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Q) BERUVRAEDRTERE B
HESM 5 T AH F13CD-1725 3ER™ K ONEIBR L[] %5 111 48 F13CD-3720 3% ER 2T o0 FHTE M OVH Bl DN IS R E DR E
(ZFDWT, TRSE 351U/kg & 4 I LIZEMIBNCE G775 ) L O 2mL/ 53 & B 2 70\ il B CRER IS ARNIC R 5975 )
ZEELT,
HAIM oD 11 12 B A& L7= 3 5- 08 5. 8B 2B 2 FNIAT o TR, AEK 351U/ kg D¢ 512 L0 ifi#fE b FXIIT {5
IZ EH L, FXI ELCOMREORIEN IR TEHIEN D, O T 5% B L LI 5128 W TR G &RERDH 2
351U/kg %, I 1 [l EEL TREL.

12



4. RERUVHEICEET IR

1. RERUVHAEICEEYT IR
7.1 HMEHZIE, AFOBREGZATIHRNC MORIRIEL R T DL, LTEFRVE AT, BRI s T
DEMNEICIBV T, 7R R E R OERIObL L THEMTDIL,

(fiE i)

AFNOEFEAR BRI B H L REO M A B AS 2 B G- F Ol D Idbo7z, MeRiEfl T, AFIo A 1B 51255
TE 1A FEIRIE T AME AR R 95 5 PO P ML ASFIRI351U kg 1 I 5-L . 4372 1k A B AN HAL 7= 1213, & B 78
PRIEEAT > TRV E 26t R L UT-BE R BRI T E ML TRV, BEPRERER LIS T H M O AK 2 #5% B- U 7= R B 13 1451)
DIEFIHE L RHDDITH D,

PLED IS, AFIO M EEOMERICBIL T, +72 7 — 237002 | i SR O BB 2 O TR (oo i ke Al
XA 7- AN L DTRES) BRSNS, Fo, BEFOIEFOFR - FEICEM A BT 5 6% ., SUEEHRVWGEEIC
AREERT 25 AT, BERHC T3 R CELER I T, o372 ik - R A FE O EERT OB & CTAK A
THZENEYTHD,

72 WL G556 ARIORGIZIREIEL, TR RBBELNRWVEGEITIE, tOTRRIEICVEALZE,
Hi i RO i FREEBR TR TV D,

(fiin)
AHNO 1k AR B D1 BITHRD TIRONTODIEND AHEDI G 1 BIORLL, +570h RBFENRWEEIC
13 MDRRIEICOI R A D Z L R B D LB D D120 BRIELT, (TEFE 7.1 O S ))
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5. ERERRLIE
W ERERT—%/1\wr—o

BRRROME |  RBES BER | BSERER | L =
REERE
] ) 2,6, 12, 30, 60 50 (45140 RGBS () £0) 2t L
HESN SRR R F13-16613Er 1U/kg X% + FSERI0) © To HiE e 544 O 22 4k O
TSR SRENRE DR
12, 301U/kg X i 04 (AH16 TR B (5 £0) Zxt L
HESL SRR R F13-16627Ek TIEROHR || S5 R8) © 725 A flEpi s 5-1% DLk
HEHE G KOS EhRE D F et
fREEBRE (B gLl

7=AveciaflF|Novo Nordisk
WS IFEERER | NN1841-37883Ex 35IU/kg 50(FT_TAAD | © BH| O Hal & 5% 04

R S Ky NSRBI BE D K

it

fadthlE B A AR (B 1) %

© RREUT- BRI G4 D% 4
PR OSSR EhRE D Ft

12, 351U/kg XiZ | 24 (AFAI16

] PN S TAH AR —-373355 e . R
ENFEFERER | NN1810-37335 6k S ¢ 75 R

FERMEFXIIR Z fEBEH

HeRMEFXINK 2 i BB % 5t
9(F_THRA) | © Gl LT BRI 544 D%
K OB EhRE D Rt
FERMEFXI AV 7 2=y R
ZIRERBE XL A 1A
WFFEOF HME (K il T
h) K OVZ2 O kgt
17253 R DAL 3R
FERMEFXIT AV 7 =y K
ZIERRE R G L LT ek
© KOV z2h e (H i 3 B B OY
A A M. D 1R OFET

23 TTOEFIRREIZERITD
IR B RE DM
FERMEFXI AV 7 2=y K
ZIE/ N B (1~6EAT)
WZBIT B H A 5% DY)
e K O Dt
37603 ERDILE B
FERMEFXIN A7 2=y MK
351U/ kg 6(F~THRAD | O ZHE/ N (1~65%) 128
15 H 1B TRk 2
DkgEt

