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FRA SRR A S A TR S 7 TEME R IR B E 55 IX (R (FIXa) & figEEE s X K+ (FX)
W6t DB R L b ME B RMEE  7 u—F AR (BT FIXa MO FX &/ 7 12—
FHK) ThHDH, I A~ 7T FIXa KON FX EfEAT 5 2 & CluikEE 5 VI K+
(FVIID) OHEREA T 26K TIEMEE I T 2 B 2 B, FVIL OFREIR T XI357E X8
BT HMANR A BEOHMEAICIHBWT FIXa 12X 25 FX OEMLEZEH#E L, O FiiRoOIm
TREEE RS et S 5,

T X VAT R TFERA (B, AAD IR T,  TERMEMm R VI KX Z
BRI D HIMER OMH ) Z22hEe - 23 & LT, [1RI3 mgke (KE) % AR OMEC4
Bl THEG L, AFRIZLLTFOWT O HE - HE TR TEST 5 @ 1\1.5 mgkg ((KHE) %
VAMOMFE, 153 mgke ((KEH) Z20EMOMKE, 1H6 mgkg (KE) Z4BEMOMMRE] OH
% HE (LI, ZhFn0E, 2R O4ERRL Y A L) TERIREESNATWD,

A%, TH R MM e e E 5 VI K T-/KZ B 23T 5 I o] 2%hke - 238 LT,
MHBIZ6 mgkg ((AHE) , 2H HIZ3 mgkg ((AH) ZL T#H 5L, §HHEMH1ELS mgkg
(RHE) Z1LAMOMRE TR &S5 T 5 HE - HEZBINT 2 720 0RERGE &GS S EH— 5
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27239202 LT,
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TIE, AT O3FFED MBI LY 58 Lz,

T I VAT H TN EEE—BIEE, MEPICEENDI I AY T ORELR DT
VAR T PR ERIN L7202, BEE RIS < BEE —Bklc K FVI IGMEZ2HIE 3 2 5k
Thd, VVEERTEZAWZERBOEEEL, O FIXa KO FX 2§00 L TEM e S
N7 FX OIEMEEGRBEEEZHWCHET 2 HETH L, =TIV AV 7LV VO FiXa &
O FX AR tEZ R &Y 720, KOHETIEZI U A~ 7T L2y, b MEERT%
W= G R e EEIRIE, WERBT Y VEEK T2 AW Al B aEEIE LR U TH 508,
t hD FIXa KON FX 2T 5720, =3I X~ REEE =T, FRENDSHED A
VFr—va UfERER 2.71.1.2.1-11T5R7,
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v UBER T AR - -
" ’ L 5.92 ~ 100
- A RIS B E VR -12~52 51 ~ 16.8
- i e l\é'éi%%:ﬂ?b‘ . | ~ 175 -12.0~-5.4
A ARSI E VA (HighRange® | 1.9 ~ 9.4
HER)

o BRRBRICB VTR, = I v A7 PR TERE BRI X2 EMOEAEZ TTudL) , v v EEERT &
Mzl aLEEL O e MERR T2z AW EREEEEIEIC L 2MEMOFME TudL) LRTL LT,

[ v X7 W NEEE Bk ; 53.14-1, U EERTZ AW ARIEEILEE ; 53.1.4-2,
ZHWEAREOEEE ; 53.14-3%1053.1.4-4 5 0 K]

b bEERE AT

2711.211 I XA THITEE—EE
PrgEE Al & LT3.2% 7 = Y U A2 AW THRE Lz 2@ Eos—T I v XA~ 75t
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WEOBIKIZLUL TO LB Th b, PrlEiEAl & LTy = fa v L-imiElZ FiXa,
FX KON b e Z2Fmd s e, BFo FVIL 2GR (FVIIa) & 725, FVIIa & FIXa
1 FX OIEMAC ZRET 5, TEML S 72 EX OIEMEZ AR OIEE % AW THIET %, FVII
TEMERER OERE e M SEE WD TRERZER L, BEF O FVILIEHEZ R L,
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FX I3t PR TH L0, = I VA7 HRICMEZ R T RS T S EEE K 12 W T2 A st
HEEERRD,
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o HRVEMAIH A BIRIARTAL P ODXAT 11 A2k EX—DHHREICHKE, EF
FVII 1GOOI Z 50.0% — 75.0% & L (ERD/3HETIL 25.0% - 75.0% Th->72)
¥5A7 FVIL G W O T 50% Z B2 o mhiEias > TA v e X — iz B L,

AOHEDONY F—r a URERER 2.7.1.1.22-11T7R T,
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FEEE (%)
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- e ALt 1 . 00798
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t MMAEFPL I X THERGETH D Z ERER I NTZEE ORI OV T,
2.7.1.1.2.1.3 IZRE# L7 & MEREIR 72 AW e B S I E VA 2 5 L C in vitro PRI Z 4
Britz, b PSRRI ZBRLEE 325 = L2 L 0 Y- iRl &R & et <8, Z OTet
LI v A~ 7hikz2R e — R ca—FT 4 v S LIV AT TR IvE 7+ 5 2
LICEY, ZI VAT RO FVIL FOTHWEZRW, BRE—XICAE LIcii=I v X
V7R EBOEH S, v/ 77— M@ L EEOI VAT ERILSE T,
Z ZIT FIXa, FX, U VIREKR OB T MRERZTRNT 5 Z LI12X 0 FX 2IEMH(EL, Zo
TEMEA FX O SR OEE 2 AW CHIE Lz, RRPUENTEE L2 WEEAIcE, =3Iy
R ZIREMR FX AR ZREST D0, PRPUENEET D5A020F, EER FX &k
PLE S, FEBENMET T2, RoOPEOR 2292 ng/mL TH Y, 50 pg/mL D= I
VAT IPFAET YA 12569 ng/mL DL X XA~ T HKEZ R ATRE Th o 7=,
RONHEDONY T — g UFEREZFR 2.7.1.1.23-11T5R7,
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3 VR
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B WIEN
TE: : JIER
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o
e

I | coeesr: ) | 22920gmL

2712 [AcOREBREROEN
AT BE T 2 8 72 73BT S L Ty,
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AST aspartate aminotransferase TANRTIXUVBET I ) N T U AT =
77—

CL/F apparent total clearance EAngoeg s V7oA

CL/F/Frel apparent total clearance corrected by | XTI/ N A AT XA Z U T 4 THi
relative bioavailability ELZEENTOEHE 7 VT F R

Crrough,ss trough plasma concentration at steady | & FIRFEIZISIT 2 MAFEFRE 7 7
state =R

ELISA 7% enzyme-linked immunosorbent assay P SR S % I E VA

F1+2 prothrombin fragment 142 abhar eI I 7 A M2

FIX factor IX Af 5 U [ 251X K-

FIXa activated factor IX T PR i 0% v 65 251X [K] 7

Frel relative bioavailability FARIEINSA T XA FZ VT 4

FVlla activated factor VII TG PR i 70K T [ 2 VI [K] 1

FVIII factor VIII Af U [ 275 VI [A]-

FX factor X 1 5 R [ 5 X R

FXla activated factor XI T PR i 0K U 15 25 XT [K] 7

IgG immunoglobulin G fE a7 G

KA absorption rate constant W 4K

LOCF last observation carried forward —

NOAEL no observed adverse effect level EEM R

PR partial remission By TR

PT prothrombin time A =0 N = A 1 =i 53|

PT-INR prothrombin time-international normalized | 7'& k& o & R [E B HE L
ratio

rFVIla recombinant activated factor VII AR 7RI 2 TG MR i R R [ 55 VT

%

tin elimination half-life H I8

t1/2,abs absorption half-life N NES ]

V/F apparent volume of distribution ST DA IR

V/F/Frel apparent volume of distribution corrected | fHXf /XA 47 XA Z U 7 1 THi
by relative bioavailability IE L7 BT O s s
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272  ERRFIEHER
2.7.2.1 E=RUBER

TIVA~T (Elarl#z) (K, =3 X~7EIH4 RO5534262, ACE910) i,
HAN SR A AL CAIRY S U7 TR R MR BRI 21X [(Rf- (FIXa) & fiREeRE S X R+ (FX)
KT A B2 v ME D EREREMTE 2 7 o —F FE (BT FIXa K OW%T FX £/ 7 12—
FHK) ThHDH, IV A~T7E FIXa KON FX EfEAT 5 2 & Tkt 2 VI K+
(FVIID) ORREZ T 2K TIEMEEZ BT 5 & B 2 B, FVIL OBREIK T XIXF7ERKIE
ZETHMANR A BEOHMENICIBWT FIXa 12Xk 25 FX OEMALEZEHE L, O FiiROIm
TR SOG 2 e S H 5,

T VAT R TFERA (PR, AFD ISRV, TR EERE 5 VI K- R 2
BEICRBT 2 M omH ) 206 - i E LT, 11E3 mgkg (RE) % AR ORE T4
B THE L, URRIELLFOWT oMl - HECTHK T#E57T 5 1515 mgkg ((FE) %
LEREOME, 1813 mgke (RHE) Z2EM ORI, 1Fl6 mgkg ((KE) A4ERE ORI OH
% HE (U, 22, 28R OBEERL T A Y) THERRBRINLTWD,

A%, T# R MM e EEE S VI K1 /KZ B 23T 5 HIME R o | Z%hke - 21588 LT,
MHHIZ6 mgke (FKHE) , 2HHIZ3 mgkg ((KHE) 2K 5L, 8HH 115 mgkg
(RHE) Z LA OMRE TR T&RS5T 5 HiE - HEZBINT 2 720 ORERGE AR HE 5
EHEAGRHGE (LI, REFE) 2175, AHGEOTOOEKREEZOFANIL, % RIEMnAR A
BEESRE LENS O AR (1042003388 OF —Z IS\ T 172, LI,
FEBEDWT 0 372\ W RV, 1042003708k O EEARAT O 7 — #1235 < GRS R 2 R~ 7,

2.7.211 EUEREET MO BEER
JO420033BR IZ 1T A MAEH = I o X~ 7 IREHER O e & REEF BB EMTIC L Y, %
KMEMAR A BEICBIT AT I3 X~ 7 OEEhRERE K OV RMEBER 0 588 B 5 F1 A,
137,
Mg I v X~ 7R E Y, BERAENIEYE (ELISA ¥5) IS THRANE L=, SFrEOREM
1%, eCTD 3243 5290616001-2.7.1.1.2. 11ZZ# L7~

27.21.2 EHFIHEOEER
T I VAT RO RMEMA A IZBEET 2N FOFRELE LT, JO420037# 5k 2BV TLL
TR ZORELZ P RAIE L, F0 ORI ERZ2 3 m L7,

1) FVIIJEME

a. T VAT HRITEE—EE (= v X~ T IEGE)

BEE RERC S < R — B iEIC € FVIL iEEERIE Lz, =V A~T 2 E54 9 5 MR
FOWNKRME FVIT EEZ2RIET 572012, 10 L TH Sz MERIRIZ ex vivo THi= I VX
< THRERML, = A7 ZFFf LIREET FVIL {2 1E Lz, STk OREMIT,
2.7.1.1.2.1.1\CFE# LT,

AFNOBEA&T ORI AV S FVIL G, = v X~ 7 K OUMLigEE E A 755 O fr A
F~DEBEN N L ik B COREM O — B2 BB L, Mg N RA 8 5% 7205 B
Bl L% IR SN E 2 W2 2 o X~ 7R FEEE — BRI K 2 Rl et oo A
L7,

b. T VEEINKNTE AW EREOREEE (= v A~ T IERE)
7Y FIXa M OVFX i3k & L THW A ARBAEEEIC C FVILEEZE L7, =3I v X
<~ 71X 7Y FIXa KON EX ICRUSHEEZRE RN Z &g, KHEETH D FVIT IEHE
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VINIRME FVIILTETE A S L TV D & & 2 72, OHTEOZEMIL, 2.7.1.1.2.1.21C7# LT,

c. b NERERETEHAWEAREAEEE (= v XTI RIGMH)

t b FIXa X OVFX k38 & L THW D AR EEEIEIC T FVITLIE®ZHIE Lz, =3I X
~VTHE T CAREEICEIVELND FVIL ML, % AMEMAR A BFEIZBT 2WNEME
FVII {EMAE & I ZAERANOIEMEEEZ KT H2fEEE LTEMTH L EIFRL 20 0D, =
3 A~ 70 FVII BERERRIENEZ 3T 2 72 O OIS FHIFEIEICIZ R V155 L & 2 -, HriE
OFEMNE, 2.7.1.1.2.1.31Z58# L7,

2) MHEH MR EEE S IX K (FIX) R OVFX 2R

FIX KON FX (= U A7 OEMFRTH 5, TUEREM B EEN TIEHHURICH S L TR
EEEEREIER LIZGE, ERTUROENEIEN B E 7 1) M PR E N LT 5 O & [FIRFIZ,
FERIPUR O A PERE D B E SN D FREMEDN B D, ZD7=8, AFIFGZOIMAET FIX LT FX
BEHER 2592 2 & T, FIX XONFX ZxET 2 2RO 2 A 72,

3) IEMEALERSY bR T T AF B (APTT)
T I VAT O FVII BEREMRBRIEEEZ AT 572012, REOLRNKNREEERE THD
APTT #H7E L7,

4) buorv ARk

T I VA7 O FVII HEERBIEMEZ I 5 72912, NIKSREEBREMR A T & 2 16 MER M #E
BEE R XT A7 (FXIa) & he B ARERE LT, FXla &6 b o o B AR, b
0T AENEE AT, FXla ICEVARRERLZEIND o v r& i EENE
ELTREICHIE T 2B TH D, AME CIHIMEICKIT S b o v e Ak BRI
Mno, hu v ARkBRaR R (Lag time) , H&K br B AR (Peak height) , HK b
0y EUARREICES E TOREE (ttPeak) MUK F v B PEARE (ETP) O/3T A —
ZWEMEIND, AAIOEKEEBRTITIEIL, REWRT A= ThDH Peak height (ZHSWN
TAKIEGH%O o v v BB A2 3N LT 5,

5 v huorbErEl (PT) KO e hoe e R EBEREL (PT-INR)

T I VAL FIX, FIXa, FX K OVEMERLIMEEERE S X K1 & A5E 7 5 “EEFREPUAT
bH5DZ LD, FIX Xk FX ([CBE# T 2 MikEeE RS A2 BLET AR T v v VEIBIERICA L
TWbEEZExbND, D, REMRINRZREFERMRE THY, FX MPBEET 2 EEREMR
HTHD PT KO PTINR? OARFIR G54 OB ZFHMET 5 2 & T, FX OREEMEICRT 5%
O AR T, 723, FIX 1% PT KO PT-INR (2B 5832 | FIX 23BE5-9 % NIK L EEE AE
FBRAEIZIX FVITL KO I v A7 HEBRICESE L TLE Y 2 Enn, =I XA~ 728 % FIX
DEEFETEE~O B L FVI HRE TR M & BEE B A IS W Co RN 32 Z & 1XNEE T
HbD,

6) D-X¥A~—, Fuborvr773 720142 (FI142) RO\7 4 7V ) — 57 U RE
D-ZA ~— KO FI4+21F, M EE SO o0 i@ Fl yTae S A O T A £ - Tl i BE A3 8N
LBBIRETHY, 747 ) /) — VIR T CRT LSS HEEChH D, ZO7w, AHE
%D D-#A~—, FIRKROT 4 7V /=5 VIREHB IS 2 2 & T, AHI 235 E
1% 51 X L = 3 AT RERE O R & 2

27.21.3 IREE=-A RN DHLER
JOA2003FERZH 1T AIRFE A H L 72 HIiL OB HOWT, MR I AT REWHBE L O
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B 2 B OISR L7,

27214 BREE-TE RN OEE
JO420037RBR 2 35T B e FERRM: 25 52 K OVfILAR PR N LB E D FEBRIZ DWW, IifEp e 3 o
K= TR EHERS & O BEEEM: 2 IR iSRRG L 72,

27215 & R ET M B ER
T I VAT RO RMEMAR A \ZBEE T A0 ERMEOFERE E LT, JO42003 BRI T
P I v X THUEKR N FVIIL A B EX —2HFRAIE L, 0 ORI ERZMm L7,

) Pl I A= THik

BIKL VO I v A~ THROFEE (GHERIAIXREMERA) 1%, ELISA JEICTHEL
T2o IOMTIEDFERNIE, eCTD =A% 5290616001-2.7.1.1.2.2.1(2) & ¥ eCTD %1% 5300329001-
27239202 LT,

BELSVOPT I VA THROFE (BHEGSOIEMEGD X, TRy 2251k E Lz
PLFOFEHEC L 0 HIE LT,

e Negative : AF|HG-BAAFTCEEMEXIIRATH Y, BGHBHZICHBEME S HE S LR an
FAELR Do T B, Pl I v X~ 7 HURRRMER] & e Lz,

e Treatment-unaffected : A #% 5-BHAART M O G- BHARTE DO W37 40U S Btk & HIE S U7z RE R0
fEEL, HEBRAEZICHT I v X~ 7 HURO M3 5-BR46R1D 4 {50L EIZ72 o T2 R R DME
ELZ2 o, i I v A~ 7 hukEMs & HE L,

e Treatment-boosted : AH| ¢ 5-BA 4G FT S O B-BA LG O W 702 & B51ME &HIE S L7 e s 7
fEL, BERmHZICIT I X~ 7 iR iR & 5-FET 0 4 {500 I8 o 7oK A E
L7oRBE, Lo I v X~ 7 HURB R & fE LT,

e Treatment-induced : ASHI# 5-BHAARTILREME I KRB TH > 7228, B HBIGEZICHME & HE S
IR EBFE LB, P X v X~ 7RG & HE LT,

= I v A= THRGHEFNZ W TIE, YkBE BT o™ I v X~ 7 HiikB s iR %2 H
W, i 2 U X~ T7HUED in vitro PRIEMZBIITHIE Uiz, SOWTEOZENL, 2.7.1.1.2.3
\ZFRH L7,

