%4 (INN)

Recommended INN [ZLL F D@D TH 5,
catridecacog (List 61, WHO Drug Information Vol.23, No.1, 2009 {Z i)

catridecacogum #

catridecacog human Factor Xl [A;] homodimer (allele F13A*1B), recombinant
DNA origin

catridécacog chaine A du facteur XIll de coagulation humain non-activée (alléle
F13A*1B), homodimére, origine ADN recombinant

catridecacog cadena A del factor Xlll de coagulacion humano no activado (alelo

C3?DB H5T35N1D1301111525

SETSETAFGG
HLEFEEEWDTN
VEYVIGRYPQ
ECIVGEEFEMY
EEEYVLNDIG
GRGNPIEVSR
EYRSSENPVR
DIFLEEDGNV
ENSDGMYRCG
VVENVDATHT
GRAEEPLNTEG
AYLSANITEY
QASLHFEVTA
EFTNPLEETL
GHEELIASMS

ERAVPPNNSN
EVDHHTDEYE
ENEGTYIPVE
VAVWITPYGVL
VIFYGEVNDI
VESAMVNAED
YGQCWVEAGY
NSELTEDSVW
PASVOATIERHG
GELIVTEQIG
VMESRESNVDM
TGVPEAEFEEK
EINETEDVLA
ENVWVHLDGE
SDSLEHVYGE

F13A*1B), homodimero, origen ADN recombinante

AREDDLPTVE
NNELIVERGQ
IVSELQSGEW
RTSENPETDT
ETRSWSYGOF
DEGVLVGSWD
FNTFLRCLGI
NYHCWNEAWM
HVCFOFDAPF
GDEMMDITDT
DEEVENAVLG
ETFDVTLEPL
EQESTVLTIP
GVTRPMEFME
LDVQIQERREFPS

LOGVWVPRGVN
SEFYVQIDFSR
GARIVMEEDR
YILFNPWCED
EDGILDTCLY
NIYAYGVPPS
PARIVTNYFES
TEPDLPVGE:
VEAEVNSDLI
YEFQEGQEEE
EDFELSITFR
SFEEEAVLIQ
EITIEVRGTQ
EEIRPNSTVQ
M

Modified residues / Résidus modifiés / Residuos modificados

= |

N-acetylSer

OH

LOEFLNVTSV
PYDPERDLEFR
SVELSIQSSP
DAVYLDNEEE
VMDEAQMDLS
AWTGSVDILL
AHDNDANLOM
GWQAVDSTEQ
YITRKEDGTH
ELALETATMY
NNSHNEYTIT
AGEYMGOLLE
VVGESDMTVTV
WEEVCEPWWS

50

100
150
200
250
300
350

450
500
550
600
630
700
731
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b4 -
GRS

(AARL) : 1 )T h =2 7B R Z)
(#% 44) : Catridecacog (Genetical Recombination)

BNV TFT Az, BaEx e SgseE S XK -EgEThHD. 0 NI T alig,
TIEOT 2 ERREEN G2 D b MLREERE S XL IKF AV 7 2=y F 2fH B S5 ¥

PRIBETHD.

72 BREA

SETSRTAFGG
HLFKERWDTN
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