2,17, 24, 60, 89

VN AV E T F13-16633 5 U/ kg

F13CD-172538k

HES TR BR (R

35IU/kg 41 (F_XTHRADN | ©

[ B (7] F13CD-37203B"
EIHARER | (EERBROLERR)

60 (J-~TAHI)

BIUKe | (54, | s

F13CD-37603 5k

IRIIRER | O sty

351U/kg 6 (¢ ~TAAD | ©

F13CD-38353 k"

LZE LS Dol

O:7HiliE R O: 5 E&H
a  F13CD-37203BROAGRIFOT — 41 220134E12 A 31 H SO DT D,
b F13CD-3835: BT —#(320134F1 H 15 H R A DB D THhD,

(2) ERFRZH R
% ER AL

(3) ER PR A B
1) BV E 1 HEERSHER (F13-16615KE88) 1
18 meLh b 65 mELA T ORI, RIEUIT T ERE B G- U2/ R  REREC I TIT 80.0% (32/40 1) 12 89
PR, 7T BRI TIE 60.0% (6/10 i) 12 26 RO EFFRBFED LN, RIEFEOWNFUL, 2 1U/kg BET 87.5%
(7/8 )12 20 {4, 61U/kg BT 62.5% (5/8 i) 1 9 {4, 121U/kg #E T 87.5% (7/8 #1)) 12 25 4, 30IU/kg BET 75.0%
(6/8 111) 1T 16 14, 60IU/kg #£T 87.5% (7/8 )2 19 ETH 7=, IRBRILOR FEAEMN B | LT Al fErESHY | L&
NI=HEFEG(LUF, TEWEM D 13, ARIERET 6 B2 6 72050, ZOWNFIE, 21U/kg BET 1 41 1 £ (BES%) | 61U/kg
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BET 2 45 2 (BHIR ., TANTRUEET I ) NTG AT 25— PHINA 1 #F) . 121U/kg BET 1 41 1 £F (L) |, 601U/ kg BE
T2 4 2 {4 (hr B UBFRIER) ThoT-, 77 BRRETIE, BWERIE. 1 B 144 (8%) B bz, W hoEI{EH
HERFIIEE SN, R EREERAEFR L O G H LB ST EFZIIRO N7,

2) BIE I HRERSHER(F13-16625K58) 1
18 BELA | 65 s LU T Ofd e A, AZK 12, 301U/kg XX 7 Z®A% 1 B 18] 5 HBEKERG LR, ARERIZB WD
T75.0% (12/16 1)) 1T 44 EDOFEELDFRO O, TONFIT, 121U/ kg BET 75.0% (6/8 1)) 12 24 £, 301U/kg B
T 75.0% (6/8 $i) 12 20 - THo7=, TT7BAREHZRBW L, 75.0% (6/8 Bi) 1 30 HOF EFRNRBOHOLNIZ, BITEH
W N E GO EERAFERFR LR G HILICE A ERLITERO L) o1z,

3) EINE I #85ER (NN1810-37335488) 17
20 FELLE 65 mRLL T O N BAIEICAER 12, 351U/kg U7 7 BREZHAER 5 UIZER, 77 8RBV T 12.5%
(1/8 BNIZ 1 (T ANGEUEET I NI AT x5 — BN OF EHELNBD LN, BRI 0K R EURIT A E
ENTe, AEBETIIAEFRITBOLNR o, B2 GO EERAEFL L O E T ILICES>HERRITR
IR oT=,

4) #E5VEE 1 HBELER (F13CD-16635KER) '
18 F& LA LD R FXIL K Z B3 9 BRI B G-84, TOWERIL, 2, 7, 24 XX 89 1U/kg 3 G-I - #EBR#E
134 2 B, 601U/ kg ASEE G- S HEBRE T 3 91 (3 (i 1 BIIXSERME FXIL B 97 2=y WK Z ) Tho1z, 9 filh
2 L, 2 & (2, 891U/kg) D 5532 1F 7=,
36.4% (4/11 )12 11 HEOFEERPROONTZ, ORI, TIU/kg BET 1 61 6 £, 241U/kg BET 1 61 1 £F,
601U/kg BET 2 B 4 fFTho7c, BUWEMIL N C 2 G LEB LA EFRL ORGP ILICESTTAEFRITBOO
otz