2) FVIIA v bbEH—
FVII A > b B% —%, = I AT HFEE Bt AXE (= v X~ 7 IERGNE)
WZCHIE LTz, HriEOFEMIE, 2.7.1.1.2201Z508# L7z,
0.6 A X HA/mL LA LD FVIIL A b B4 — iz 2 Lizfik%, FVII A > & ¥ —
PERRIR & HE LY

27216 Rl G ER DB ER
AHNOBRE T 0 7T MMIBNT, TR~ T NEE 5 EAEH %2 2 5 72 O
PREEFLFBR 1T 5205 L T 220208, JO42003588R 128V T X v X~ 7 & i i defE K 7314 & o
MO EEROFEIZOWTRRET 2TV, mEREREN, ke ZE e rE T8 K O AR PR N i & iE
OB ELR LT,
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2722 [AcORBREROEN
2.7.2.2.1 E bERGHZ AR
AT PE T 2 8 72 73BT S L Ty,

27222 FWEIRE, EHFERUVUGRERMYZ 5T L KRR
272221 JO420035A 5% (F EfEMT)

JO420035BRI%, % RMEMAIN A BEICAHZ KERL THS LIZBEoZerk, Aok, 39
BREEN O FE2FMMT 2 2 L 2B E Lin, ZhaxdtR - EEHR - ET7 X 2T A D
[EINE NI ARG ARARER (RHEE ARES CEMF) Th o,

ARFRBRTIX, S INHIRE T O A RN B PSRN BE 288k Lo, BT, BERREA TR
FEINHRIE 2 B DI BG T E AT ER T D18, EOBF 2 a kR — FHIRE L, AH|Z Day
1126 mg/kg M O} Day 2123 mg/kg D& TR TG (Afii#hE) L, Day 80 b 1.5 mgkg D&
TLAMMRBIC CRER THRE (MERES) Lz, 28— MHIBEERS IR O6BI A K+ 5
BRIGAEBICE S 2 T, TNETOT =X IZEHESWTYHME - HEO@EYIMZ2 M+ 5
ZEEAMIC, FET AL a—&FE L, YiZHE - HENEYITH D Ll s
AL, BEREESCIEBREE () ERIC X 0 sk o Sk A3 R #E 22 78 0e & ofllr S hvs
18 LA EDOBE D akR— F2~DOBGREGT & & Lz, L HREOEFERMLETH D
WSS AE, A — NUSBITCTEREZRE L, Fio2Hik - AEEMRET 5 e
NoHZ &b Ll, FVILIGMEIZE T 2@ IGEHEIL, adR— M EAORIE T, [BERI7TH LN
DEITOMAL TS50 TU/AL A5 & L=,

AR CIE, WEEE Y X7 i/ NRICE Z B 7212, FVI #EMEAS0 UL 8 TH 5 Z &N
R S AL, D> DELEDOTER A B U 72 IS X9 2 feth O R e [E K] 7- B4 12 52> & 720 R 23
i LT AE, AAIOBEGHKETOMEE 352 &L Lz, AFIOEGHET OHIBHIZ
% FVIIL {EMEAEIS, = 3 X~ 7 K OV ik R [E K - 55 O f A o~ O 52 280 DN Z sk Al T D
HEMO—BMEZZRE L, ke S K 7R 5% 72 R 2 R U7 % ISR IS ik &
HAWnWiz= I v X~ 7 FlgE— BRI KD RAERROA L Lz,

F7T— 4 L E 2 —HD20204E12H28 7 — X 1 v MA 7R ETIZ, 9IS 2R — P LHTH
kI nlz, FPREIT—Z L a—0fR, EdRoME - HETEYch D LS i, [FHE -
HEICTar— RM2ERKET L2 L EoTc, FMT —F L E 2 —OFEMIX, 2.7.2.3.10.312F
#HL,

LIRS, EEMHTHO20214F4 0238 57— 4 B v b A 7 HERE TOT — X O R 2 w7,
T—H2J v NA TR E TICR2BIDBARRKBRIEER S, ZOWRIE, =dA— M 1R26], =k
— R20BITH o7z, BEINARF| O G %%, BRREHEEVFMOXI R E e ote, T— 2T
v NA TR TIE, WBIRAFIOEG 2/ T, SBINAFIOERG 2/ THRICESET 1 —T
v T EFERETR, 2HNARBN OB EZKE TRICZENE T ru—T v T2 THER, BIBRAFIOEK
HEKTRICERE 7 ru—T v 72 IEERTh STz, T—H% > M4 TR E TOARAIH
HHIM ol (FpE) 1%, 5.148 (03~29.1#) Th-o12,

2.7.2.2.2.1.1 EWENRE

AKENDOE G250, BERBRICIET T I A~ 7RENAE I NZ12B61 0K, 84l

(66.7%) TIEAFEGFMHIUAE E TR = I v X~ 7RE N7 7Hl) BAEAIRE T
& %30 pg/mL BIZEIE LZRFR 1 OLL EAFAEL, 9B (75.0%) TIXAFR G-BLA4l#% £ T
TR = X 2 X~ TP T 7 EA30 png/mL BICEGE LR oL BEE L, Mg
T VAV TRE N T T EOEEMEL, A GBI % ORER T30 pg/mL & EFElSTEY,
ZO%H YL EFIRECTHRF S, AR GBBI~4B%ICBIT 2 MEhm I v X~ TRE N T
T EOVEEIL, 36.5~38.7 pg/mL (9~1261) O#EPHTH -7z (¥ 2.7.222.1.1-1) . BIER
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s e DR EARIL N OARKIFE 5B 54 % E COMER = I 3 X~ T BEEHER 2 iR FHEE L
EZ RO EENE, 2.7.2.3.10.1 % TU2.7.2.3.10.212304 L 7=,

2.7.2221.1-1 JO42003FHERICH (T HFHMBPHT I L X7 TREHR

Mean +/- SD time course of plasma drug concentration
Protocol: JO42003
Analysis: PK

Analyte: Plasma emicizumab concentration (ug/mL)
Treatment: Cohort 1 (N =12)

60

40

20

10

Plasma emicizumab concentration (ug/mL)

0 7 14 21 28 42 56 84

Nominal time after first dose (day)

Data at scheduled time points until FOLLOWUP_WEEK1, where the number of quantifiable observations is not less than two and half of the number of observations, are
plotted. Data at FOLLOWUP_WEEK1 are allocated to another scheduled time point for summarization as appropriate if applicable.
Zero is assigned to the mean at time = 0 if more than half of the observations are unquantifiable.

Program: root/clinical_studies/R0O5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/iprogramipk_240_f sumconc.sas
QOutput: roat/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prodfoutput/pk_f_sumconc.rif
Datefime: 04AUG2021 14:15/ Clinical cutoff date: 23APR2021

EHE + EERZE TER,
[5.3.5.2-1 Figure 11.4.2.1-1 % {548]

AHNOFEZET LIZBEON, 1008 W T I o XA~ 7 OMEH (tn) 2NEHTEE
THY, upld32.6+806H (CF¥HME + HEHRFE) ThoT,

2722212 FEhE
1) FVII &M
T X VA 7 R R ERE - BEEIC K RO lE S v FVIL iR (B 2.7.2.2.2.1.2-1) 1220
T, 1265 116 TIEAKIE 5546 B @ FVIL IEHENS0 TU/AL K CThH 72, Z OWND106]TIZ,
0 7 Y ] DR - S5 51 T2 IR FETER 3 %t L 72 B IS BRI S LT RRIZ BV €, AR 5-BHAA LS
FVII iEEO EFJ R38O 541, 50 IUAL % EEl->72 2 LI X 0 RAOFELR T ~LEE ST,
FVII {EPE2350 TU/AL BB IZBE T 5 £ TOHRIL, AFE5HIAT~98H% TH o7, ZDOHND
oWl TlE, ZaetE7 +u—7 v ZHIM I FVILIEMEAN150 TU/L % Ln] - 7= B3 FFE L, D-
A<= FIRREN EFEHANCH > TR EBEBFEL TR (ZERLLV34E]) , W
THNOBEIZBWTH LMY + v —7 v 7 W I ffe ZEe P 5 ST AR PR i e 1 &
FEL Lo Tz, ARFIBG-BRZIZ FVIL {EMEAS50 TU/AL BIZRIEE Lo 72 1600, 32
MIROT—% 7 v N A 7RSS CARBIOE G-k Th 5,
AFNF5-BALAE B O FVII {EMEAN50 TU/AL 88 CTH - 72161 Tld, AFNFEEBILET B 5l e S
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7oA V—=v 7 e (EsHE) T FVILIEEN3.2 TU/AL Th Y, ARBRSMOEEIEN
fER SN b DD, AFFREGFLGE O FVITLIEE (FRHIE) 231304 UL Tho7o728, K
P 5-BHAAT B 12 (AR K& 5-B8A B OBEREFIZEE DO TRAIO BG4 T OHr 23 7 Siviz,
AHNP5-BAG B O FVIL TEMEMEIE, ke B K - 55 5 5102 72 R A 25 L 72 IR IS
TRz AW CHE S NLTERY, [FHICFHME S moflEE (7 BN %2 -6k
EIEE R O e MEREE & WA R aEEYE) [2 XD FVIL IEMHMESe b v o v Ak
D Peak height b lLEAE <, FVII A > b EX =R SN2 ho7=Z & & bd@E) LT,
AANERGEIEH LV %12 FVILIEMES50 TU/L % B[al - 7= B Sid e v o 72,

HR I E S 73RO FVIIL JEPEIC DWW T, EVT 720 LA 4% 5 S 7 ik e K] -
FNC X DR ZBITRD LN o T, ZHB3MEED FVIL {EMHEMEMOMEBEEIT R TH
ST, WO FVIL IEMEEIZ W T MAER = I o X~ 7R E & ORI HHE 72 F8 BRI IRE
Loz,

2.7.2221.2-1 JO42003FHERIZHTHT I LAY TR TEE—BEICEYRRAESH
T={ER FVII jEEHEFE

Plot of Pharmacodynamics Data by Patient

Protocol: J042003

Analysis: PD Evaluable Subjects

Data cutoff date: 23APR2021

Factor VIII Activity (One-Stage Clotting Assay with Emicizumab Neutralization) (IU/dL)

250 N
I
£

200 m
<
=
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150 O
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w

100 i
o
¢

50 o]
O
0
o S 7 Ve <
(% 00 \5‘0 00
Days

All values except for "Prothrombin 1+2", "Factor |X", "Factor X", "Factor VI Activity (One-Stage Clotting Assay with Emicizumab Neutralization)®, "Factor VIII activity (Chromogenic Assay Using Bovine
Coagulation Factors)" and "Factor V1| activity (Chromogenic Assay Using Human Coagulation Factors)" have been converted to Sl units. “Prothrombin 1+2" was displayed using original unit. "Factor |X" and
“Factor X" have been converted to ug/mL. "Factor VIII Activity (One-Stage Clotting Assay with Emicizumab Neutralization)" have been converted to IU/dL. "Factor VIII activity (Chromogenic Assay Using Bovine
Coagulation Factors)" and "Factor VI activity (Chromogenic Assay Using Human Coagulation Factors)" have been converted to U/dL.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/p a
Output: root/clinical_studies/RO5534262/CDT70020/J042003/data__ ly SR_Pi ry/pt _pd.pdf
30JUL2021 15:21 Page 12 of 17

[5.3.5.2-1 Figure 11.4.3.1-1 % {548]

2) If#Ed FIX KON FX
AFNZIMAEF FIX KO FX JRE IR 8% 5 2 7elro 7 (53.52-1 Figure 11.4.3.2-1% WY
5.3.5.2-1 Figure 11.4.3.2-2) , AFIEGSBAFTOMEET FX BN LBRNE <, ZDO%IE FEm
o LTo L, ARJEG-0E3 A AT (72RFM 200 BRI %) F ORI K EEE S VI K+
(FVIla) /FX BHIOKER G %% Tz, £ O, BT 72 LINIC B G S 7 i il e
K 84AN & 2 A2 B3GR b o7z,

3) APTT
APTT 1ZAA| O GBAAEIC X 0 26 TEME L7, APTT IIAFOK G TH L E L TV
B, TIIERFEL WA IV A~ T LEE Lz FVII OEFHRICE D EEZ LN



TIVAST 2.7.2 FERIEFRFER Page 11

(5.3.5.2-1 Figure 11.4.3.3-1) . ELE720FRHI LA 5 S 7= e K 7344012 K % APTT ~
D2 EITRO D o7z,

4) buorv ARk
Peak height XA O 5-BRLEIZ LV, AFIF 5B H © FVILIEPEDS0 TU/L #8 T - 72141
Zhr¥, 2FTH L7z, Peak height IZAFIOE G T & LE LTV, ZHUIFEFLT
WHTZI VA7 LEE L FVIL OEFIRICELD2 D EE X b7z (53.5.2-1 Figure
11.43.4-1) , [EAE72RFRIDANICEE G S 4070 Mk e K - 34A1Z K 5 Peak height ~D W72 5
BITFRO BN o Tz,

5) PT XU PT-INR
AANL PT L O PT-INR ([CHARE 7B % 5.2 72> 7= (5.3.5.2-1 Figure 11.4.3.5-1}2115.3.5.2-1
Figure 11.4.3.5-2) . EIT72RFELANICBE G- S A7 g E K 13041 D9 T ER -H#
ZAEPER M R 25 VIL K (rFVIIa) #4A1] 12X 0, PT LUV PT-INR 2ME T 9 B M 237
iz, 72720, v OZ TR EERE K1 RA O G & o> T\ D I ILZE O b DT
KL TWDAREME S & 5,

6) D-¥A~—, FIRKORT7 47V ) —F Rk
D-# A ~— kO FIRIREIL, ®EICERFHH I SWEmICH -7 (5.3.5.2-1 Figure
11.4.3.6-1%1%5.3.5.2-1 Figure 11.43.6-2) , LU, AAEGHIAETOR ST D-4 A ~— X
FIH2IEE N ERHEPE 2 EE > TWZRENNEZZ & (NN KOTH) , EIT72HERE AN
(G S 7= R e R -8 GRE X T2 rFVIIa A (2 XY D-# A ~— X% FI+20EE
N EFMEAEICH S TRBED N2 & (FNEN3RCNF ; 72720, i O i EeHE X
TR OIBIBRR R L 72> T A HIILZE DL DR L TWAAREME S H5) , WONT FVIL %
‘ﬁﬁwnmmﬁmﬂébk:kmi@DE4VaXiMH%fﬁLﬂﬁﬁ’%ot%%ﬁm
=2 (ERFRN2ROTH) D, ABNCE D D-F A ~— KO FI+2RE~O e 72 8 1158
DOl TR TFEE T COMPEEERE A -84 (123 TH rFVila A
5. X0% FVIIL {EEDORIEICER LT D-Z A ~— X FIREEN R4 A HENGED bz
HOD, ZHHDRWTIZH ST T O BEIZEW T AR SRR LA R &
JEIZRE Lo T,
T4 TN )= UREE, %< OBRFICBWCIEFHE TRl 2R RIIFEE Lo 7z
(5.3.5.2-1 Figure 11.4.3.6-3) . IEHE#iPHZ FEl- 2B NFE L2 BB TIE, AR G-BHAERT
D BIERDSRSE L TN i 2 OARFIF 5B B L2 Ml 7 ¢ 70 ) — 57 ARfEICES
HLTWREEZLNEZZEDD, KENCKD T 47V ) —F U BE~OWFMEREEITRD 5
2o T,

2.7.2.221.3 RERME
) LI A=THIK

AR OG22 F, BESBRERNCHI= I v X~ 7 HUANIIE S - 12610, FEBRGRTIZ
PLm I U X2 T PR & OHE SN BE XN e oo, N—R T A VIHRA 21$0.0% T
HoT-,

AKENDORG- 2520 F, HERBHBICIHT I VX~ 7HENIE SN REION, 1452835 3
VA THURGHEG & HE S Te, N— AT A SEFEBIRIT8I% Th o7, In vitro TRITEME
EHET O I VA~ THuUE (RRgiR) 1, ofl (2K D0.0%) THETH -7,

O™ I 2 XA~ T HURGHEFNC BT 2 Hi= I v A~ 7 HARDREBIEERIT treatment-induced
(RA 5B GETIXRENE, BB E IS & HE SR RDFE) Thoto, Btk & e
SNTZRERIE, AFBEKTHRORZENE 7 ru—7 v 7P OF&BlER (=3I X
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YT IREDRKE KT L7eARFIE G/ T2401%) OHRTHY, BEHIER O f/ M REFEUZAE
VD 5/ N OPURMIIZ TR S v, HZEE OARFERGHMP oMbz I o X~ 7REIX
m®%%atmfﬁmﬁﬁﬁmb%nt%®® TN G VI IRV <2 s RV AW - ae X e o
n—7 v 7R S O X~ TIRENAMICE T2 X0 RIS 5T, tin
H36.4H EEEIZIN -T2 D, BMHEESNTEPEI VA THRIEIZ I U A~ T DHY)
Bielc B L BEx WL EX LR,

SR OENEICOWTIE, M7 +u—7 v 7R CIZEEIC FVIL {EMEAEE LT
é*kﬂ% LRSS B M B BLR DU EE S W THI 2 o X~ T HUR NI 22 K O 2hik
W52 DB AN 5 2 SIZNEETH D, LvL, EYEIRE~D AR ENERD AL D
o7 b, RUOPLT I v A= 7 HURGMRIRICE T 2 in viro FRIEMEBRMETH 722 &
b, MENTEHZI v A= THKIZT I v A~ T O E R OGN L 5 2 7N L&
Z b, BEMEIZOWTIE, Y%EEITBTA2AHEOREBEBPEE TXRWEERERD
FBIRF & i X v X~ T HURO R BIREH & ORICRERREEME R 2N E B X b D Z &b,
B ESNEHZ IV A THRIZIT I VAT ORI E B L 5.2 W &2 by,