(3) AR RICRRRER
AL

() BEE OB
1) A BIL TR R AR
TRl

2) MBS
AL

3) REMHER
D EERH£RE MAE# S ER(F13CD-37205E%)' 21
6% LA 0 5 KA M R EE [ 55 XA AV 7 = MR Z BEE SRR E LT AHKI35IU/ kgZ 48 Z LS EHIBIC R #%
LLl-bEnzz et (EEME R ) & OE M2 M L7, ARBRIZ1Z, F13CD-17255 BRI ML 7= BR A 1Tz
il BE LA ANDIL, BARANSFIZETe60FI3Z M UT-, B A AR 235218 OV BRI 28 T L7IZFRES
(20134E12 H 31 H) TITo 7= PR AR LR R & B #& At 5L (20154E10 H20 B) LA FITR T,

TR AR AT S R (R ERRE) 2

WERE 1= 0 OARIEOMET I HE CEAME AR MR Z2) (3, 34.2 £ 15.2[0] (FEPH : 2~54[8]) Th o7z,

20134212 A 31 H £ TIZ, 91.7% (55/60%1) 12796 F DA FHRNED LAV, BITEAIZ, 641 (10.0%) (2744 (A ek
DIE, RS, R RS DR, W ER S TV DYRAT 72— BN OB A L) b,
WFNORIEAbERIFIXEIE SN, FETITRBO BN -oT-, EERAEESIL, 106 (16.7%) (2164 (HaME, 42
WSO OEES BG4 2, R, R~ L =7, Bk, 245 18PErh E 28, M, 8%, A&ER, 28 F
P OFBEREGS L) RO, WT O EERA FFELARELOR RERITE ESN -, 2B FHICLLHHE
BRI R EIE S, BEO HFIXBRIBIEDH D RIE LS, ZOMOEERAEFRORFIIRIEESR
T7o HG-F U E ST A EREZIIRDOONRD T,

H AN (e PERRAT e S EFI561) T, 561 (100%) (12291 DA EHL A ZRD B, BIVEM L, 1214 (1
TIVHVRAT 72— HIN) RO O, LT a2 & T EERA EFRIIROLNR->T,

HIL DT 5% B B LTz B #IR7a5 5-O B ZhHEIC OV Tt ARBE G ISR AFXIE A /AN L A5 & 54
B (], N - 4E) TRHMliE -, TFE8IZ (973 B) 126 Bl OB CRE 7RI OFXIIE A RAN L A5 & B4
2 ASER A &4, SEEIAE R L SR 130.042[R] N < 4ETdh-o 7=, Poisson[AlRET /L (FElinA i B ZE 3, #5- WM F o
RBIE 247y NESEL ., B BE TR [T OX PBRE O HFEMS 1.0 S LD IR L 745 M H L B o e
TEME[95%EHE X ] 1%., 0.015[0.003, 0.072][8] / A\ -4 ThH -7z,

HIMEED k% B AE L8 5-OF OV TL, # 58RI I, ERTOW D ObL W5 E B B oL > T4
A= W TREHIiE A, 66108k ERE | 37RO H oSS 11RO H il U CA 225510134, 71U/ kg) 13 H
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¥ h-sau, T2 ) Larilisiz,
AANER TR, b4~ B ETICRXIE A RANZ I D162 22 M3 s s ShrinoTe,

ﬁﬁgﬁ%m)

R 870 DA F DVt g A5 LM AR Z2) 13, 3.14F (#iFH : 0.15~5.374) Th -7z,

93.3% (56/6041)) 129201 DA EFHLNREDHIL, TDIH1.T%16/920) 3 EE , 126119 N EE Th-o7-, BEERH
EHEGO19ML, BBE SUIAZE R 101E, OB IR KR K ORe B REI R 2041 QN2 R~ v =7 SERS
R g, MAE M B R OB, - EAMEIR, B, 585 & OB XS 1 Tho7203, AFIEDR REIfRIX
WESINIZ, BIERIL, 661(10.0%) (74 GRARER S @RS, WAHEE, BER. AmERAGE, 79=73)
"LV AT 2T —B IR ML T VA VRAT 74— B HE I 1) IZRO LN, WINbEIE LT, JETIERD 5
ot

ARFNZHRTDHUR (P AR R O AE A D72 W HUR) O3 BT e o7z,

KEN DR L BN RN, T 5 P U BRE 13 s o T2, I FBE% B B9& L E 82 8 5- 0 A 2P
DUNTIE, ARFIE G-I BT APXIIE A AN L D169 235 M= ([, A - 4) TRHMliS iz, THlogERE
TEESEIOFXINE A AN LAIEH A T HH M A SAL, SRR i 28130.043[E], N 4 Th-olz,

@ EoEIE/N R EKER(F13CD-38355KE8)'”
I Eh e R (F13CD-3760 #kR) 258 T L7Z 1~6 O KM FXII A 97 =y MR ZJE/NR B 6 4412, A4 35
U/kg % 4 T LITEHIAIC 52 BELL LR G LIZEE O/ MEE L7z, #2505 72 0 ORI OIEFE R
B CEHMEHHEHERZE) 1%, 35.718.6 [A Th-o7z, 6 Bl 93 HEDAEHELNRDLIL, EEAREEFLIT1H 2 1F
(BHERIME) Tho7=, BIERIL 2 Bl 2 1 (Vo SBRIB/E, BIESR) 2SSt Vo SEgEIL SR B8 A VA
Y LA TNR PRI H T FTHEME B 228, BRI RICEE LGS TV, HIEASNRh -1,

4) BE-FRAERRER
M EERL

(5) B - AER AR
LRl

(6) ;AFERY{E A
1) FARERAE - HEERBRERE (FHE) - S ERERERRAR (TIRE&EERRER)
fi I RRE T IZ OV TIE, 2 DEB M,
BE AR TR B R BRI S DU i, KRR IZF13CD-37205 A Sl {52 14 IR AR s BR S L CHEME L . 20164F 10 1Sl
EERENUZ (@) 3) ORKEROHESMH),

2) RBEHLELTERTFEDABXEEELIAE -HABROME
il R A BT TR 22 DL R IR T, e AR TL TS,

i H #22 I B DARI D% M O Zh ik O MGt
GiESwEN AHFHA T
kG R AFN D3Pt - 7 A E A5
A ] 4 HERHART : 20154E10 A 1 H 2> 5 20234£9 A 30 H
FAEHIN (7 —XUEBR A DFAAE T) 12015458 H 27 H 2252024429 A 30 H
T ESE B BERIN P ICAFN 2 F L 7= e B
SN R RE <M T ORI A
FRFNHUR RN BAR 4001, T LR — UG, AR ZER M E R D FEELR I,
AR T HREmEE E
HA LA~ RO FE BRI, H i R (AR SR BRI ALE O F I ONA) | H
AL YR L7238 4, 1R

(N Z0ih
1) 5V ENFEEER(F13CD-17255K88)"

67 LA 0D S KM I I B [ 5 XK FAY 7 = MR Z BB AN, AFI351U/ keZ 408 T L1252 [, E BRI 5
L7zBED M N OVE 242 T M IEXT BRI LEHME L7,
Wit 3 7-0 OAIR ORISR (X8 + FE AR ZE) 13, 11.523.6[8] (4EPH : 2~ 14[[]) TH-7-,
FEEHIE B 1E, AREEB 5 IR BT HFXITE A AN L5 18RAE TS H MR (8], A -4F) L&z, B2
[ (322 ) (CABl O#E R CEIBRIDOFXITE A AN L DR A B35 H i 2S5 S, SEER i ERIE 0.138[7] 7
NETHodz, F7z, Poisson[BlFE 7 /v (FFME IS, #5- W1 OB 2 M a2 47 2o MESE L, B HE
T (IS E | B O AR 26. 4% (Z L0 FHHE U724 [ H i SR OHEEME [95 % (F 38 X 8113, 0.048[0.0094,
0.25011[8] /" Ndo7z, 5% EFEX MO _EIRED, FEnBEE L TR ESNZ, BRI 52217 QR WEE O
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FERH MR THDH2.91[1H], N 4 GHATFI3CD-QUEST I BLEH U-E) K THY, AL EHIEELZEED
FEM IR IT, FEEHFACA B BIEE T a7,

FRERHART ., 78.0% (32/4141) 1223 11D EE L NRD LT, BIVER X416 5941 (22.0%) 1213478 5, HLik
ARG (FFFVEMZe L) 4k, 38 B 5300, A M ERIVE , 4F P ERIBVE | FESHBAIEN R, 747V DY A~ —1f
. PSR & QAT O 11 Tho72, FETIERRO LN T, EERA FERIT, 661 (14.6%) 12814 (REKIZxIF2
PURRRAGYE (RFRIERZRL) 31k, mREZR, FEONRMERR ., B1R . 2338 i OV INIBRAZER 1) 3B vz, ARIRIC
XTI HPURRAGVE (FFERZ L) 3fE & BrE WG ARELORBEEMRIIE ESh., IRTE#E ST, o, #&
HrRIZE TG EFHLT, 481 (9.8%) 1254 (RIS T A HUARRA G (P RIfERZ2 L) 3. B i Bk e & OV
FRERIEAE S 14F) 388 Bz,
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VI. ENEEIZEHTHHE