2) FVIIA > bbEH—

12480 P L L A BB A B ICK I ATBE 22 L~UL D EVIIL A > b EX—Z A LT\, =
DOHNOYRITIL, AFIBEERLGA &g LT, RKFIREGHGEHZIC FVIL A4 >t B — ik
TAFERD B, FVII A > b BEX—RBHEAREE & 72 o 72BN 1D LU ETFAE LTz, AR 5Btk
12 FVIIL iEME350 TU/AL BBICEIE LR > 72161 TiE, FVIL A > B EX — DK T R
SN o Tz, AFIFGBIAE H O FVILEM 2350 TU/L # T - 72141 CiX, [FH O FVII A >
X — b ARETH-T- (¥ 2.7.222.1.3-1)

2.7.2221.3-1 JO42003FHERIZHTH LTI XY THMTEBE—BRERFEITLY PR
BIESN=ERI FVII A > & ER—Hifi iR

Plot of Laboratory Data by Patient

Protocol: JO42003

Analysis: Safety Evaluable Subjects

Data cutoff date: 23APR2021

Factor VIII Inhibitor (One-Stage Clotting Bethesda Assay with Emicizumab Neutralization) (BU/mL)
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converted to S| units
ference range (LAB-CAT).
quired at the timing of blood sampling including glucose and triglycerides measurement in this study.

clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/pi a:
Outy t/clini | studies/RO5534262/CDT70020/J042003/data_analy SR_Primary/pi _se pdf
30JUL2021 15: 13 Page 41 of 42

[5.3.5.2-1 Figure 12.6.1-1% F#5]
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272222 JO42003: k% GEMT—4%Ah v b4 2)
JO420035 BRICHOW T, THEMNTHRIENT —X B >~ M A7 HDO202159A 10T — X H ~ b4
TR E TCOT — X OFNTHERZ L TICRT, T—4 0 v N4 7R E T 14B DA RBR I8
EN, FONRIL, am— BRG], ak— k2020 Th o7z, EHINARI O G257,
HE RS 2Rl O R & T o Te, T—2 v A TREE T, 26IB3AF OS5 2/, 1
BINAAN OB 52K THICEENE T ra—T v 72 FEHd, IPINAFIOFKG 2k 7RIS
W7 v —T v T B TER, 2BABNORE 2/ THRICZE 7 0 —T v 7 & ILE S
Thole, 7—X By MATRERE TCORFE G M OFIE (EPH) 1, 6.148 (0.3~49.1
H) Thot-,

2722221 EYERE

RA OG22, HEBRIKEZIC EP:n‘ VA TIRENE S 145 0N, 104
(71.4%) Tﬂiﬁl&ﬁﬁﬁﬁﬂuﬁif e I U X~ TRE N T 7EN BEANEE T

%ém;@mn& @%Ltﬁﬁﬁwouifﬁ L, 1145 (78.6%) TIIAKIB G- BLA4Y% £ T
WP I VA7 RE N7 7E1R30 pg/mL BICHE LZRES 1Dl EFAE Lz, g
T3 /X<77/;;%f“%771%i®$i’31§i ARFIP 5-BAAA 1 % OBF T30 pg/mL % ElAl->TH Y,
Z D% b EFIRE THERF Sz, AR GRMBI~4RBICBIT 2T I v A~ TRE 7
TEDOVEEIE, 38.2~40.9 ug/mL (11~1441) OFPHTH - 7=,
amR— Rl Ear— 2O TR T I 2 X~ TIREHERB T OEWITRD bR 0>
7o TR— R2O2BINCBITHMIEF = I X~ TP T 7l ARHIHGBRLE1E%1340.1
K U49.1 pg/mL, AFNE 5-BAA4H % 1340.4 % N59.7 pg/mL TH Y, Wb RIFESICRIT % =
— M OEBIEOFPHN [ AFIB5-BIAA 1A 13118.8~63.9 ng/mL (1241) , AH|4% 5Bl 44
#%1325.0~86.9 pg/mL (9%1) 1 Th-o7 (M 2.7.2.222.1-1) ,
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X 2.7.22221-1 JO42003:EK(CH TS ax— FEITOEANMFEHRTI XTI REHED
tE GBMTF—42 Dy b+ 2)

Individual time course of plasma drug concentration compared by subject category
Protocol: JO42003
Analysis: PK

Analyte: Plasma emicizumab concentration (ug/mL)
Treatment: All cohorts (N = 14)
Category: Immunosuppressive therapy

Plasma emicizumab concentration (ug/mL)

0 100 200 300
Actual time after first dose (day)

Zero is assigned to negative times, Limit of quantification (0.100 ug/mL) is assigned to observations lower than it.

Circles represent data to be included in the summarization. Solid and dashed lines represent data until and since FOLLOWUP_WEEK, respectively.
Thin and thick lines represent subjects with current or planned and neither use of immunosuppressive therapy at enrolliment (Cohorts 1 and 2), respectively.
Subjects with missing category are not included.

Program: root/clinical_studies/R0O5534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/iprogram/ipk_250_f indconc_cat.sas
Qutput: roat/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_LTS/prodioutput/pk_f_indconc_cat.rif
Datetime: 13DEC2021 21:14 / Clinical cutoff date: 10SEP2021

27222272 EhE
T X VA 7 R R ERE - BHEIC K FOlE v FVITL {EMEIZ DWW T, 146191341 Tk
AR G-BLE B o FVII MR350 TU/AL Rl CTh - 72, S ONOEITIE, Ik EE [ K - 55
&ﬁﬁnﬁﬁﬁﬁ s L 7= B ISR S =ikl BW T, AANREBRIA I FVIL &0 &
MDERH HIL, 50 IU/AL % kRS2 Z S XY KA ORGE T ~LE -7, FVIL {HEPERS0
IU/dL #EIZBET 5 £ CTCOMBENE, AFREGRT~98H & Th o7z, AFIE5-BHME% I FVII
TEPEANS0 TU/L BEIZEIZE Lo 722600%, EEENT & ENT —% 1y AT HOT—% 71>
A TR R CARF O G52 /kG R Ch 5, AFIFHBRLE H O FVILIEMESS0 UL B Th -7
1 ClE, AFFEBLEE X0 %12 FVITEE350 TU/AL % Ao 72 B sid e o 72,

2722223 & R
KB OG- 2521, BEBBINCHT I o X~ 7HAENE SN-146 oW, # 5B ERTIC
Pl 2 U R~ THURD M & E SN BE T W o T, N—RA T A UIFERE EIT0.0% T
ot
AFNOP G Z= 0, BGHRAEHRICIT I v X~ T HERBRE S 148l0 N, 2617231 3
R THURBMG] & HE Sz, R—RA T A UEREHERIT43% TH o2, In vitro TRITENE
EAETOHMTI VAT HUE (PR X, ol (2E£00.0%) THETH-7-, PrmI v
K= THURGER & HE S 722610, EEMATICE W TH®T 2 v X~ 7 HURGIES] & HE
SNTWEIBNZ SN T, EERTHOT =%y A 7R CREBIEEZE T LW
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B, 27222131508 LIZNEN D FFT T/, EEMNTRZICH ISl 2 v X~ 7 HUktE
B LpE SN (BRDT7.1%) T, T I AT REDIKR T2 LI v X~
THERNEER L= B2 b, B HEOFEME LI TIORT,
VHBEEFETaR—FMOEETHY, Pi=I v A7 HIRORBIAERIT treatment-induced (K
FH G- BHAARTII R, B 5-BARARICBEME & HE SNIZRERTFE) Thoto, Bt HIE S
oW, ARRER THROLZEMN T ru—7 v THIR P OARFER 5K T12 K 0248 % (K&
BIEEE) TH Y, PURMEILEE AR CREFIC B LTV, YEEETIE, Pl v A~ T
AR SN2 etk 7 + v —7 v 7HI P IcmEr © 2 o X~ 7R ENEIIK T4 58
MINED B, 1pb9.77H EEr-T=Z b, SN ZilmI v A7 HRiE=I v X~
T OEYBREICREE 52500 E LN (X 2.7.22223-1)

2.7.22.2.2.3-1 JO42003FERICH T HMIT I XY THRAOEEMTOEMNMFEHT I >
AR ITREHBOLE GBMNT—42hy b1 D)

Individual time course of plasma drug concentration compared by subject category
Protocol: JO42003
Analysis: PK

Analyte: Plasma emicizumab concentration (ug/mL)
Treatment: All cohorts (N = 14)
Category: Anti-emicizumab antibody

100 -
-
E
f=2]
E)
| =
S
S 10dE
= H
[«}]
(=]
=
(=]
w
=
[iv]
£
B 1
=
£
[}
1]
£
[%2]
3
o
0.1-

0 100 200 300

Actual time after first dose (day)

Zero Is assigned to negative times. Limit of quantification (0.100 ug/mL) is assigned to observations lower than it.

Circles represent data to be included in the summarization. Selid and dashed lines represent data until and since FOLLOWUP_WEEK1, respectively.
Thin and thick lines represent anti-emicizumab antibody-negative and -positive subjects, respectively.

Subjects with missing category are not included,

Program: root/clinical_studies/R0O5534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/programypk_250 f indconc_cat.sas

QOutput: roat/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/pk_f_indconc_cat.rtf
Datefime: 13DEC2021 21:14/ Clinical cutoff date: 10SEP2021

AR OEFIEICHONTIE, Zet7 +u—7 v THIBTICAR O RO REE % R4 5
A2 RITRO T, i I v A~ THURBIERIRICI T D in vivo FFNEME G RRIETH
ST=b DD, HYBEE~DEENED LN TND Z &b, ST I v X~ 7HiEZ
T I VAT OEIPER AN EE 52 5N D b0 L EZ b, ©aettico
WTIE, YEE TIIAR E ORRBEENEE TERWEEFRNRRI Lo &b,
BEESNEHZ IV A THRIZIT I VA~ T ORI E B L 5.2 W E 2 by,
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2723 2HBREZEL COBERDLLE &M
2.7.2.3.1 EE R
2.7.2.3.1.1 AR - 5% - X3 - Bt
1) WY
JO420037 BRI R ST RIEIM A A BB 2 XI5 & LT RHEEMSEY EhREMRAT CHEE S
72X VAT OWCERH (taws) OF¥IMEIZ2.66H THY (2.72342%8) , Th ik
(ZHEE SAL OIS 5E T 5 F TOREM (tinas D5 EIGE) 1ZBLE133H TH -7,

2) A
JO42003 7R BRI B Sk S 7=t RYEM AR A BFE Z k5 L U REFZEYENREMNT CHEE S v
7T I VAT ORNTOSHEFE (VIF) ORFEIZIZ36L Tholm (2.7.23.42%8)

3) AR

T IV AT ORFNCET HMFNTER L TR, HEsa7 ) > G (IgG) fiikizEic
UY YV —=LNTHURIEFRICLDEBNEZT, TORBANLRESINLDIPFRHIND
DOy, TI VAT HREEONREEZITL EEZLND,

JO420037 BRI B ER ST RIEIM A A B Z XI5 & LT RHEERSEY EhREMRAT CHEE S
I VAT ORMNTOEE 7 VT T A (CLF) ORFEMIT0.361 Liday T -7z

(2.72.3.42281) .

JO420035BRIZI W THRMEMAN A BEICAFZ KER TR LB, KA 2T
LEBFICBT2ZI VAT O tipn®FEHEIFI2.6H Tho7e (BRS04 ;
2.7222.1.181)

4) P
TV R~ T OYEMICBIT A MEHEIFEM L TRy, %A, 1gG HURIZRLIR X
FEALHEH SRS, EICY Y Y —ANTH U VENRIC L D8 EZ T 5, Bkic kv &
R L7T2/NE 72T T ROT 2 BRIZIRPICHRI SN D 5y, NIRMET 2 V7 — s 59 9
TV R T OEAND SO B 1gG Fiik L FETH D L EZ BN D,

2.7.2.31.2 R
JO420037 BRI R ST RIEIMACH A BB 2 XI5 & LT RHESEEhREMAT ClX,
DOHEMBREZNE LT-ETT MLV IMFEF = I v X~ 7R E O ERE @I KRB S -
(2.7.2342%8) , ZORRNL, BREMAR A BEICBIT 5 VA~ 7 OEWEIET,
JO420035 BR D ik - HEICE END51.5~6 mgkg DHERHICEB WV TRETHDL EEZDN
7=

2.7.2.31.3 ERRERVEEN
JO420033 R IZ I\ THE RIMEM AR A BBFIZAHAIZ Day 1126 mg/kg X T Day 2123 mg/kg ®
HETE TG (Bffts) L, Day 875 1.5 mgkg OHETHEMMBIC CTRER THRE (H
Bt h) LB, BREFMMLERZ MR I O X~ 7RE T 7ENEFIRBICEEL, *
DI%35 pg/mL &KX RE 5 PAE A MR Lo, AARGBIGI R 4% O N7 7E CEEE
+ BEERA) 1, £hEN374 £ 143 pgmL (1261) &TU37.9 + 19.6 pgmL (9f]) Tho7o

(% 2.7222.1.1-1 ; 2.7.222.1.1&) |
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7.2.3.2 EMEREICHT ZNAHERDEE
7.2.3.2.1 SEXRMmMARA EEREMARE A

i H R

JO42003F R IZ I\ THE RIMEM AR A BBEIZAHAIZ Day 1126 mg/kg X T Day 2123 mg/kg ®
FAETH THEE (AfE) L, Day 82°51.5 mgkg O A& THAMMIC CRER F#&S (f
Frge b)) U72Bs, R RAERIERE S UL VAR O AR K F 5-BREA 1 ~4 % 1236 1T 5 s = 2
VA TPRE N T T EOEIEIE, 36.5~38.7 ug/mL (9~12f1) O#EPHTH 7= (2.7.2.2.2.1.1
ZMW) . —J7, SRMIMAR A BEEZxSE U BHEMERYEh BT THEE S AH % 1
MRL A VICTCEMBE Lo IV AT OEFIREICHIT A MIEREE N 7|
(Cuoughss 3 FHIME + FEHEFZE) 1E51.1 + 153 pg/mL TH Y (eCTD A% 5300329001-
2.7234358) , AF|Z R E CTHEEFHZ S LIZBRD Cuougnss 1575 RKIEMAT A B TRV ME
MARO LN, ZORKE LT, MEMBTOREEDMEDIEWDEHE L TV 5 iTiettEnsg
Zbhiz, LL, 2L OBRE TR I v X~ 7RENR30 pg/mL % kA5 HE - HET
Mg = X A~ TREHEOE VP AEINEICEREE 52 W EEZBND (eCTD ZAHE
5300329001-2.7.2.3.7.35 ) Z LD, %RMEMAR A B & RMEMAN A BE L DORIC
P HIVTZ Cuoughss DIEVIIAZINEICK L TEKRMICEROH L EL 52 5D TiHne
Ez b,

SEMENRE T A —H

JO420037 BRI Gk ST RIEIM A A BB 2 XI5 & LT REEMSEY EhREMRAT CHEE S
T IV R~ T DEMEFERIRARA FT XA TV T 4 AR T A7) T 4

(Frt) & LCRT A =% 4] THIEL7= CL/F ¥ VIF (ZNZ CL/F/Frg 2 OY V/E/Fr) D
REME ARET0 kg (BEVEME) |, FEn76mk (FRAIE) , 7470325 gL (Ffl) O]
OEHEEM Y, WIN L ERMEMAR A BHEE G Uz BHENSRY B REMRNT CTHEE S vz
RFEME ARETO kg GEVEME) , F#30sk (PRE) , 747 45 /L (Ffi) CHEEHE(R]
ORMEEEL Y bEWEANARD b (ENEN133LDN3GE) . —F, BRMMAR A
B LR RMEMLAR A B CTEEL TV HHEIPHN ((KHE38.4~85.2 kg, F#i50~T77mk, 7 /v 7
2 33~40 gL) CTHEEBHREZMELZ ETINDORMENRE T A — & O S HEEE % ik
L7, #RMEIM AR A A IZHIT D CL/F/Fr (X0 KM AR A B L0 HARV MR 23552
DB (0.606~0.8651%) , V/F/Fr (ZFRFRETH -7 (0.814~1.011%F) . F7=, FEOHLEE
95%(SHEX NI FESWNWTT o T2 5B, B RMEMAR A BEIZEBIT D CL/F/Fu KO V/F/Fe O
95%IEHEX I, HEBNEOMEOFEIKLS T, W bIERMEMAR A BF BT 58
HEEME 28 ATz (5.3.3.5-2 Table 8-9) . ZHHDFEENS, WMEMM COLEREDORFE
DEVMZ LY CL/F/Fra 2T V/F/Frg DRFAEIE DDA T TV D RREEDNRBE SN DD,
DEBTORFHZ D ENRT A —FZHEMEDOARHEENRKZ N LD, BRMEMAR A BE
ERERMMAIR A BEICBIT D INOOEMENTE T X —X OENOFEE AT 5 2 &
FREECTH D EBE BN,

JO420037ABRIZI W THE RMEMAN A BE AR Z KERZ TR L, KRG EZ&T
LIEBEICBIT DI AT O 4,0 FERfE (3261 ;27222115 8) 1%, SR AR
A BEENG L U HEM RSN CHEE Sz 1O FHE (26.88 ; eCTD A& =
300329001-2.7.2.3.43% ) LREETH-T-,

JO420037 BRI B Gk ST RIEIM A A BB Z XI5 & LT RHEERSEY EhREMRAT CHEE S
I VAT ORIGHEE EH (KA) ONRFEOSHEEMEIL, REMAR A BEZxt4 L
U 7= RHE SR B REMEAT CHEE SN 7-RBEOSHETEME Y KL< (0.5361%) , 95%IFHHIKX
S e RYEM A A BB IZH T 2 S HEEEZ 5 ATV eho 7z (5.3.3.5-2 Table 8-9) , ZiLIC
BRI L, #RMEMAIHE A B IZHBIT D tinws OFHIE (2.66H ;2.7.234228) &, RN
K A BEIZEBITD tipas OFEEIE (1.61H ; eCTD %A+%5300329001-2.7.2.3.43% ) LV
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HEWEHAEAFED DTz, ZOORERNS, RRMEMAR A BE TR RMEMAR A B3
IZHEARTZ I VA~ 7 OWIAEWVA[EEMEI R Sz, LovL, AAlEZ1.5 mgkg D& TI
HHRIC CRER THE MR S) LEBEO= I v X~ 7 OEFRIEIZE T D e it hiR
FE/Curoughss FEDNEEIMEIT, #RYEMAIHR A BE K OERMEMAR A BEONTIIZBNTHI
CiITWeEHE SN2 0b (ZRZN1.05K% .08 ; 272342 % eCTD % f1%& &
300329001-2.7.2.3.43% /) |, % RMEMAN A BH L RMEMA A BF L ORO KA OEW
DEFRBICB T2 MEF T I A 7 REHBICH X D BIIRENTH L LEZX LN,

3) LEEHR

SERMEM AR A BE Zxtge & UT- RHEM SR BRI CHEGHFZMICEE Ch 5 LFFES LT
HIFEIZHONWT, MR TH o -HH R L OB EZ LI TIRT, ZNHON, KREHRFEH
BCRET 2 Z LML RICES HEREIIAETH D Ll o Tnsd (eCTD
ZA73%5:300329001-2.7.2.3.4.3 & O eCTD 4% 5300329001-2.7.2.3.10.35 ) ,

o [KHE : 9~156 kg DHEIPAIZF\T CLF LY VIF L IEOHEZR LT,

o R 1 1.22~77 WOHEPHIZIHB T 30 TS AT XA T T 4 LAOHBEEZR L
(Frt & LTT A —=%1k)

o ANFE:BAN/TT7UAFZRT AV NTIIMOANFEIZ LT VF MR- T2,

o TIVT I :33~57¢g/L OHIHIZIHWT CLF L ADHEEZ R LT,

INHOHIERIZOVT, JO42003FRBRIC GRS N REM A A BEERISRE LI-RHE
M EhREARNT & e RIEM AR A BF & x5 & U RHEM Y B REMAT O X GEEM CTEME L
TWHHIPAN ((KHE38.4~85.2 kg, Fhis50~77m%, 7 /7 2 233~40 gL) (BT HILEER
ROBREZ, BRIEMAR A BE & REMANR A BETHE L, BAMICE, S4EME
kG L LT REEF SR B REMRNT CRER SN A LB R OE T LV RUCK AL BOBEEHFH O
FREROTIRMEZAAL, FREZRALZSESICHT S EREEZRA LTSS DE LR
RO AFEFNTEE L THIR L, FORE, BRMEMAR A B THEIN &4t
EENFEOLOFFEMETEREMAR A BECTHESINT-bOE B LW, 2, FE
D LG 2 95%EREIX B EE DWW THT o 7o R, BRI A A BEICH T 2K LEBEHNR O
DIS%IEFEXMIX, WIFN A RMEMAR A BEICBIT 2 AHEME & ATV (£
2.723.2.1-1) o ZNHOFERNS, BRMEMAR A B & EREMAR A BEIZB TR
S5OIEEBHEOENOFELFERMNT L Z L IRNETHY, REBRFEHAETRETHZ L
SMTHE BIZE S HERBEIIRETH 5 LT DAL= RIEMAR A BE CTOMRGHE
RITxH L, BRMEMAR A BFICEAOERZ T LEMELZEMT MO BT A X730
LEZ LN,

728, JO42003FRBRIC B Gk SN RIEIM AR A B3 2 x5 & U= RHEM S EhEfRAT T,
RIGEAMNEE T ST NTho7-Z &b, ANEOREIIMFIRIGH L Lz,
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F 2723211 BERMEOERFEABEOBEAEYHEETIVICIVHEESNE-RAEEHRD
SEXRMMmMRRE A BE & DL
Covariate effect® LL UL Point estimate | Point estimate 95% CI of the
of the UL/LL of the UL/LL | UL/LL ratio for

ratio for ratio for PwAHA"
PwCHA PwAHA

Effect of body weight | 38.4kg | 852kg 2.07 1.83 1.01 to 3.34

on CL/F

Effect of body weight | 38.4kg | 852kg 2.22 1.68 0.880t0 3.13

on V/F

Effect of age <77 years | 50 years | 77 years 0.798 0.727 0.386 to 1.39

on Frel

Effect of albumin level | 33 g/L 40 g/L 0.908 0.786 0.391 to 1.43

>33 g/L on CL/F

Cl= 138X ; CLIF= ANTOEHE 7 VT 7R ; Fra= MINSA T XA Z YT 4 ; LL= $RIEMA
/A BB LERMMAR A BE CTEEL TV HHPHO FRME ; PWAHA = % RXMEIMAR A B ; PWCHA =
SERMEMAR A B ; UL = % RIEMAIR A B3 LS RMEM AR A B CEE L TWA#iFEO LRIE ; V/F =
ST O,
KR ZRIR L Ui RHENIERY B R CREE SN S EDR 0T L RICK L RO EEESIHO LR
EEOTRMELRAL, FREAZMNRALZHGEICHT 2 ERELZRA LG E O LEENRO 2 KL
WTHRHE L T L7z,
bRT AN 7T =R FT o FRICEIVEREINZ1000 0T — %t v FOWN, INHIZHKRD) L 729991F
T—H¥y NPDEE L,

[5.3.3.5-2 Table 8-10% k%]

272322 7N

REIL, JeRMEMACR A BBF 2 X5 & U RAERTSEY B BT CHEGHFRICA BRIt L & &
L CTHEE SN, 9~156 kg O#EiPHIZFHWT CL/F XN V/F L IEOFBIZ /R L= (eCTD ZA+& 5
300329001-2.7.2.3.43% ) , (AEHBEAEAETERGTHZ LTt & Zx oz (eCTD =A%
5300329001-2.7.2.3.225 M) ,

JO420037 BRI B SR ST RIEIM A A B Z x4 & U= RHEEM SR EhEfRNT CTIE, M
R L Ip S TARE O (38.4~85.2 kg) 1, SERMEMAR A BE RIS -8R TH -
Tro TBRMEIMAR A BE CHEE SN2 REOILE BRI RIEM AR A B3 CHE
EEShZboel—BLTEY, BRUEMLAN A BEICBITAEEOLEBLEOFREDIS%IE
X NI RMEM AR A BEICBIT D RHEEMBEEZEZA TN 2 Lnh, BREMAR A BE
EHERMEMAIN A BEFICB T HEREORLEENROBEBNOFEL iRl 52 L IXRETH
LHEEZONE (272321281)

PLEXY, RMEMAR A BFETHOIICRENRER & EOfmicxt L, #%RMEMAN A &
FICEAG OB 2T MEME A BT AR BT 230K, REREHAE TR TL DL
(ST Rz Y 4V

272323 F i

L, e RVEMA A B 255 & Lo RHERSEY B EARAT CREHFIICE B R ILE & &
LTRHEIN, 1L.2~TTEO&EPAIZB VT30 TNXA AT XA T VT 0 CADMHEERL
72 (Fa & LT/XT A =41k ; eCTD £ 5300329001-2.7.2.3.43% ) , 72721, HHEplckk
S HAEFBIIAEL EZE 2 507 (eCTD 52413 5300329001-2.7.2.3.2.35 M) |

JO420037 BRI SR ST RIEIM A A B Z x4 & U= RHEEM SR EhEfRT CTIE, T
KGR &I o TAEROFP (50~925%) (A RMEMAR A BE TOMBMEIAINDENE FH T
W7, JERPEMAR A BEIZBT DERO LIRE (775) Z2A#SE L TREES A
HeE Loyt 7o, TORER, SEREMAR A BE TR SNZEHN (7750 T) TiE, %X
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PEIM AT A B CHEE S AL Al D ILZE S R O F I RIE AR A B3 THEE Sz
HOL—BELTEY, %BRMEMAR A BEIZBIT 586 OILZE &30 T OFRE D95%E #H X i
SERMEMAIR A BEICEB T D EHEEMEEZEATWEZZ L, BRMMAR A B & KM
MANE A BEICHET HEROILE B FEOBENOFELERITHZLIINETH L EE X
Hbivle (27232158) , T8O LE BN RIZONTIE, 95%IEFIX MR TTm LA T D2
BNROSHEMZE AT, FRPPFNAEBEER2 N L2 BRI 506 F ATV
EMD, TTERBICHER SNTFERmOLE B ROBER LRI LR THDI EEZD
ni- (2.72342281)

PLEX Y, SERMMAR A BETHOIRFHER & ZOfE@mICHT L, BRIELAN A &
FHIEA OB & T SLEMZ2 BT 2 B o A3 <, FEicES5< AEHEIIARE
LEZ LN,

272324 AfE - BRIk
NFEIE, S RMEIM AR A BE 2 x5 & U REERISRY B BT CHGHZIICA B/ A & &
LTHESN, BA/T 7Y H%T AV B ANTIEMO AFEIZHART VIF ME o 72 (eCTD 34+
% 5300329001-2.7.2.3.43%H) ., 7=72L, AF - RIRICES HEFABIIAELEEZS X 5N
(eCTD %A+% 5300329001-2.7.2.3.2.55 M) .
JOA2003F BRI ST RIEIM A A BEIXEET T N TholzZ &inh, Afl - R’
RO 28 - 72 5 LTy,

272325 T4 5|

SERMEMAIR A BE Zxt4 & Lo REEM SR REfRNT C I, MGEMBEFBETH 7= 2
s, MWRIOREITRGT STV,

JO420037 BRI B Gk ST RYEIM A A B Z x4 & U= RHEEM SR B e MR 213 B Mk &
BHEOW G NEEN TN T2, FROLEE L U THERIORBLZ MG Lz, TORE, 5
ITWT IO ENE ST A — 21T L TCHMEHFPICA BREREE B 2 o7 (2.7.2.3.42
S

kX, HERHNCESS HEFEOMLEERZE ST BT ET v AW EEZHNT,

2.7.2.3.2.6 FILTIY

TIVT 2%, S RMMAR A B & x5 L U RHE M SR B REMR T TR FIICH B 73t
EEE L TRESH, 33~57 g/L OFPHICEWT CLF EADME%Z R LY (eCTD &5
300329001-2.7.2.3.435 M) . 7272L, TAT I CESS HEFABEIAE L EZ DN

(eCTD 2447 5300329001-2.7.2.3.2.63 ) ,

JO420037 BRI B SR ST RIEIM A A B Z x4 & U= RHEEM SR EhEfRT CTIE, T
KR L T2 ol=T NT U OFF (20~40 g/L) (24 RIEMAN A BHE TORGHELPHZ OfE &
FRTCNW, BRMEMANR ABFICBITL2T7 V7 IO TR 33 gL) Z28MAE LT
BN RAHETE Lo, TORE, JeRMMAR A BE TR SHFEN (33 gL L
) T, BERMMAR A BETHESNET VT I o OB R S5 [ 13 e Rk i &
A BETHESNZLOLE—HLTEY, BREMAR A BEIZBITHT7 VT I 0%
B2 EDOFEE D5%EHE X BT RIEIM AR A BEICBIT D BBl E G A TWEZZ LD,
BRMEMAR A B & LERMEMAR A BFICBITAT LT I v OEEDHEDE O ES
WA D Z IR EECTH D L B O (2723215 08) , 33 gL RiO-EEREICS
WTIE, 95%(EIEXAIN333 o/L LA LI BN RO SHEEMEZ & A TWe—F, HeatFiAa R
HERRNT EEZBERT L0 FA TN E005, 33 gL REILRKENTZT VT I o OIE
BROBRLEERMAT D EIIREETH D EEZ DN (2.7.2342881)
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PLEX Y, JERMIMAN A BETHON-REHER & ZoRmIcR L, BRARMEmAR A &
FNCEA OEE T LEMEAZE T AR BT o R T, TS I AL HETREK
IIREEEZ BN,

272327 EEE

AFNORFE T 0 7T JMIBWT, T VA~ 7 OERYBYREIC KT 2 BEE O PR L FHET 5
72O DR IFLERBR 1T L CupWy, e RMEMANR A BE & x5 & Uz fHE 3Ry Bhre g
Tk, 2v7rF=v2707 7 AHIEEKELZ ER (90 mL/min DL L) , BEMKT (60
mL/min LA _E90 mL/min K4ii) , HEEL T (30 mL/min PL 60 mL/min R¥i) , XITEHEEKT

(30 mL/min Kijii) O4>DH T TV —IZHHE LTGRO EEK FICHYT 2EBEZNRNE ENT
BHT, TI VAT ORYEBICKT HEREEORBOGEA M WMMIT S LIXR#ETH -
7= (eCTD ZZ41#5300329001-2.7.2.3.2.75 /) .

JO420037 BRI B Gk ST RIEIM A A BE Z XI5 & LT RHEEMSEYEhREMRAT ClE, &3
WENAE/ X T A — & OERRIZE BN BT 5 28 B R OB~ A AHEEE A2 B 7 2 —[

(EH2M4, BREARTAE, PEEETR, HEEMRT26) Tk L7z, ZORE, EW~EHE
KT ORHEZE L T8 LTI 2HEMITRD o7 (5.3.3.5-2 Figure 9-7)

PbEXy, BHEEICES HERABOLEL 2 EAMA T2 ET A TRV EEZ LN,

272328 @ FFEE
AFIDOBRFET 1 7T DB WT, T T A~ T ORYBIRRIZ T 5 ATIEE O 28 2 i 4 %
72O DORFRFEBLABR T T M L T, e RYEMAR A BF 2R & Lo T B e
HrCl%, National Cancer Institute Organ Dysfunction Working Group criteria for hepatic dysfunction”
ICHSEHFHEREA EH [(RE VAV EVROT ARTIFUEET I ) bT7 A7 =7 —F (AST)
DIEYEM ERRLAT] , BEEIKT (RE VLB MY EIRE D IYEM EIRD1SMHELLT,
I AST 2EEMEM EIREE) , HHEET (e Ve 2B E EIRoO 155 0> R YEfE E
BROJELLT) , XIFEERT Gt Ve 2B E EIROIEE 2D B YEE LIRO10F5LLT)
DADDHT Y =L GG ORERTICHY T 2BADPETENTEL Y, =1V A~
T DI D AFREE O BO A LR 5 2 LITN#ETH 72 (eCTD ZAfHE =
300329001-2.7.2.3.2.8 % H4)
JO42003F BRI KRGk S IV RMEM AR A A Z /G L Lo RERNIEIRMBIREAEAT Cix, 453K
WENRE /T A — 2 OERRIZENC B9~ 5 8 B RAE OREER A XHEEE 2 AFHRRED 7 =Y —FH]
(EHofl, EEEMKT4G], HaEEET26], HEMTOM) THE L, TOMRE, EF~PF
JEAR T O REZ @ U C— B L TR 2MAI3R80 b o7z, HEKTICRY T 288
ITW o dalzw, BEEKTFOREBIZET 2 MmIISE L N0 -7 (53.3.5-2 Figure 9-8) ,
UIEXY, FAEREICHES S HEMEOLERZ RN T 52BN BT U 2 I RN EEBEL LN,

2.7.2.3.29 TP XTTHiK
JO420037 BRI B Sk ST RYEIM A A B Z x4 & U= RHEEM SRy EhefET CiE, i
VR T HURB R & HE SN 1B OEBIE AT T E ISRV T, BRI OIRE L r o
L= I VU X~ T HUIROF BIIKRTT L2 0 135780 o> 7- (5.3.3.5-2 Figure 9-9) , 2D 2
ElE, 272221 3ICH LIEERENOEON AL —HLTEY, S hizfinI v X~
THRII= I v AT OEYEREICEEE B X W EE LT,
JO42003FBR DB T — & 1 v b AT OFER, FEMBTZRITHTIIPINIIT I v X~ 7 HiR
BEB & HE Sivtz, YUiZAE T, MEP = I A~TREDKTEEI LI v A~ T H
ERRBLLI-EE b (2.722223%8)
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2723210  SEilHIEEEEE
JO42003FBR DB T — 2 J1 v b AT OFER, HBRMEMAIR A BEICAAZRKIER TG L
7o, BREREE R TR IMEIERIEZ B S ICBMG T EXIXFEM P OEE (A — ) & BERERE A
TIN5 O i 3 N EE22 R e &l S BE (adh— b2) tofTcmiEho I v X
~ T IREHER AR DEVITIRD b o7 (¥ 2.7.2222.1-1 ;27222215 8)
VX, SaEmEEmEsrEic kS < HEFEOLEEZ BT 20T B F 2 A e
LEZ LN,

27233 EMFREICRT HNRMEEROFE
ARIFIZ B 2 B 20 BRI 50 LT 7e L,

2.7.2.3.4 BERFEY B RE AT
2.7.2.3.41 R A A
JO42003FR BRI B Gk S N7 RIEIMAR A BE 2512, ERIBIRADIRET VI L fH4E
M EhREfRNT 2 i L 72, #IOICEARETT VARG L, T /UESW TRy EIIE T A —
AL 52 DB EERRF L%, WEBIREGUREET VOBE~LHEAT, KX
MM AR A BEEZXRLE LI HEREYBREMIT CHEINTET LV (eCTD ZfHE S
300329001-2.7.2.3.43% /) Z &M & U Tt 28D 7,

1) fEMTICHW T — X
JO42003 730k O LT O 7T — & & W THENT 2 520 U 7=, MRATHRE S0, FH1261118485 50
MFF I v AT RET —XIZESWHTH L,

2) %ﬁ%%»@@ﬁ

i€ 7 T — IR FR e MR IE RS 2 D BB 1-2 X — R AV M ET LV E R
ﬂbtoﬂ/Aw%f/F%7w®A7f Z4{kix, CL/F, V/F KA Z—RIIZHEET 5
HRMBNRE /N T A — X IZRE L TITo 72,