1. ZEZHCEEHLHLAMRIFLEYE
R AR R N I VR[] 5 XTI IR - B A1

EE : BEOH LB OMEE - IRFL, BFORNLELSZRT D &,

2. FEEHR
(1) Y5 AR - 15 L FF

IR R 2 XA 7-(FXID) AV 7 2=y T, MEF GRS 7 THOPXI B 7 2=y hefE S L TATRrT N~ —
(AB)ZTER T DL, HI AR 9524998 Lo WDIFAE T Thar Bz ki b+5L, FXI BY- 7 2=yh
IOIRBEL . 747V 55T e O 7= A VB A LGRS A S, 747 Vo BLOBMA TR E K OISR 2 S | 815
FEAR A~ DI/ INR N N7 4 7 U BROBE A A 3R [ (235 D 10),

AT B Z EREXI AY 7 2=y FAUEN SR B RE L A~ —"Tih D728 . WERPEFXI AY 7 2=y h RO

BYEMZ R e iifsSng,

(2) BT RATTHHERAAR

1) in vitro

AHEOFXI BY 7 2=y e DF AN 747 U ARETAREZR D ONZREE B D 22 TE AL e OSSR EEHE 58 % in vitro TR

L7,

KRERD n vitro$ ) FH) 3T A—42 DR

AF ST A= FEE A

S

WNEMEXIT BY 7 2=y h~DFE S

AT~ A Tob, TR A X, VKO MILEEH SO N IR
FXIl BY 7 =y hEFEE LT,

AHED MAET= A ARG TR

AFITE N O =7 A VIV B SR IME 7 7V % R B 2845
ST,

TEPER O AR M 872 A A ARG T RIS

ra B AR DO AR EE N O FET= A B o iR PETE PERL O AR SR LG PR
i LR 2 3 D0 BE PR (2~50 pg/mL) 12T, RERIZHOND
RERIFHNCT 4TV )7 BB S DT EDVRE T, A%
DITY | B (400 pg/mL) IZBWTIE, 747V 7 U 25496
REEDHZEDIRENTZ,

BEESRO G RN 23 8

AIR T ARIR IR T 2 Y P R AT IE R LT, e, AT hao ey
TEMACRRYS PR R T (TAFD OFBRIEEZ R TTHEL 7=,

BEE BRI AR, BEE SRR R D NTHIE IR
DHEPR ISR I OV E IS RIE T B e
VIRTET AN T T 4— (TEG) (2L B3

AFRITBEE I OBEBE A TR L K OFRIE ~ DS IEA R AR RIS
AEITHRLI,

2) in vivo

ARILDOIEEI A% in vivorkBR CARSEAR 514 (B IL 7o e 7 V& RV Tt LTz, 72, AREOHURETER K&
OMEERA FEMERIE SOUG T ~D BI B 72 b ONT N AU T B RE D AL A DB E T V% IV TR LT,

AIETHRET LT in vivodRRh SRR (T A— 2 DO 3

FRNFEH ST A—F R H

T =AY INZEBTDin vivoTO IIE

AHTin vivo TSR D DT A AZRIGER A SELI LIRS, M4

Tz BBRAETE AR

NABEERIZTTZA4TV 7 a R Ny HOAF VT — LTI NbE
a AP, a ~rasuTd Vs R RT 4T axsF oS- iR e %
TR HRER T 4 TV BLDOTE RIS B2 7= A DNRIE T DD ThHhoT2,

T DR S

t-PABRMERHLY YT ICE

AFEAFALER L 72 t-PATV R FEVE B H ML -3 7 L B T, R B
BRAR A SR EE OIS 584720 B HIRE R O SRR 25380 b,

TAHAE R OrFVIa™ o 6 %0 5

tPAFE M MY e T v ICE

t-PAEVEEFE AT H L7 Y £ 7 0, rEVI™ 2 c Nz CTARSEA B 5. LT~
LA BEEEAL TS U= BE E S O My ER A K VAL 20 22 B ML D3 1Y
BENDHZEIRBEENT,

HED t-PARARE T TAI ) — 7 AREMELIR T

12) LR TE I S VIR 1 554

(3) fERRIR- IR
A EDRL
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VI. EMENEICEIT HEHB

1. P REDHR
() AELASGmMbREE
MG ERL

(2) BREREAEBR CRESESN =M iR E
@ £XEMBREEREXNRFRZ EEHIZHITL5EMBREGE AN T—4;F13CD-3720)'?
I RN MR E S XK F-AY 7 = MR Z B I AKI35IU kg Z 4B W Z 18 5-L . EHIRREIZ 31T B3 EhReE
a7 ANV EFHI U, MRS S XA F & PO SR ENE T A—2 XL F D L) Th-o7z,

Cmdx CLmugh AUC0’28d‘d)'S tl/Z 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 2411+48.9 14.1+3.4 0.15£0.03 74.3+25.5
£ SD

@ IMNREXEMBRREEXNRFRE BEIZH THEWEREGIE AT —4; F13CD-37605488)2”
FINJR (L ~B AT 0D S ML L@ 25 XTI A7 L = MR 2 BREE GBI AH35IU ke B [AI#E G- LT & X D I
T ] 55 XA 700 Y3 I - o0 Hr i 305915 B GiPH: 10~25 B ) Th o7,

(3) il
PRl

W) BE-HREOBE
BRI L

2. EUBEERI/ S A—5
(1) B4 7535
LB L

(2) IR IR E T 31
A ERL
(3) HKERE TS
YRRl
BDITZVR
(1. () FEFERBRCRgRSNZ M PR E | DTES R
(OF it E
(1. (2) FEFEARBRCRGRSNZM P E | DTES R

6) 20t
A TDRL

3. B&H (REaL—a) i
(1) 47 77 3%
%A BRIl
Q) RSA—SEBHER
AR L

4. IRYY
MERRL
5 9%

(1) Mok — AXES P9 @@t
MU BERRL
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(2) % — BB PS BB
LR

@) A ~DFITHE
Y ERRL

(4) BBEA~DBITIE
REE R L

(5) ZD DA~ DFEITHE
<BE H=IAFIL >
A= AFIATRNT, KFEDOTEFITT IV LTZAZE 0.5mg/ kg U.0mg/ kg HEIFARN R G-Rf DR H A —F0F 2
574 (WBAIZXOME U, BRI 8 L i R OMIAE | s e B Bl i LT, S — F'Ciiﬁt%f B A T o722
FRESID FIRIREBRE B 5152 K Q2RI B C, fk — b B L AN 1 28 2 AR ZRED Diah o7z,

(6)11'[L REQWKEE
R

6. X5t
(1) REBERLL R AL BHR IR
AFIIWNEPEEREXI AV 7 2=y hEAREERIIZR —THY | BER T A 32 A B, FXUIK ZIEREF BT ~7T a7k
T (ABy) I SEE IEFH L VU ST D28 ;zﬁﬁmgf%édiﬁwfvﬁﬁiWIiﬁ?kﬂ DIGHRERE T
bHETREND,

(2) RBIBI5 S HBER (CYPH) D5 FH. H5E
AL

() PEBBHREOERRUZOHE
LB L

@) RBMOEE DB RRUELL AL E
AL

7. Bt
<BZ A=A HL>
WMERERS2BAD T3 =7 AP PIT TV LT A HK0.5mg/ kg K& U5.0mg/ kg Z IR IR G- L7214 . SR B O FEA RN 7=, £ DG
Rl IRPNPTTT VLT AZE R RE D 1= 2RI T o7z,