BRI BT T L, FBEGRETT L E LTI R TCOEYBIE T A — X |THRE LTz, &=
EEET VI, IREBRETT VEMRT LT,

3) HEEHER
PLFICRT20D FIEE A D CETFTNMICE S B EER 1T 71~

a.  Full covariate modeling approach

FeRVEMACTH A B Zxi% & Lo BRI B RRARNT (338161 O 7 — Z (2 FE DWW T S
Tk, TOPTHRIEMICAR TH D LFFESNIIEREZER (272321 8) 1ZAMT
I BIEFEDNICREVFIETORGIRER E LTRHESNTZ LD THDLI2D, ZhbDIREEY)
RIZAT COREBRBROEENOET MMHAIAT Z & & L, MitFHAEHRICES B
MSGFHIBROBEHIAT D 220~ 1o, RRROE A FITEKSE, SERMEMATR A BHFIZBWDTHR
APERICAE TR0 L RFE SN IRE BRSOV TR, AT TR g4 & L, 72
B, RN OXMBERIEHT VT N Tho7e Z 0 b, ANEOEBILET VITHAAE D
-7,

AIRHT ORI R L 7o > T RE ORI (38.4~85.2 kg) 1%, JERMEIMANIR A BF THRET S
Te#iIFN Th o Tolow, WEBENROET VAT REMAR A BETHEINTZ LD LH
—& L, —J, Hhe T N7 IO (2 ENS50~925E Kk U20~40 g/L) (21, R
MAH A FBFE CTOMRFHEASNOENIE EN TV 7o), EREMARN A BEICBIT H&LE
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FEORSME [Filn775% (ERME) , 7471033 g/L (FIRE) ] 2Z&8dhm s L TIHREELR
EHELDT DI ICET AR ELE LT,

b. Stepwise covariate modeling approach

SeRMEMLACR A BBF Z2xt5 & LT REEFFE BN RBMAfAT Cl1, S RERP2F B TH o722
EMD, PERIOEEIIET SN TWRY, —0, REATIIE B L Lol 50N g £ v
72, FAOILE R L U THRI OB AT LTz, BIEMERE/ T A — 2 1Txt3 D MR 0%
DET NSO IPIAIZOUVNT, SEHAA BIEIZEE SO TEIMSUIHIBR OBE 217 > 72,

4)  RHEET VEROT R
HESE LT BRI BN RE £ 7 L s BAG D N2 BE OFWENE N T A — 2 HEEfEZz VT,
AFN OB HHET PR E RVMED T T, AHlZ1.5 mgkg OMETIAMWIC TRER TH&R S
(MR S) L7EBROEFIREBICB T 2T = I v A~ 7 REHEB LI 21— a L,
CIRHYIR I ENRE N T A —H BB LT,

2.7.2.3.4.2 fEMTFE R
1) RHERISEWEHEET L OEEE
REE L - RHEMER BN IEE T L DR T A — X HEEH A £ 2.7.2.3.42-112737,
MR = I o X~ 7 PR E O FERME T —RBIGRFR K ORI B FE 2 0 #ig1-a 73— b
AL MNETVICRVEUNCERB SN, HELHETT VL, BARETTANLMIREETT
JVERSY DIHIBR ST I BIRAZEE T VR EHR S 472,
SERMEIMATR A BF &2 %15 & LT REE SR BIREMRNT CREGHEMICHE CTh D L RE S L
BT HOWT, FERMMAIHR A BE THRE SAVZEPHN TIE, #BRMMAR A BE THEE
SNT-HIERHEOF T REMAR A BETHESINZLO LB LT\, A
FTRAZ YT 4 ITRT DEMTTIEE O L BRI O CLF 23357 /07 2033 gL k&
OB BB ROIS%EEX ML, TNENFETTRIL T OLEENR L RT V7 X233 g/L
UL EDREBNREO i EMEE G A TWe—F, ZhboMEEHRICHHFAE BN 2N
ZEEBWRTH0LEATWE, £, CLFICXT D717 2033 oL RO EEED S
MPEIET V7 X033 gL U LD D E—EH L TWiaholz, TIHDORERND, T OJEK
Sn-RERSHROBREEWRMNT D EIIRECTHD L EX DN,
PERNI N T IO IEYBNRE T X — 2 Zxf L CH M FICAE B R B e 5 2 Ieino T2,
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£ 2723421 BRMEMERFEAEBEOBEAEYHREETILO/NT A —2#TEIE

Parameter Unit Point 95% confidence Shrinkage
estimate interval® (%)

Model structure
CL/F: apparent clearance® L/day 0.361 0.226 t0 0.579 —
V/F: apparent volume of distribution L 13.6 9.40t0 19.8 -
KA: absorption rate constant 1/day 0.310 0.211 to 0.426 —
Covariate effect
Effect of body weight on CL/F¢ - 0.761 0.0143 to 1.51 -
Effect of body weight on V/F¢ - 0.648 —0.160 to 1.43 -
Effect of age < 77 years on Fre* - —0.0137 —0.0557 t0 0.0104 -
Effect of age > 77 years on Fre® - —0.0170 —0.0424 to 0.0300 -
Effect of albumin level > 33 g/L on CL/F° - —0.0307 —0.0881 to 0.0597 -
Effect of albumin level <33 g/L on CL/F* - 0.0112 —0.0382 to 0.0408 -
Inter-individual variability’
Variance for CL/F — 0.0558 0.00202 to 0.105 <0.1
Variance for V/F - 0.0609 0.00341 t0 0.136 2.2
Variance for KA — 0.358 0.0887 t0 0.715 1.0
Correlation between CL/F and V/F - 0.647 —0.996 to 1.008 -
Residual unexplained variability
Proportional error” | % | 174 ] 153t019.4 | 8.3

Fret= fHXIEONA AT XA T VT 1,

2RF AN I T— AT FIECLVERINZ1000 0T — 21~ FOWN, IHIZEKRD) L 729991# O
T—HYy " BLEHE LT,

b KET70 kg, EMTORE, TV I 32.5 gL CHEME(L L=,

¢ UTFORIHE-TET ML LT,

eBVw
BW
P =P x W xe
BW,

P = B i OFWEE T A —% (CUF UL V/F) OfF ; Prv = EWBRE T A —Z ONREKIE ; BW: = BH i
DEEOE ; BWry = (KEONFRME (FEWEET0 kg IZFRE) ; Osw = FEYERE T A —Z T 2 EEDR)
8= B OFEYERENT A —F OERMEIZEB) O BN R O,
4 PTFoRUH->TET ML LT,

TR T OBE

P =Py x (1 + 0,657 % (AGEi —AGEq, ))

TTEBOGE

Pi = PTV x (1 + eAGES77 x (77 - AGETV ) + eAGE>77 x (AGEi - 77))
Pi= B i D FaDfE ; Prv=Fra OREM (1) ; Oace<rr = Fra \ZK T DHMTTRELL T OZE ; AGEi= BEF i D
RO ; AGE = FIONREME (FRAATORMIIERTE)  ; 0ace77 = Fra (KT DM T 758 DO DR,
¢ LRI >TET ML LT,

TIVT 233 gL REDHE -

Py =Py x (1 + 0,053 X (ALBi —ALB,y ))X e

TINT I 33 gL EDGA

Py =Py x (1 + 0,05 X (33 - ALB )+ IR (ALBi - 33))X e
Pi= 3 i ® CL/F Off ; Prv = CL/F OfRFEAH ; 0a<ss = CL/F 133 27 /L7 < 33 o/L R DEIA 5 ALB: =
BE DTV T IO ALBry = 747 3 o ORFME (TRE32.5 gL ICRE) = HBF i D CLF Off
IRIZEB O ZE BN R DA ; Oars=zs = CL/F (Zx4 25 7 /0 7 2 233 gL L LR,
FIEGRAZET VITHE D ERUE LTz,
e UEEFR A L iudla FES,
hEENMRHE LTNT A—F{k LT,

[5.3.3.5-2 Table 8-7% 24 %]
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2) IR IRMENRE T A — X OB
E LT HEMEYBET T AICLVHEEINT RN BREYBE T X — X &3k
2.7.2.3.42-21Z"7,

R 2723422 HIXMOREABEOBEAEYHEETILICE YETE SN2 RULGEY
/NS A—4

t1/2 t1/2,abs Cmax,ss Ctrough,ss Cmax,ss/ Cav,ss Tmax,ss
(day) (day) (ng/mL) | (pg/mL) | Cuoughss | (pg/mL) (day)
n 12 12 12 12 12 12 12
Mean 30.2 2.66 453 43.2 1.05 44.5 2.77°
SD 6.20 1.67 15.6 14.8 0.0244 15.3 2.25103.25°

Cavss = ETIRRBIZIST 2 FHMBEFIREE ; Cnaxss = EFIRIBICE T D @ MBEHIREE ; Crougnss = EFIKARIC
BIF2MEPRE NT 71E ; SD = FEERZE ; te = IR ;5 tiows = WICERH 5 Towss = EFIRIEICES
U 2 i v I R R B TR,
WS L 7o R R EIEET L DA O NS BHE OIRWERE T A — XY HEEEZ FANT, REIOELGKT
DEERVMEED T T, AAI%Z1.5 mgkeg O H®ECTUAMRBIC CER TS (HERRE) L72BRO Ry 73k
MENE T A —H BRI LT, BEAEIBE L 207,
@ HhffiE,
b A,

[5.3.3.5-2 Table 8-11% %]

2.7.2.35 £y l= ke
2.7.2.3.5.1 BRI H5E
) ZV7T%
JO42003FBRIZIS TR RMEM AR A B SRR 2 KER FT#E5 L72BE, ARANX S FIX
KON FX BT/ B2 5 270 o 72 (2722212808) , 6 OFEFENG, %R
KR A BEIZBW T I U X~ 708 JO42003: RO FVE - HETFIX KOFX D7 VT F A
ICHE A G 2 DA REMEITEW EE 2 BT,

2)  eElETEME
JO420035 BRI\ T RMEMAN A B ITARAZ KB R TG L72BE, AFIZ PT X O PT-
INR ([ZHAfE /R % 5. 2 72/ o 7= (2.7.222.12808) , PT KOV PT-INR (2 BE5E 9~ 2 I % 6 [ 5L
JEO—EIZIE FX 35 LT 0? , F, ARFNTMIET FX REICHMERMEEZ 5 27205
722 Emn, BRMEIMAR A BEIZBWTT I v A~ 7 3 JO420033: 5k D Hik « & TFX O
BEETEEORE 25k Z 3 alfEEIR VW B 2 o, FiIZ, AFNXMmIES FIX REICEH
PATE /R B Z 5. 2 Iaho 7o Z D, BRMIMAR A BEICBWLWTZ IV X< 77 J042003
AERO ML - & T FIX O EIEHEOMEZ S S At b ERnEE o,

2.7.2.3.5.2 FVIII BEeEX BB

JO420035BRIZI W T RMEMAN A B ITARAZ KB Ti#h LB, APTT I3AK O
BRI X0 25 CTHIfE L, Peak height $ 1| ZBR & 2FITHIN L7 (272221288) . =
NODOFERNS, HBREMAR A BEICBWTT IV X<77 JO42003: 50 HiE - HET
FVII #REMEEMEZ BB L, HIIH R E2 20T KT vy LB H L TWND I ENRE
iz,

27.2.35.3 18 %% [EMEE ]
JO420037BER 2 I\ TR RMEIM AR A BE CAK 2 KER TG L7, AANC LD D-# A
~—, FIREKQRT7 47V ) —=F U RBE~ORMBEREZEBIIRD N holz (27222125
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) . ZNOORENS, BRMEMAR A BEIZBWTTZ I U X< 7 J042003: 5k D H
% o B CHM BB EE R 2 5 R Z 9 Rl REME IRV E B 2 b,

2.7.2.3.6 FENZIIHTL5HNEAERUCNEAEERDEZE
2.7.2.3.61 REME FVII EE
JO420037ABRIZ I\ TR RPEIM AR A BFICARZ RERL THE L2, APTT KO Peak
height [ZAKIOEEGEK THLLZELTWEDR, ZHEFEFL WIS I v A~ 7 LREELE
FVII OH-FEZRICEZ D EEZ BN (2.72221288) , b MEERF &2 HV A%
BIELETHE LD FVILIEMEMEE, mEF T I v X~ 7RE L ORI Z R~ 2 & 0318
TE ST, JO42003 75k CIT M R FHRBMED B O HiLZe o7z (2.7222122H) . ZOJR
ELT, HELTWD FVILIEMEIZ LV ZORGRMEN~ 27 STV D A[EEMEDR B 2 bivTe,
JO420037ERIZF T, FVII{EMEAS0 TUMAL BICBEE L 722 LI LY D-X A ~— i F1+2
PEEEN ERMEMCH > TmBEBFELTWEDR, 20X )RR TIChHo -0 TFhoBREICEk
WT S MARZERR M F S SO TMAR TR IS E X R BL L ey o 72 (2.7.222.12508)

2.7.2.3.6.2 1M ;7% %% [E R F 2L % 6+ A

JO420035 R (235 1) H3FEFED FVII IE1E, APTT M OF Peak height (2O T, [ELIT72REM LA
(25 S AT MR R E R AN & 2 72 e BIIGR D b e o 7o (2.7.2.22.1228)

JO42003F BRI 1T 2 MAEH FIX KO FX BEICOWT, AFI#EGBAGRTO EH FX RE
NI E <, Z OB FMEN 228 LIZBFIL, AFIRSBG3IART (728 200 k0 5)
% T FVIa/FX "HNOKER G252 1F Tz, T O, EIT72RF M LANIZ 85 S 7= i ik e
K+ H8UANC X 2R EBIIRD bR hoT- (272221281)

JO420037BRIZF1F D PT LY PT-INR (22T, ELITT2HE LA % 5- & 10 7= I ik e [ K]+
A (IEIET_TH FVIa 8H)) (219, PT KO PT-INR 2ME T4 2[00 bz, 7=
72U, 2D OZ bR K 1 A ORI G L fe o TW A IIIZE O & OIZEER LT 5
"REME L H D (2.7.222.1288)

JO42003FABRICI 1T D D-¥ A ~— KON FIREEIZOWT, EL72BFFLINICHEE S 721
WRUEEE K 73441 (IFIE 9T 1FVIIa A 12XV, D-¥ A ~—XIL FIREEN EFI 56
MABRD BT, 72720, Zib O IR e E R - 8A DR G L 72> T\ A i % o
HOICKK L TWDAREM L H D, £, ZOLIBRRRTFTICHT-0THOBREIZBWTE
e R VE S T MmAR R NI E X R BL L2 0v o 72 (27222125 8)

2.7.2.3.6.3 MIIOXATTHAE
ZEANE2.7.2.2.2.1.3% 027222231270 # LT,

2.7.2.3.7 BREE-HNMEEN

2.7.2.3.7.1 fRIT AR
JO42003FBRICF VT, TR A 2 Lo OB B 1 2 Mt = I v XA~ TRE %,
ZORFOIMAEF = I v X~ 7IREOFZRE SEIENEIC T FRIL [REZOMEF = I v
A< T O ERIENTELE LR VWEA L, last observation carried forward (LOCF) 2 CHfise]
M= I o X~ TREHRS 1R 2 3 L 72 i o388 & o B 2 15 p IS ET L7,

2.7.2.3.7.2 fEMTHER
AHAN D P 5B A D o4 5 T AN I U 722651 D159 2 38 L 7= il O S I B 1 5
MR I U X2 T REE, WTROFERIZBWNTH30 pgml LT THD ETFHIENZ, =
DFERN G, BREMAR A BEICBIT 2 v X~ 70 Bl g IIRERKFNTH
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D, BLE30 pg/mL BOMIKEF = I o X~ 7 REFAET CHIUMAMEIZD R D 5 KIZET 5 Al HE
WRD D0, BEEMEWGESITIREZ BT 2 HMOREL Y 27 BNEE 5 aletEs Rg S
7= (X 272372-1) , LU, AFKEGRKAEL E CICmEF=I v X~ 7 RE N7 7
2330 pg/mL BIZEIE L 7= 1D IR L7 Do T2 B 1T 12619361 (25.0%) OATHY,
ZONOUHITIE, BREENFE IRV 250b 53, ARG BGERICIEEEZE LT
MAFEEL Lo te (£ 2.7.23.72-1) . ZHHDOFRERND, BIENICITRER &-H 2R
FETDAREERHEHDOD, %< ODEF T30 pgml % EE 5 Z & NELH S -5 B O
B W CTIIAINEICH L THRRMICERO D DB 5250 TIEhntEx 6nT,

& 2.7.2.3.7.2-1 JO42003:RERICHITAEAMBPR I IO AT T EEHB L AEZE L-HEM
F:3:=10):51EA

Individual time course of plasma drug concentration with efficacy endpoint
Protocol: JO42003
Analysis: PK and Efficacy (both met)

Analyte: Plasma emicizumab concentration (ug/mL)
Treatment: Cohort 1 (N =12)
Endpoint: Onset of treated bleed

Plasma emicizumab concentration (ug/mL)

I
0 50 100 150 200

Actual time after first dose (day)

Zero is assigned to negative times. Limit of quantification (0,100 ug/mL) is assigned to observations lower than it
Salid and dashed lines represent data until and since FOLLOWUP_WEEK1, respectively.
Open and filled circles represent derived predictions at the onset of non-major and major treated bleeds, respectively.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/programipk_430_f_indconcef.sas

Qutput: roat/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prodioutput/pk_f_indconcef.rif
Datefime: 04AUG2021 14:20/ Clinical cutoff date: 23APR2021

[5.3.5.2-1 Figure 11.4.6-1% F548)

& 2.7.23.7.2-1 JO42003HERICHETHABBENTI ) —ZLDARRETE L -HIDORFKR

AFBRE5RGGER E ClCmiEF T I AR5 BB RICIREEE L L) R,
X< THEE N5 7E2330 pg/mL B HY L
B LA 100 EEE
HY (9f1) 151 ® (11.1%) 8151 (88.9%)
72 L (341) 1451 > (33.3%) 261 (66.7%)

@ ME—FEHL U 72 in 2 B U7 O R BURE N, BTG ORAIR G BRMG1IEEZ £ C) Thol,
b APEFEL L2 IR A 2 U i OR BRI, Wb i MEBIE DR EBL% Th o 7,
[5.3.5.2-1 Table 11.4.6-1% %]
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27.2.3.8 BREE-TEEEN
2.7.2.3.81 R A
JO420033 BRI BT, Mk FERR M TG AR VERU MM E O R BRI B 1T 2 g =
VAR TREE, TORMBROMET I A TREOEREN GHRENEICTTRIL (5
BEOMEF I o X~ 7 REOFERENFIE L2 WEATE, LOCF 2 THise) , miEh=3
VA TIREHERS & AR ZERRME S S ONIAR YERS N 8 E O FE B & oD BRI 2 (LR AL RRET L
7=,

2.7.2.3.8.2 fRMTHER

MR = I o X~ 7R L AR ZERR MRS ORI L O M2 BEMITR O b RnoTz,
AFINPe 5-BRAATR I L2 1611 o ke Tt E R O BHERHIC BT 2 Migh = I v X~ 7
FEI, 342 pg/mL & PRI (K 2.723.82-1) , Z OMEITAFIERGERGI~4 % ICBT 5
MFHFEI VAT RE ST 7EOFHHEE D HIERNZD, FELIEWETIERNWEEZ SN
776

IARPER NI E XL L 2o 72,

B 2.7.2.3.8.2-1 JO42003:RERICH T AEARMBPI I IO AT TEEHBLOBRERMESRX
(F M A2 M M EE D RIBDOR R

Individual time course of plasma drug concentration with safety endpoint
Protocol: JO42003
Analysis: PK and Safety (both met)

Analyte: Plasma emicizumab concentration (ug/mL)
Treatment: Cohort 1 (N =12)
Endpoint: Onset of thromboembolic event and thrombeotic microangiopathy

Plasma emicizumab concentration (ug/mL)

0 50 100 150 200

Actual time after first dose (day)

Zero is assigned to negative times. Limit of quantification (0,100 ug/mL) is assigned to observations lower than it

Salid and dashed lines represent data until and since FOLLOWUP_WEEK1, respectively.

Open and filled circles represent derived predictions at the onset of thromboembolic event and thrombotic microangiopathy, respectively.
Program: root/clinical_studies/R0O5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/programipk_450_f_indconcsf sas

QOutput: roat/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prodfoutput/pk_f_indconcsf. rf
Datefime: 04AUG2021 14:21 / Clinical cutoff date: 23APR2021

[5.3.5.2-1 Figure 11.4.6-2% 548

2.7.2.3.9 BEEYE
2.7.2.3.91 MIIOXAT T
JO420035 R BRIZBIT AP I VAT HURDRXR— R T A VRHRA F130.0% (126H0f]) , -~
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— AT A UHBREBRERITE3% (126 141) |, in vitro PREMAZH T HHT I XA~ THik (h
fotR) OBE#EI0.0% (1261F0%]) Tho7o, I =I v A~ 7HRiEF= I X
~ 7 OIEWERE, HIE, AR ORI EL 52 hnEEZ 2 bl (27222134 T
2.72329581) |

JO2003FABR DIEMT — & 1> NA T DOFER, Pl I v A THEOR—R T 4 VI RAF
130.0% (14F1FH0%1) , N—RAT A UHEBEBRIX143% (1461F261) , in viro PRIEVEEZ AT
HPT I v A~ THUA (PRHUER) OBEMESRIZ0.0% (14F1FH06)) Thotz, FiloI v A~
PURBGMEG & HE S T2l 0N, FEMATZRIZH T2 Il 2 v X~ 7 HURBGMER] & HE S i
7216 (BEDT1%) TIE, MIEFT I A~ T EEDKR T2 LY Him I ¥ X~ THIUA NI HL
LiceBzbhlz, ZoZ &E, RSN I VA THERBT I v A~ T OFMEICE
BrH 2 b RERSHDH LD THL I EEREBL TS, L, Hi= I v A~ 7 HURD B
EHITE SN NIRRT HROBZEE 7 ru—T v 7HHh CTho7-Z Enn, RAIO
ZhR ORI X EENNITBR S e o T, Bl I v XA~ T HURO R B BET 5 20 R OJ5s
1%, ERMEMA A ICBITAEKE 07T L2@ 0 CBICHBEELAD Y 27 THHZ L,
FOKBRBRIZBWTH T IV AT HIRIC L 2B EME~DRMAREEBIIZRZ D N ho T
(2.722223%0) ZLblEARDE, BNT—4Hy N7 THLNZZNLDOMEE, ARA
DRET A4 b URT « RTURIREREEEZEZDHHO TR RWEEZ LN,

2.7.2.39.2 FVIl 4 > EES —
FEANE2.7.2.2.2. 131050 # LT,

272310 #fERE - AEDHTEEN
2.7.2.3.10.1 SXRMMARABETOREMNIMRVBRES-RGEER
1) SeRVEMAIR A BFICRT 534 S 2 BANZxb H ik
FeRVEMAIR A ICB T DKEE 0 77 22U T, BREMAR A IZBWTERERZ
IR yERESE E L THWDILTW D A XA BNk L, il 2h 12 BE 9 2 AK 138 FEIRgE
DA OEBENA e B2 — R RN A BEFEIZBWTORSIATND
A e BX —RAELERMEMA A BRAN/FFEFZG & L EBEILES I A8 R SR
(BH29884358%) 128\ T, ERSMETI /A R ARANT X 2 i e Ik 85 % 52 1 T 7
FraBIs, AFZIHEBRL YA NS TEME LG LB (A B , AFIEME 5 IEEERE
(Boontrol ) & LEEZ LT, RIEZ 2 L 7= HY i 4R [ HH I 381 DU THERHEII I A B CRER VI
BHROH DK TR bz (eCTD Zf1#5290616001-2.7.3.2.1.2.158) , F7=, FRBRIC
BT, #EBRBINANIIEI NRBR (BH2976875R) (25 L CToNA XA BRI X 2 H i R I 1
FE ST EMEEZZ T CWZERE (FNREN Aas BE T Cas BE) xSRIz, AH|% [FHA
s HEICCEMBE LB, o ) 28K X2 H i Bk i v 3206 B SO0 s e Ry & b
LT, WINbIRELE LM OFEMBEMEORTFTLRED iz (eCTD =& 5
290616001-2.7.3.2.1.2.1ZH) . A b X —{RAERMEMANN A NLEE x5 & LIz EHER
[EF T MHEERER (BH2999256R) 1B W T, HERSBINETIC BH29768FBRICES N L TN
4Nx%ﬂmiémm%&m%&xmﬁ%m&%ﬁﬁfmt%%%ﬁ%_,Kﬁ%ﬂm& H
ICCEF G UIZB, o oS RN K 2 H i e 1k o Ry 52 i S 13 e i i & bbige L ¢,
%%%Ebtmmwiﬁmm+®ﬁTwm@%nt(&m)xﬁﬁﬁwmwmum&mzﬂ
)

2) ERMEMAR A BEICRT D IRERE-A MR
4/tt&%%ﬁ%%$mﬁfvx$% BN TR S AT A S ZBUFN 563 2 A 138 [ bR
LA OE-IEE, < OBE TR I U A~ 7REN30 ngmL % ERSHE - HE



TIVA=T 2.7.2 FERIEFRFER Page 30

BT LN AETH D EEZBND,

BH298847k 6%, BH2999255, A > b B & —IERAIHLRMEMAT A RN/ FHEBEEZXIG L
U 7= [EBRILE S 1 FHERPREER (BH3007158R%) , WNZA b B X —RF K OFERA e Rk
MAIH A BN/ EFRBE Z x5 & U EBR LR I AR RRER (BO391823kER) #H LU T, K
Az 1, 20 Z4 R L Y A AT TEME G LIZBEo i fizh 3L, FVIL A e B X —
DOEMEN O - HEICELTRBRE TH -7 (eCTD %A% 5300329001-2.7.3.3.2.1Z 1)
VE, 2B I34EMRL VA 2® 5 LB, AOMERrMaficsiT 2= I X~ 7 DI
PI A R B &R A B U 7o i 56D AR Y R & O I BEEE 72 BAE R I LR O Hiv7e o
722 enn, HE - HEIKLTZLOEBRFIZEW T I VAT RET DRI KIS
WHIMEIHI RN O TND Z ENRBEINTe, £, RHENREE-FIMEMRITIC LY,
BLE30 pg/mL BOMFEF = I 2 X~ 7 PRELFE N CIaR 2 29 2 M2 -5 < AER i =R
DIETENERICET S & TS, £< 0BETEh T I v X~ 7 RENR30 ug/mL %
kR EHEES N DI, 2L 4R L A CBEomEF = I o X~ T REHER OE

[Cuoughss CE¥IE + HEHE[FZE) & LT, ZNENS11 £ 153, 46.7 £ 149 1383 + 143
pgmL] 1%, ARMEICEEL 52 0WEE BN (eCTD %% 75300329001-2.7.2.3.7.3%
)

2.7.2.310.2 JO42003ABBDEZEEMEERUVRE - AENRTERM
1) HBRMMAR A BFICBIT A28 ERIRE

TI VAT DO FREET FVIL ERBA252 815, FVIHL A Ve EX —[ZmI v X~T D
FVII HERECREMEIC A 5. 29, FVII A > b E ¥ —OFEIZE S TAKIEHHREGIZ L0 H
MANRIZENGE D EE X HND, EREMAR A BFICBWNT, = X~7 O FVII ##
RERRTEE e OV il 1%, £ v e B 7 —(REBEH LIERARE THEE L Tz (eCTD
ZA72%5:300329001-2.7.2.3.6.3 & O eCTD 3 4135300329001-2.7.3.3.2.15 ) .

T X VAT O BT D FNIEHEER (in vivo) & LT, =274 NIZHt FVIL $t
REE L CTHRMRMAN A RIBIZLE ECTHRNZIS 2L CHL2EEZ S 5EF
v (=27 A H)v FVIL FRIIAR A/ZRIH e V) , LKONRSIET FVIL{EHEZ KT S8
TR FCH®EITE - BB X 2B IS5 T v (=2 A YL FVII FFIMLAR A/
BAAMIMET V) IZB8WT, =X~ 7 OMifnilzhfk Ok 08~ 7z (eCTD
Z 13 75290616001-2.6.2.2.10, eCTD 31 5290616001-2.6.2.2.11, eCTD 3} 5290616001-
2.6.2.2.12, eCTD £ 5290616001-2.6.2.2.13 . % eCTD % £} 5290616001-2.6.2.2.14% ) |
fERERR N B R OV RIMEM AR A BBE Z x5 L LEZENE [ AHERRR (ACE001IP RER) (12
BT, @R AN OE DI ARE SR IMBERIRIC ex vivo THL FVIIT HLEZ ML T
BRII7RMA A REZBHL, £ ZICEBIREOTI VA7 ZEIML T APTT XU k=
VEUCARERIE LT R, ERMEMAIE A BE D DD VT ARFIRE G- ET O f R A T
E LTSS L RMRIS, P I o X~ 7RERFHIL APTT Q&L O k1 2 B AR O
HENRRD BT (eCTD % £f 3% 5290616001-5.3.3.1-1 11.42.1, eCTD =+ 5290616001-
5.3.3.1-1 11.4.2.2 % X eCTD %413 5290616001-5.3.3.1-1 11.4.48F M) . £7-, H%RMMAR A
BENOE LN MIERRIKIZ ex vivo THEJRE DT I ¥ XA~ 7 2RI L CalfERYEEE iR A
N LTRSS, MR X O X~ TR R 0B E BE O UGEN RO bV 2 E A S
Tb\ég) 9) .

IO DRERENG, HBRMEMAIR A BEICBWTHARFIED G X 0 Hifn i Eh R 23756
A, SERVEMAR A BE L FRROBREE-GIMEERE T2 LRGN D, 207D, %
RKMEMATR A B W THEEERZ2IEMEERE E L THO STV D 3o R ABIAFN kb4 5 i
HEO—BALNAIREIZ /2 5 £ B 2 HILD30 pg/mL %, %RMIEMAR A BE BT 5EA R
BECRET D ZEE LT,
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2) HBRMIMAIR A BEICR T A EEREME - &

FVII % KRB ITHERE AR RITEIK L, AJEICHZ0 ki kO P2 B E L21E
PEPMLIE L SN RMEIMAR A E138ReD, BRMMAR A IZER L THfL Y A 7 12 S
WAL, FVII A4 > b X =0 FfEL T FVHL IEHEME T L COW A HIBICIRER TH D &
EZHND, FEMHEFIEIC LY FVILIEEREE L, Hi) 27 BEMb s s & Clogid
LM OFEE L LT, SEmisiEsBith L Co iy &M (PR ; FVII{EMES0 TU/AL &, 7>
D fe 1% OD IR e [5] [K] 1 A1 52 514 24 IRF R LA N IS mmbm&b%nﬂ\f;u\) %%ﬁkﬁ“éif@ﬂ;ﬁ
BN FRAETIIH E WY HENDH DY . ZOWHROESIE, RELAR A BT 5AK O
BEAGR L - EOARREGOHIM (4@’%) WA LT, LEFEL YA ‘/c BT
I A2 7IRE N7 7EDEFIRE ETAHHHETCLH D (eCTD =A% 5300329001-
2723.14281) . L7=h-T, HEEE’J@&T(@E[LZ%W A DIEFERRE LT, SGEmfRED
Bbh & RIRFCAFIER RS 0BG SN D Z L 28E L6, BUAGRAE - HETIX, HimY
AT PEVY PR ZERRANIMFET = I v A7 RENEF L TCWA P THL—F, M=
VA TPREN B Lk o o 54 % (Day 29) ORFRTIE, BEZFH0EE 1L
IZ PR iR L TEY, TN EOARRORGENPLEL Sl /toTWDH I ENBEEEIND,
D7, WARAE - HETIE, BREMAR A BT 2 Ti%E BRE L AHIES
BHDRT v VERERIETE RWAREED B 5,

IO OBEICESE, BRMIEMAN A OIREER K OERRRIZE AT 2 A/ O HE - H
BAEAMRS Lz, SRMIAR A BEOMFET T I v X~ T RIET — X 2 W TS L= R4E
M EET 5 /L (eCTD 1% 5:300329001-2.7.2.3.4350R) Z V>, % RMEMAR A BEIZ

BIFAMER IS A T BEHBE S I 2L —a v L, B LEHE - A8, AR
DIEEIRL Az, P I X7 EENLY RHICBEAEE TH 530
pg/mLféf WZREEL, ok BHiceElT 2 2 EAMFFEN D, Day 1126 mgkg M Of Day 2

23 mglkg &R TG (Afi#45) L, Day 82°51.5 mgkg & LA TR F#E (MR 5)
a‘éﬁﬁ/ﬁ M (JO420035 5RO ML - H&E) & L7, Day 1iZEGTHHETH H6 mgkg i,
FERMEIMAR A BT DEEEE 70 /T Az@ L ChfSnzkaAETHY, HE1ED
ok aE: L THERRORKEHETH D, #&#ﬁ&“ﬁ@ﬁﬁ/ﬁ R Z B ARO 1AL Y

AN E DB, EFREBICBT 2 REMETREZ K MZ D 2 & T, SEMmEEE
2% LC FVII EMENEE L CE 72 FVII k:n VAT OIFETTOBEEEY) A7 &
MLt 5720 TH 5,

BEAGRO ARG L ¥ A v B Y JO4200378 8k D VL « &2 % RKIEm AR A BFICHRE Lz
BROMmIEHF = I VAT REWHBDO VI 2L —a VEE 2723102 HZRd, BEAREDO1E
MRL Y A TiX, BERBLAEE (Day 8) KUO4E%E (Day 29) (B2 MEFH=I v X~
TIRE N7 7EOPREE, TNEN11.6MTVN37.8 pg/mL k%iﬁﬂénﬁ:o —7J7, JO42003:R5%
OHE - HETIE, BERBLAEE (Day 8) KMUO4E%E (Day 29) (B4 M= v X~
TIE N T 7EOPRMIL, ZFNEN34.6K% U369 pgmL & TR S 72, J0420037 5k D H
e HETE, RERKLER (Day 8) FTICEZL OBRFE MR I v X~ 7 EEN30
pgmL % E[EY, $ 5884020 (Day 15) £ TR = v X~ 7 E b7 7ENZEFIR
RBICBET D ETFHIESNT-Z Enn, BRMIMAR A IZBIF 2L T2 B & L7-AHKIE
G- O EDELCH D OLREMNG LN D AR S 5 B 2 bz,
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2.7.2.3.10.2-1 BEEAZEDOEAMRL O A R JO42003HB D HE - AEZ#XMMAR A
BEICERELEBEOMBEFII AT TEEHBOCIAL—2ay (AXEODRFBEAEBEED
BEAEVFHETTILICKDEFTFE)

Approved QW dosing regimen for congenital hemophilia A

75

Plasma emicizumab concentration (ug/mL)

| | T | | | | | | | | | |
1 8 15 22 29 36 43 50 57 64 71 78 85

Study day since emicizumab prophylaxis initiation

Modified QW dosing regimen for acquired hemophilia A

75

60
|

45

Plasma emicizumab concentration (ug/mL)
15

| | T | | | | | | | | | |
1 8 15 22 29 36 43 50 57 64 71 78 85

Study day since emicizumab prophylaxis initiation

QW = LiE I,
R BEARODARRL Y A 2 T 0 JO420033 RO ik - A&,
MEIROFERIE T 7 A2 7 vy b L7z PRIMREHER, DRI ~95/ 83—k v 2 A VP, EEFEHRITS
FE PO BE B T EMERATRE D T 7RERIC 2 EAEESND Day 29, AL ERID X
TREANRE TH 530 pug/mL Z7-7,