JREOFERICHR S - B U R, IR B CTEALENSL.5% K% UN.93% THY | mi I ERETIL, TN L 141.8%5 % T
2.37%(&)’37;0

8. FSURR—A—IZBET B1EHR
Y ERL

9. BMZFIZLDRER
MU BRI

10. ﬁi@"‘ﬂ%ﬁ?’éﬁﬁ
AN YN

11. Z0fth
MU BRI
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VI. 22 (EALDOZES)ICEAYSIER

7, =

ENBEETDER
BB

2. RRRBLTOER
LR

3. MEER IS RICEET DFELZDEH
V. 2. e X3 RICBE T2 ER 122 BT 528,

4. RERUVRAEICEAET HEELTDOER
V. 4. AERORAREICBEETHE 1 22RT 528,

5 EEGEXRKIEELZDER

8. ERLGEKXHIE
8.1 AANDHE G-I SR VE MR 5 X AR Z BHE B 95+ 37 ik - 1B a A D EMOb L ThtA 52
&

(fiF#t)
SR MR 25 XU K- R Z 3R 78, SRR T MEEE A2 KT BENNHLRATHD, TD
720 BRI B W I H 02 ik SRR RSB TH D,

8.2 A OM P miREEEZ X K IkT 24 bEX—NRAETILIBEFNNDHD, AFERE L THPALZIEMLR)
ERELNRNVEGEERR, PALZMES X KL ~UZE LW EEO R R FT RNRO LN AT, Ao e
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1413 HH5ENDRWZEIZXVERE O BN R #5413 AR Z USRS B CR%., BR EFEAHR 6.0mL
THRTHZENTED, FRBEORIE 1mL FUIE, AN T =27 GEls %) LT 1.8mg (3001U IZH ) A& £
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HE (k) $e 55 (ml) IRTE (kg) e 58 (mL) IR (kg) #e 5 8 (mL)
1.7-2.5 0.2 9.4 - 10.2 1.1 17.1 - 17.8 2.0
2.6-3.3 0.3 10.3 - 11.0 1.2 17.9 - 18.7 2.1
3.4-4.2 0.4 11.1-11.9 1.3 18.8 - 19.6 2.2
4.3-5.0 0.5 12.0 - 12.7 1.4 19.7 - 20.4 2.3
5.1-5.9 0.6 12.8 - 13.6 1.5 20.5 - 21.3 2.4
6.0 - 6.7 0.7 13.7 - 14.4 1.6 21.4 -22.1 2.5
6.8 - 7.6 0.8 14.5 - 15.3 1.7 22.2 - 23.0 2.6
7.7-8.4 0.9 15.4 - 16.1 1.8 23.1 -23.8 2.7
8.5-9.3 1.0 16.2 - 17.0 1.9 23.9 - 24.7 2.8
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SRR, M, i+ M OB i MRS 69D B IR bV hoTe, A
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Fio A MIRTEER (ECC) Jaffiie | S AR AR G- LTl =7 A F N DLIEFITE T MW TR AR LI,
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XI.8EEH

1. ELNETORTIRRT
20254E6 A K s IZRB W T, BAR, KE, BINGT v~—2 AZVT | ARAUEE) T E A=AV T &G it {21 5 [E TR
FENTWB,

KNI DHE X TR FER OCHEIZLL T DL THY , SMETORFIRI LT IR2D, ENOEBNEOHIFHT
AR 5L,

Zhee X 1Th B He R MM IR E XK F-AY 7 = MR Z BB 305 H e o]
AELOHE AFNZ TRAT OVESRIR 2R CIARRL . 2mL/ 25 A8 2 72\ il B CREIR IS HRIR NI TS5,
R kg4 720 35 E B AT 2400 = L\ E M i 535,

B, MR 53255 . KE kg4 /=035 E BB 2 5902 LN TED,

KEDZHRE X IIZNRITTFRIHIR G- DI TH D, BN TO kL - A &8I 3R E 24k R D BE OG- BARIBRED THH T
50

KE O SCE &4 Novo Nordisk Inc. T 20144F
(202046 A1) o 2000-3125IU in 3 mL
5 : 13
W 7E 44 TRETTEN A it Powder with TRETTEN®

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

TRETTEN" is not for use in patients with congenital factor XIII B—subunit
deficiency.

AR OHE 2 DOSAGE AND ADMINISTRATION
For intravenous use only.

2.1 Dose

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

o 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 1U/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 A2B2 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
[U/kg is sufficient to replace 100% of FXIII activity in this population,
and higher doses may not increase the levels of tetrameric Factor XIII.

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.

. Administer at a rate not exceeding 1-2 mL per minute.
o Do not administer with other infusion solutions.
. Do not administer as drip.
RS DR SE | St Novo Nordisk A/S FETEAE 20124 (T ~—7)
(SPC) NovoThirteen 2500 1U 2500 [1U] in 3 mL
% 15,
(2022423 1) e powder and solvent for Gl Powder with NovoThirteen
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solution for injection

EIERAESHIES Long term prophylaxis of bleeding in patients with congenital factor XIII A—
subunit deficiency.
Treatment of breakthrough bleeding episodes during regular prophylaxis.
NovoThirteen can be used for all age groups.

FEEOHE 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 unit (IU), the posology of
NovoThirteen is different from the dosing schedule of the other FXIII
containing products (see section 4.4).

Prophylaxis

The recommended dose for prophylactic treatment is 35 IU/kg body weight
once monthly (every 28 days * 2 days), administered as an intravenous
bolus injection.

Treatment of bleeds

If a breakthrough bleed occurs during regular prophylaxis, it is recommended
to treat with a single dose of 35 IU/kg body weight administered as an
intravenous bolus injection.

If bleeds occur in a patient who is not on regular prophylaxis, a single dose
of 35 IU/kg body weight as an intravenous bolus injection may be
administered at the discretion of the treating physician in order to control
the bleed (see section 4.4 ‘On—demand treatment’).

Based on the actual concentration of NovoThirteen, the 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 body weight (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 IU/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.

Minor surgery

It is recommended that minor surgery, including tooth extraction is done in
connection with prophylactic dosing. Otherwise, an additional dose can be
given if needed. The dose should be based on the FXIII activity levels.

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 for both
prophylaxis and treatment of bleeds (see section 5.2 ‘Paediatric
population’).

However, if the paediatric patient weighs less than 24 kg, the reconstituted
NovoThirteen should be further diluted with 6 ml of sodium chloride 0.9%,
solution for injection to handle the dosing of small children (see section 6.6
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‘Special precautions for disposal and other handling - Use in the paediatric
population’).