[5.3.5.2-1 16.1.1 Figure 3.3.1-1 % {5-48]
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B, RVIalb—ra VICHWEREREYEREETT LTI, "M A T4 TV T 11T

KT DEMOEEIZ LY, 77 (RHERSEY BN REMHT X REM TORKME) O EBE TIX30m
(FHRfE) AFOREICHR TS AT XL T E VT A BN3I%E T+ 5 Z R Tn
% (eCTD 3A+#75300329001-2.7.2.3.43% /1) , & RPEMAE A B OFEE 135508 R MM AW
A BEID HEL, JO42003: RO R SEEM & U - iEIRFIER I RIEIM ARG A BE OB KE
B O RAEIZTA9E & W) iGN H D Z D, RMMAR A BEICBOT AL TR
AT VT T DEMOEELE R LB OFEROR KM (775) % ERI2ERmOBHE N
OOLREFETHZENEEESND, O L) RBFEMICKIT 2= I XA~ 7 OEYERED
THNE, JO42003 5B N 2205 5 CHIH FIRE 72 RHERISE M B EE T L 2 W T HEMT 5 2 & MK
HCThoTeZ D, KU Ialb—ra OREKOZNICE S HE - HEOREIZIE, R
EEMNEENTWEEEZ N, KV Ial—3 30T, TTERBOREICBIT A4
TRATZEV T 41X, ~BLTITROBEELELWZ LA IRE LD, TTHEBIZB W TH A
FT XA TV T 4 PEEKRFERICIR T LT D Z EDRETH- 728546, % RMELAR A &
FIZBTAMFEP I A7 REFFEATHEY IR b Z ERBESNT,

Tz, BRMEMAR A BT D HMAERITEREMAR A I LEERLONLL, i
EHTHIFELEORMELEIBEE S H DY 20, BRMENAR A BE TITHImERICERK
THMPPR I VA TREDIKRTRRDONAAREERH D EEZ b, BIZ, %HAMMm
ﬁrmx®§aﬁﬁ%ﬁm,EL<i%%ﬁ%&LT%%%Tmé@@ﬁEﬁE%%X@%ﬁ
B2 (2 PE D RIENE D 2B R RE , 1gG HiATH D= I v X<~ T DIENTOHEKITE

ﬁmﬁfA%%iD%&fﬁﬁﬁfA%%f$<@éﬂ%ﬁ%%i%hto

Z 2T JO42003: R T, TRIFT—F L a—a2EE L, HiE - HEO@MYIMEZ k25 2
LE LT, BERofEIzES< &, JOR2003RICKEWTHIE - HEZEE T 556, K4tk
FOBENENREY, BREEE T M TELETARRERESWEE LN,

3) MEEWEHIEL - RO
TIVARTOFMNFMM T e 77 0L LT, B=0 AV ILE W13 K U6 R T &
ﬁ%:mymﬁﬁﬁmm%ﬁﬁ%ﬁiméntoﬁ$$%<mmm)i%h%hﬁﬁ%%

Beha L LT30, 30/ TM00 mg/kg &I S 41, NOAEL (T3 5 fc b $& 5 D15 i

PR (FRURPN B G538k C I Y 41 1 4% ¢%f)i,%n%nwm~um,wm~wm&0
3550~3560 pg/mL T -7= (eCTD %1% 5290616001-2.6.6.10% ) , #RIEIM AR A BE
THE SN D JO420035 80 fik - ARICB T 2EF oI v X~ 7RE (X 2.7.2.3.10.2-1)
L, TNHDOH=27 YL TOD NOAEL IZBITHBEELY oIV eEEZ oz, & b
IZEWTIE, JO420033 kD L - HECHEEI N BESE (¥ 2.7.2.3.10.2-1) 1%, Je kKM
IR A BT DEKREE T 0 7T 2l U CERENHER SN -kmHETH 53 mgkg 1l
MR 5 TD Chroughss P FHIME (120 pg/mL ; eCTD 4+ 5-300329001-2.7.2.2.2.1.1% ) %= F
[E] > TV,

JO42003: R D VL « FHEICBIT 2 AMKGO®RERE THH1RIE, Tk TOHEKRAR
K OEERRBICB W TREEO 2 WEWERERIRTH 20, BEGEZICEICMERD I v X~
TIREN ERAT D EIRNEE G TOFERBRAGRICE S X, SMEEMEICET 2 22Tk s
TWBEEZ BN, =7 A P& HOT=4ER RN 553088 T NOAEL (281 2 #H]
$5£ 5-RE O X)) ] i 4 ¢%ﬁtum0~nﬂu@mLf%w (eCTD %1% 5290616001-2.6.4.3.2.1
Z M), JO42003FER D HE - ARICB T2 AMBEEROMFEF I v X~ 7RE (X
2723102U SN —TE Wb EEZ b,

INDHORERND, JO420035 5RO AL - AREICIZZEEA RSN TEY, FHAE - A&
ICTHRRMEMAR A BEEZXIRE LEBRRBRZE/MT 52 LIRS Thir B LN,
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2.7.2.3.10.3 JO42003FHEEMT—2 LE 2 —TOAZE - A= #EYUItEn s

1) ik - FAEOBEYM: ¥ 5k
ak— hIZ ﬁéhﬁm@@%ﬁ%ﬁ%&ﬁ%ﬂL& IZE S 2R T, B2 IXLL T o R
WY LTIEGATE, IRA T UIRBEA+FE LWL, BEEZ LT 55 THIE - HiE
ﬁ%?éT ﬁﬁ%é;kkbto

= %1 XRfRk S AT BRI O AL CAAI R G-BHAA % TR & B3 5 il 23 Hr L GR 8
iz

o Ik— bl Bk i- B omiEh = I /177%#%77ﬁ®1wﬁxi¢%ﬁ@$ﬁ
%ﬁﬁﬁlLﬁifso%MLuTT%@mft

o IAR—FhK 11 ﬁént %wmﬁ¢iiva7%E%?7ﬁ®$wﬁxm¢%ﬁﬁ$ﬂ
%5%#&~4 (230 pgmL LN T Y el 72 TIE NI & 256

2) L - HEOEDIM: s
HF7T— 2 L E 2 —HOD20204E12H28 7 — & 1 v N A 7R E TIZBIN 2 7h — B IS B
SN, 2RNARORE 2% T, T—% v A TR T, 3BIRAK O S Z ki, S
BINARBN O -2 & TIRICEEE 7y u—T v 72 EiH, 1BINAAR ORG24 THRICEE
W7 —7 v T e IbERTH T, T—F 0y b A TR E TOARKE SR ORI,
03~9.1HTH -7,

KA DO G 2=}, KEHMBEKIC Ekn VA TERENNE SN ON, 64
Wﬂ%)fiﬁﬁ%ﬁ%ﬁﬂ*&if e 3 /xv7ﬁf%77ﬁ@w;@m;ﬁ )
%Ltﬁmﬁﬂouifﬁb’WJWM%)Tiﬁﬁ%E%ﬁW;&iTG o I v X<

TIRE b7 7E30 pg/mL BBICRIEE LR DLl BFEE Lz, g e /Xv7%f%
7 ZEOFIEI, AFIEGEAEE ORF R T30 pgmL 2 ElEl->TRY, 0% b EFIRE
THERF SN2, AR GBI~ % IR T IR = I v X~ 7R E N7 7OV EIE
35.4~40.7 ugmL (7~9%1) OHPATH >7-, MFHF I X~ TRE N7 7O F Al [F

FRIZ, AAFI GBI 1 ~41% %2 U T30 pg/mL % L[> Tz,

AN G-BRIARICIRIR 238 U 72 i 2858 30 U 72 BB 1396 261 (22.2%) TH 0, @ Ekic
XELRD 0T, £, KFIEGFRGZISHERZ E L KBS REEL L2 BF XN o7,
ZID OFERZ ARFNE GBI R I EDRFIRMFREORER LK L7 2 5H, ZIT AT TN
BAF A M Zh R 2 A LT 5 alREME S R S vz,

AFNDOBEMNT B TH Y, B R E SN TFR FREERZ MY 27 13 0- 7=, ke
FERRMEFERNIFITUERILL, AHE ORRERITIGE S NPT DD, SEEEENAT
DU A7 RT-HBEEL CW D AfEME B 2 Dz, AAIOBGH#& T HRHELR 7= LB U
ZDHITHWT, K EEEEEEEMEIIEEO ST, mAeZERe M H 5 T Ae M) i 2
JEDHRBL L2057,

PLEXY, JO420033 8 CTHFt S - HE - HEM R E SN &G/ TEEICE SV TR
FlaTHEET 52 Licky, BREMAR A BEFICBWTHEDZR L-LOBREENE LN,
REXT 4y b VAT « RTUABLENTHD Z ENMERSNTZ, Lz -> T, JO420035 5
O - AEIT#ETHY, Mk - HAEOERIIAETH D L,

2.7.2.3.10.4 JO42003ABRTFEMT TOEYHE, EHFRUVBRE-RIGEE
FEET OFRERITR L CHM T —Z L2 —DfR L B LTBY, FMFT—ZL bt a—|Z
BWTHELNZHE - HEOBEEUIMEICET 2f@mAe X750 Th o7,
FHRTTHIO®Y , ﬂMN%ﬁ%@%& AETE, PEARHE - HEL Y b RHicmfEh =
SVATRE NI ZENEFIREBICEIE L GRS HARICEN ; 2.7222.1.158) 2
Ling, ﬁﬁ?&ﬁkrﬁﬁ%%’@@%&‘ %;@/\7/%7\’» WEICTHDHZ ENRENT-, £, I
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WP I VA TRE N7 7EOEEEIL, ARG ~4E%ZICDZ 0 BEARETH
%30 ug/mL BEHER LT Tz (27222.1.158) Z s, BRMMAR A BEIZEBW
THEAGEBAE - ARICKVERESN TV L OI1L, = v XA~ 7 O R R RKICEL
TWDABEMENRIBE ST, 2B OFERN D, J042003588k 0 Ak - HETIE, %BRMEmA
WA BT HHIM TR A BRI E LeARRIENR G OENECHITR KIS, 2 DORER

ICEONDREMLR S D EE 2 BTz,

BRMMATR A BEITBWTRD DN IRHEE- A2 ERMRI, X230 pgmL Bo g
T X VA TREFE T CHMME RN R KIZET D AEERH 5 (2.7.23.7280) L
I RTC, SERMMAH A BFICBIT 2BER-AMERREELL TWD Z ERB E T,
ZDZ &R, BRMIMAR A BEICBWTHEREMAR A B LRRIC, £<0RE T
P I U AT RENZ0 ugmL % LRS- AETIEMET T I o X~ TREHER O
WA RMEICEEE B 2T, £, 2O X0 - ARICTARR 2 EMR 5T 285481%, L
KYEMAR A BT HBARO LA, 2K OGARRL 2 A v L RIS, b B2 —RA%
KMEMAR A BEIZBW TR SN2 2SR BEN 64 2 AFN AR L Y A > O % %
KMEMAR A BEIC LT D2 ENARETHDL ZEEFERLTWD,

SERMEM AR A BE Zxt4 & U RHEE M S Eh BT CHREHFEMIICE B CTh D L RrE Sz
HAFEIZHONWT, BRMEMAR A B3 & RMIEIMAR A BE BT 5 b oREEZED
EWOFBEZFEGRMT IR TH L EEZ O (2.723212) , £7, JO420033K
BRICEGR SN B REMAR A BE LSS5 U BHENEKYBEIEMIT CHRAFZIICEE TH
LHEBESNEHFROMLEEL R o7 (2723428) , THhAODRREND, KEMHEM
BCEET2 2 UM B RICE S HEFEIIARETH 5 &ismtHiT b e R A%
A BETORGHERICH L, BAMEMAR A B ICEA OEE 253 LB Z2 AT 5580
TEF R TRV EEZ BN,

FHERRT O X A 2L TOFERMD1I - L LT, AFEEK THRICT I VX~ 7 DNz 5%
FLTWAARI T TR FVIL {EMHENRETE L TW L BOZ M 2R T 2B NS 72, E
PN T, PRITFT—Z L Ea—X 0 %L OF—Z THESE, JO42003RBR TRE SNI-A
KOG T EMEN Y TH D Z & DR INT-,

PLEXY, BRMEMAR A BEICH LT, JO42003: 68 THisr Sz HiE - HEZAF OHE
TEE - HEETHZ 01T, U THDHEEZ LN,
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2724 Al E e ER
2.7.2.41 EYHEER
JO42003FBRICH T, T A~ 7IFE(E F CluiibeE A 84 (FIE X TH rFVIa #5])

EERETHZLICLY, D-X A ~—XiT FIREEN LRI 2EHmA BN, 72720, 2
S DAV R EE [ R T- BB ORI & 72> TW A HIILZ 0 b DIk KR L T2 aThEM: b
bbb, £, TOXI RN TIZH -T2 0THOBFIZENT S AT X e i
ANIUEE X BT, AR MR N I B E DS & R T B E KR O LB L8O Lo
72 (2722212K 027431 8) ., ZHDORENS, MmgkeE K -8A (FIE+ TR
rFVIla ##)) OF RS S BEE e LM, BRARMICEROS D2 O TIERWEE X
b7,
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FEREDE LN TORNWGES, U LS OBEIC X 0 R/ T ORI %2 T4 2 & 2358 T
RNEBZONDLSE, IRBRIKEE Lo b, DRoRGA 7Y a— (IREEZET) &k
ETDHIEELT,

P G4 T EEHEO R ERML

o BRMEMANR A BEIZHWT, SEMEEENZEZ L FVILIEENEIE LT 2RI, B
HiPH FRRME (150 TU/L) LL k& 7 o 7o SEFI DSBS S v T b Z & 225, FVI iR
RIS HBEOWEERE U A 7 IZHEENBMLEEE 2 BLd, J042003 3RO L - HETIE, #
H.BAth 4 H% (Day 29) IR 2 MR I v XA~ T7RE N7 7EOFRAEIT 36.9 ng/mL
ETMEN, TOBEO FVITERERBIEMEIL, 11 UL RREIC TRVt nsd s Y, £
D=8, TITVAT N FVIIIEHIZE 22 EREHFIIRENTH D EEX LN, i
BEE Y A7 R/ MBI A 512012, RKFIRGEZ-ETIT 554127 L LT, FVII IEHER
IE G TRRE (S0 TU/L) BB E7Ro7- 2 L HER TE - S E2RE LT,
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o [HPEiMAR L ML"2 (International Society on Thrombosis and Haemostasis, ISTH) AE¥%E « FL¥E/)\
ZH% (Subcommittee on Standards and Criteria, SSC) ¢ FVIIVFIX /NZEES T, HIfIZx
T OVEH & U Ol I kB K 3 H 2 % 5 L Tonn 72 eI LANIC Rl —EBAL TRD b
i, ARl Il AT REY 2 b o LER S, 72 R 2 X 72 b O L i & E
TINTND 29 207, EITOIRKEZ L 72 M 63 2 febh o i e i K - A1
5% 72 R ORBBIEE 21TV, OSE T2 L RICARRE LTI 28 & L
7

3) #&GHIRFYE
PLFOWT NS T 25681, YBAE T 2488 0RGE2HRIETHZ & & LT,

a. HEHR
b. BEDMLLOEZIREZALTEY, KEMEOHBIZLY, KAFE Ok A ¥
T % LIRBREALERM, TR MR SUITRBREIEE 23 W L7256

2.7.3.1.5 JO420035 Bk CEF B SN = AEZE
OFAZESIERYE (2.7.3.1.63H) LISLOLLTF OFA| « gIEICHOW IR AIREE L=,

1) SRR LD Ehi
RN O - AEITFEAE LTHA RIS, BEDREZEZEL, EFE1T

ZEHIRL,

2) hFT (R, YIBREEIRSE) (2fE O MiAEE SN D5 L ORI FIC R AE L TH L
RWESG (I TIXR VTN, BEO EMEg T HLE) NECEEAICBITS
rFVITa 8413003 FVIT AN & 2 I oo T 84 7o SO R 728 TR £ 5

3)  HIMmIZ R DAk & B L 72 35
MHOTI v X~ 7 I3EE OREREZ IR T 2 RN H 2729, AFIE G T T ke E K

FEIFI A AR, LT EREREEREICBWT, il TnWAZ L EMIE L BT, L
TORICHELTEEEITHIZEE L,
o IRIMIZEET DA N ZARF O EITIEBRBALEATNICHEH L Wz & X 0 SRV AT aEME
DD, NANRZEANTIEMTEDEEZONDRIEHETHENT 5,
— I OTEEIZ FVIa 8426 T & 5 83%F Tlik, aPCC, FVIIa/FX 8|2 H3 2

Z LITEET B,

tFVIla 851 2 AT 2854, FIEE G2 90 ngkg #2720 K 5 BET 5,

FVIla 8K % T X 24, aPCC, FVIa/FX ®ANIIEMNTE 5 EEZHND

RIEAEZWUGT T THY, aPCC DA ITMMEE S &L LT 50 Ukg %,

FVIIa/FX BA|OEE TR G- E LT 60 pgkg #B 2 72\W\W X HEET D,

AFNFE R 5-H1C aPCC, FVHa/FX ®FAMEH L TV BE X, 24 FFO D + > &

=7 v NS VLETH D,

e FVIIA >t EX—JlinMEk<, 73> FVILIEMED B SN EE121%, FVIT fA| o ff
HbLEBRET 5,

o TuhulrbElrHEAEEHAIOMHIZE X I K fEFEESTFOBEICBS T A EE
HMFIZIR S, AFIBE T Tk, EmicES 2 HEd@sEA SN HELD HEN



==

4)
5)