The dose volume for small children can then 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 sections 4.8, 5.1 and 5.2.

Method of administration

Intravenous use.

slow bolus intravenous injection at a rate not higher than 2 ml/minute, see
section 4.4.

For instructions on reconstitution of the medicinal product prior to

administration, see section 6.6
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8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies using TRETTEN® in pregnant women to
determine whether there is a drug—associated risk. Animal reproduction studies have not been
conducted with TRETTEN®.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.

Miscarriage is a known complication of congenital FXIII deficiency.

Pooling data from 39 publications, the miscarriage rate was 66% in 63 patients with 192
pregnancies (70% in 179 pregnancies in FXIII A-subunit deficiency women). Miscarriage rate was
91% in the 136 pregnancies without routine prophylaxis with FXIII concentrates and 11% in the
45 pregnancies treated with routine FXIII prophylaxis.

8.2 Lactation

Risk Summary

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

Pregnancy

There are no studies in pregnant women investigating drug associated risks. There are limited
amount of data from the clinical use of NovoThirteen in pregnant women and available data do
not show any negative effects on the health of the foetus/new—born child or for the pregnant
woman. The use of NovoThirteen may be considered during pregnancy only if clearly indicated.
Animal reproduction studies have not been conducted with NovoThirteen (see section 5.3).
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Breast—feeding

It is unknown whether rFXIII is excreted in human breast milk. The excretion of rEXIII 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.

F— ATV T DUt | 4.6 Fertility, Pregnancy and Lactation

wE Effects on fertility

(202349 ) The potential effect on fertility has not been studied in animals. No effects on reproductive
organs have been seen in non—clinical studies.

Use in pregnancy

Category B2

There is no clinical data on the use of NovoThirteen in pregnant women. 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 replacement therapy may be considered during
pregnancy.

Use in lactation

It is unknown whether rFXIII is excreted in human breast milk. The excretion of rEXIII 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.
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(202046 A ) Pediatric subjects 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 subjects 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 subjects below 18
years of age (6 subjects with 11 events in 27 enrolled subjects) than in those above 18 years (3
subjects with 3 events in 41 enrolled subjects). Three subjects under 18 years experienced non—
neutralizing antibodies and were withdrawn from the study. A fourth pediatric subject who had a
non—neutralizing antibody remained in the trial. No dose adjustment is required for pediatric age

group.
RN EL A O ST 4.8 Undesirable effect
(SPC) Paediatric population
(20224F3 H) 21 patients were between the age of 6 to less than 18 years old and 6 patients were less than 6
years old (total of 986 exposures of NovoThirteen in paediatric subjects (less than 18 years
old).

In clinical studies, adverse reactions were more frequently reported in patients aged from 6 to
less than 18 years old than in adults. 3 patients (14%) aged between 6 and 18 years experienced
serious adverse reactions in comparison to 0 patients over 18 years 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.
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5.1 Pharmacodynamic properties

Paediatric population

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

Twenty-one 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 986 exposures.

Children above 6 years were investigated through the pivotal phase 3 trial (F13CD-1725) and
the 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 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 17 years of
cumulative follow—up, representing a total of 214 doses. The suggested dose of 35 IU/kg has
shown to be appropriate to provide haemostatic coverage in this young population.

In the post—authorisation safety study NN1841-3868, 13 children under 18 years were enrolled.
Overall, no differences in treatment response or safety profile were seen in the paediatric
population compared to the adult population.

5.2 Pharmacokinetic properties

Paediatric population

The single-dose PK of NovoThirteen has been investigated in 6 children below 6 years of age
with congenital FXIII A-subunit deficiency after a single iv dose of 35 IU/kg. The PK
parameters are presented in the below table.

Single—dose PK parameters Trial F13CD-3760
Geometric mean (range) Paediatric patients
Number of subjects 6
Age (years) 2.7
ge (years (1-4)
Gender 3F+3M
0.67
Chnax IU/ml
(U/m) (0.49-0.91)
0.21
Csodays (IU/ml
SOdy( /ITI) (0.05)#
355.1
AUC-ins (IU*h/ml
oot (IUh/m) (285.3-425.6)
0.15
CL (ml/h/k
(ml/h/kg) (0.13-0.17)
85.7
Vs (ml/k
s (ml/kg) (49.3-143.0)
15.0
ty (d
« (days) (9.8-24.8)
575
MRT (h
) (383-871)

# Mean (SD)

Cax: maximum plasma concentration

Csodays: Plasma concentration 30 days after administration

AUCyy: area under the concentration—time curve from time of administration to infinity
CL: clearance

V. apparent volume of distribution

ty: terminal elimination half-life

MRT: mean residence time
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