6)
7)
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AREMERH D720, Tr be B OEAREANTIEL TE 5 EFZ 2 O OKREMET
RS2,
- 7'm by UEEERRAOEEIIPIER G S LT 25 IUkg (MLHKEER S X K1
ELTC) ZBAARVWEIEET D,
- ARFWIEERGENC T 2 hr o v o EAERRFI A LW BEE, 24 KO T
v a7 U MIBBAMNETH D,
o IMiREEREIK 1A A KB G356, FRERIRY, RiEIOE G5 2 KL EORIRE
22T D,
s 11 i 7% L)
HERHZOBROT-DOIEA| « Bk, KO, EHBREBICORNLRNEEZ BND RFTHEE
FE, REREE, SR SEAE
[ B BRI L QU ye, JBREE R il L 72 W BETE D E 2R IE DTG D 72 D D R K i,
rFVIIa 850 & OFHT 2 HtiEE O FEE L THERT %)

2.7.3.1.6 JO420035K 58 TOHFRELLEE

)

2)
3)
4)
5)

6)

7)

8)

DLF QR « JEEIZHOWTIEOEHESIE & LT,

1B B 2 IE A (F] : 7 AR Y >, BRSUIE RN 7 at o7 —E2

BRIV DOIEAT v A RRPISRIES, HrkEREZE)

72720, LA T O3EF| oM HITFE L,

o MHiizxtT BIREZ R L3EA], INFIRE (B - Hodl) SO sME (B« kiR
%) OEALTELE LTS 5 KA

o ARATGHT /HILHOBEITBWNT, BEORE (BBRMEMAR A FIERNIHME
BVEZ AT L C\UW e, FVIL IEMEDNIEFMELL BIC BA L72%) 2358 L - funseiis o
Bk, TR

1 e 551X A 1B

Rl (B, UDIBHEEIRSE O/NFITCB A FINIIER <)

. DIRBRFE DR

aPCC X% FVIa/FX BANC X 2 @& Wl [ R o & Wi SOXM R 72 i 5 (R

%) 2Et] [(Urv=a7 v MM ORAIWIEE 560 24 KEE) £ COMEHIEEFE]

RDEETHER LESAE, BRERA Y 2 — (MikER R 8SA#R 5HE=2 )

7) - CBMOBEBREIZL2E=4 ) v 7 &2ITH)Z L & LT,

7a ey e EEERRKOTRS (R EETe)

RDEETHER LSAE, BREA Y Y 2 — (kg R 8ARGHRE=2 )

7) - CBMOBEREIZCL2E=4 ) v 7 &2ITH> 2L & LT,

rFVIa 85I X% FVII AN K 2 @ B @ s el (ARA)E 8GR E C oA IXEr

%]

RDEETHERA LSAE, BREA Y Y 2 — (kg R -SRI GHRE=2 U

7) - CEBMOBEREIZL 2 E=4 ) 7 &2ITH) 2L & LT,

7272 L, rFVIla 8% X% FVII 8H0C X 2 m 8 o & Wi, &8 7 UL R 722 7B

G (%) 1IFFR L, R LA, BBRER A 7 2 2 —/b (i e e E K 7 55

BHEE=2Y 7)) It TEBMOBRREICLSPE=FY 7 &2ITH>Z L & LT,

aPCC, FVIa/FX AKX O 1 v v AHG R & OF T 2 Bt 3o 6



IV 2.7.3 ERIRIIA Zhi%

9) KBTI O H
10) mHEy 7 u7 U ik
11) #%RMEMAIR A4 2168 & L CThafT9 2 MEsc#t

27317  AMEEHEEE
KA 2 TG LIZBEOH DN T, LT OFHEE B &2 VTRl L7z,
o —EHIRIN O MIEEE IR 1 RANC K D iaH A B L7z il o R
o —EHIMMN O H MR (HHLAER DR B BT E 2 F TOHIM)
o —EHIMIN*O M EEE K 7RG O IR (55, &5 B%, &5EE)
o —EMIRIOEIM O T IR (R &, Eaii A A, e
o EHIMINFONE S B B REDOHER
o ABzHIMH
o  UNnbBUTFT—v a3 YEIFEEE TOHM
e Eastern Cooperative Oncology Group Performance Status (ECOG-PS)
* KAl 57 DAF PG4T/ 1k E T O W

2.7.3.1.7.1 HimDESE

Page 12

HIEWERRAT D=, J0420033 52 Ti%, ISTH SSC @ FVIIFIX /NEESICL Y EES -
At LIED B, AFIOSERMEMAR A BT AR 0 77 A THWE, Bl

SNz oOEREEM LY Y,

EREZELHLOESE

HifnoE fER &, HIRSE) 280 CTIREEER - RA 2 &5 LIcGa, TOHFRRIS

KT DR EAT - T2 il & 727,

Hifn O RE K & 58 8 T MLl EE S K+ R4 2 118 L7z a, Hino SREOERO 72 §

% £ TaRLC 1B & 273, ZORICE—HAL THILA S 2581F, M0k Lkt

TG TEH, £ 0 ORFEDS 72 FEE LN THAUE 1 Bl il & 727,

B TH > THHROHIMIT KT DI & 727,

o RARLENLOMIMIL, EILOTES O ORMEEZ MDY, MIZ L7 1RO & 27224,

i D E 2
MaR A Lo RO HaRa B e Lo /o i) & Lz,

H M FRALD E 2
o B [Hifl—T &Y — NEiskE TR ]
o AL [Hi— v Y — RiigkF I 7]
o TOMOHIM [Hifl—Tt Y — Rk 90

H i ORI D E

HIIIERR D 72D OVEST, FIEIOTER 26 ORFIFRAY 72 R Z8B 2 726 D1, [F CHEHL~D

HIM OFEAECIE, FRFEvEHL, SMEPEIN, FH/ FHTBGEI D, SFEO i 2 KB+

Do



TIVAYT 2.7.3 BRIR A 2k Page 13

o FEEEMEHIM : B S RAME, AT S LW &8 TESE) ,  T3RE/ Pl Shlo
HHERF AR TE W —A0%, FREEIICOE TS, CokrREE%2 LV <
TSGR ) & A 7e 3 FERBERE, BEINMEET O L END, T2E2E, B\
XU UL vy, HEIEEEEIT ML) EARENDLFREENDH Y, BV L ER
MRS Z &0 THREOMHA) , EEFTF ARV IET I LT EEE) & A7 I s aEetEn
HD,

o SMEMEHIM - i OFIK DS HERE XIS T & 72— A%, SMEMEHIMICRET 5, 72 & 20,
BEN LW EEE LRI A ZRBEIT 20 AR bz — AL, #i5I3E
CTWARL EBETT2 LW EEN D72 VB G, AMEMEHIMm & L CiekT
%, BEHOHIME, HLMMNIIMEEICEESND,

o FEFANBREHM « FATUMREAYLE (Prth, FRARZER], KA OR THE%) RER
WL (EHEZER], BRI Y AR, WRSEARS) (SRR MmED X 5 2, Him
ELTHEZWD, ETLIXNERD L, FE//FBEEH ML, T/ FIRNFHERE L4
BoHLT 5,

EiRo, e RVEMAIR A TR W T S - B o EFOM, JO42003: 6k CTix, LA FD
Ko EREHEHT 5,

KD EE
AL N OWT DSR2 72356, KRIBMIZEZYS 3 2,

o EmAEE NI

o HBEARFHMCIINEAR SR DAEMIEIL (BHZEN, FREY, IRPY, RIENRR, BIEIR, DR
WXz o 3— |k A v MEGEREZ M O fTNNEE)

e 2 gdL (1.24 mmol/L) PAED~EZ v B AREOMT, UL 2 BLLL EOAIM & 5V FR i
R . - £ 5 (i

273172 AN IE B DFEIR

AENBE G4 L D HIm b gh R 2 5l 2 & UC, 1R A4S Lz i omisk, i kik
Toe 1] FH] R ON L i v (58] (R S1 O f F S_AE 2 5 L 72,

P RYEMANR AZR T 2 HIIERIZEEZR L ONRZ N2 LD, iz 24 2R EOE %
E2THENDHDL, FOTw, o FEFEE L 0T 7 v ©UREOHER 2 A M EREAG S
ELTRE L,

BRYEMAT A TlE, 2 < OHAEABIRE M ThI, mOHImY 27 »6 LIZLiERy N E
PRI L 72570, RHIEVE, EKOEIUCHEY 2HIREOEMBEIND, =IVA~v
T OFOCHMIHZEIRIZ LY, B OEW MY 27 O FCHKROIZDDO Y Y F— 3
VINERIFREE 720, RHIEVROBIIES, BHNREL, SFREOLELZ L LT HREENRS D,
ZD7=, ABHIE, Ve ) T—ya  HRIEEE oMM, KOEFIREDRZED—>T
Y HEATEOHIROFLE 2 SEPETR T RETH D ECOG-PSY 2 A EFHmHEIE & L CakE
L7- (5.3.5.2-1 Protocol 3.3.4) .

273173 BTFEET—IDORTAE
1) BEBORE
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am— b TEBEE - R0/

AKakR— N OBEFEREITFEIFARIAK ST, BEBREEOEBNEIEKFELIZLDOTHY,
B RVEMAR A BE OBPIEFIZRONTWDS Z & 2B L THRIE LT,

ak— h2: PEABEFEE  1HILLE

AKakR— ~OBEFEREITFEI PR ST, BEBREOEBNEIEKFELIZLDOTHY,
BRMEMAIR A LW SN GA IR & UCREMBIERENER S, 2h— h2oxtg
&R BRI AR A BEDENIEFIZRON TS Z L2 EE L TREL,

2) AT

BNMERRAT R GEM I, ARFIOFG %207 EHIRZT T XTOREFL L,

JO420037BR TlX, AFIBG ORGSR Z g (EAHRH72 0 o HifEE) 1230\ T
R L7z, IR IR - BN K A TER A B L - Hific oW Co i ERE, AFIRIEE S-S
ARENPEGHT /i E TOMMICEIT D, mgEEE R RANC L 21R% 4 2 L- HioBEE &
LCESR L7z, HiimmEE, Hifshr, KOKRHMA~OEEEFEIZOWNT, BEFEILIC—EEAR
L7,

ZOMOH I T ZFHMIE B I3t LClE, Rl S X RA O GHE A%
K OVGHER) i U Ty 2 st &2 O TR LTz,

ARV N OEBUFED DI NGET, BEHIERL2WEERHD & LT,

HEH R R R E I Th Rz & & L,

2732 fAROREBRERDER
27321  JO42003:BR (EZEMEHT)
FEEFTOT— 5 v FAT HETOak— MOFERERT,

2.7.3.211 B REM

am— hNZRBIBERS N, EHICARINEE S, DB, adh— MoRZ2EET 5,

aR— M OBEOWN, FBidgehl, Fhno Tl (#iPH) 13£76.05% (50~92) THH, 12
BB (75.0%) 7365k Lh ETh o7z, KREOTIAE (FPFH) 135145 kg (384~85.2) , JiE
TR (BMID) Ol (#PH) 1321.08 kg/m? (16.3~30.2) Th o7 (F2.74.13-1) ,

JO42003 785k TIL B RERE E K ONTHEREFE E 1 DWW TR EZ R T T\ e o e, TR
D EHEREREE  (Cockeroft Gault formula ([CHD3< 7 L7 F =027 U7 T 0 ASFHEHET3I0 <
CLCr < 60 mL/min) O EF M5, 5E OBHRERES ([F2%C CLCr < 30 mL/min) O B3 732
Bk S L7, PEEEITREREREE [RE U AL E L RO AST 1255 < FESZR ARFZERT Organ
Dysfunction Working Group (NCI-ODWG) HEAETHRE UL B RS EAEE ERO1.5MF %88 2 2D
HELAT] oBRFEM GG £ (IFITEEBREREH V) , "EFHERES (REEThey
UL E P EAEE FIROMEZBZNOL0EUT) OBRFITEENR1-T-,

BRMEMAR A OZW O BEEFE COMMOPRAE (FPH) 11758 (2~2167) Th -
72o F2WrHFOD FVILIETED e (FPH) 131.0 IU/AL (< 0.8~36.6) ToH -7z, ZWikFD FVII
A b BEX—OHiIFHIZ1~149 BUmML Th o 7c, BERAT2400 I H s ek & U C i ikke
[ [R] - B350 A FH Sl . &4 T o 72 FREE IR 126109861 (66.7%) Th-o7-, ZEDOWHRIL, rFVia
RIFNDNTENZ, FVIHa/FX RHI326012, aPCC, FrfFs i, iR ek i & ONin/ Vi . 2345 1
BNZER STV (£2.74.13-2)
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12651 BN 1% RIYEM AR A DISNOBEERE R O UXEDHER S o7, 12610N, B O ik
PN G > 2 BENIG (25.0%) , BRSNS H - 2 BENSE (41.7%) , BIRENH -7
BENM] (33.3%) , FEEND>T-BEM20] (16.7%) ThH-o7= (53.52-111.23) ,

BERRTELLNIZ TINEDS & - 72 BF X 12006l TH 0, ARFEGIAR, TH AT TN
T BFE 66 (50.0%) ThH-o7- (53.5.2-1112.4) ,

2.7.3.21.2 AKE| % 5K R
BEk Sz 22BN ARG Sz, WS EEORIE &) 1X7.0B0 2~31) Th
Sl FEEMHTOT—2F > AT BETIZRBIFNFI TR E/K TEEZRE- L, KFORS
BT Uiz, FEEMNTOT—X 0y A7 AR R TR TREZH-Z L TBLT RGP TH
S T2 BN I8 2 AP G- EEIT31E T - 7=,
KNP G- BRaa T O A 2 ME I R o i il (#iPH) 134458 (8~208) Th o7z, £z, K
Fl4 G-BrAaRT O A 2hHERHm I o ol (FEPH) 1368.0A0 (17~168) Toh o7,
BHmIE 2 LT 0@ B L,
o RAIFG-BAMARTOA R IEREMBIN © % RUEM AR A OBMH XX AAEE 5B 66HT DO
VIO OB H OWTF RV E ZHIBOBMGE & L, 0 H PRGBS E O
24 BRI L W ATCTH > -G IXARRIB G-BtAH o 24 HERTO B 2460 & Lz, HfH
ORET HIL, AFBERMGAE & LT,
o KAl GBI DA DNEFHIEIR - AR GBANS, T—F 0y NATH, KA
BG4 T MR 7. L2 A XUIARIE G AP IE L7 HOWThupREWEETE Lz,
o ZEMWTFu—7 v M RAIBGH T EEET T Lc B XUTARAIE S 2R IR LT
HOERMNSL, 7—% 1y N7 H, BeE7 48 —7 v 7 Week 25 @ H TR
IEHOWTNUNEREWHEETE LT,

2.7.3.21.3 S ENFIF O 6 AR

e MR SR T B RBRP I B XX BT OT — 2 h v b AT HETICBIT S
BRVEMAIR A (Zxb9 Dbl oR 513, 126120 CTEE S -, RBRPIMEZ@EL T,
RBEFTFL R=Y a Xk RaaF V' ranygzm 25 0F U o7 AHR1E L EE A
SNz, ZORNMBITIEYZ7aRA 77 2 RUIT 7 akR A7 7 2 KAFBAEH S, ol
B TIE 7 v AR Y URELLEER S,

A HN B - B AR TS 12651 1] CHa i il o % 52 B is S 47z, Day 1TiX, 1241594
(75.0%) T L R=vnur oXiit FealF vy ranJBpz A7/ M) vLAOHEPKES
n, UM TIZT L F=y e o Xt RealFy rantBo 27+ M) oLz T,
268 (16.7%) T 7 uaFR A7 7 I RXIT 7 akR A7 7 3 RAWR, 14 (83%) T /7o
ARV UREE N TWe,

ARG T BIEZ 72 LT B TR D AR G447 R MEZ i 7 L 7 R i C % R A
AT DR IHIFIOR 5 8IE, BGENEDLRDS 1B Z RS TR TOBRE TARA
BB O 58 X 0 L,

RBIERIF SUXEEAT OFT — 2 B v b A7 HOWT MRV H TIE, 2628 55kl #l &
AL TCWeotz, BIOWITIE, 7L =y o r&RE5EEITED LT\, KEERGKT
HHER T LRI 7 mAR R 7 7 X AR OB RS LS E10 Day 10512
FVII {EVED D Y FVIL A v & B4 —DEINNRERO bivie, EHHOT—2 0y 47
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HE TICAFIE G TERMELZ T L Q> =181 TliE, BWEHO PO =912, Day 1205
FEMAT OT —Z T v AT B E TITREIMHIANIIR 2 1[CRE STz, 7% 5 841 TIIAHl
B G T RAER T LIRS0 5B LR U Z UL FTO#K G ETHEE ST\,

PLbEX 0, REEGHE T RUER T U2 SOUIARE B 55 T HRAE 2 7= S 7o T2 ER T
FRFEERTOT —Z 1y AT BIZBWTHRIZINHEIF O 5813 146 & B < 1161 D B3 TAHA
BeHBMERE L0 ME 2R LT (5.3.5.2-111.2.5)

2.7.3.214 B3t

AFN G- B A O A NI Cix, 152 2 Ui 2a24] (16.7%) THELL -,
RFRAELZRHD, §XTORBMOWTRLERER L 2ho7 (273214.1-1)

TR A B L= i OFE R M =1L, 12611161 C, AFIE5-BIART O A 2P ERFAm IR G
LI B, BaoEFETholz (3 2.732.1.4.1-1, F 2.732.14.1-2) , FEFHIMLEOELH
SHEIEEAE Lo, BEAE LR, i, T ToRH ML R E S LI g
MM T8 L CROEm AR D (% 2.732.1.4.1-3) , IRFEA2ELZHLZRE LA
FNZ T D ARAKPE G- BRAGRT4 OA ZhPERFAM A R 2 b9~ 2 1R A B2 U 7= Hif oD HH e iR e 1
DENE, WO 2B L 7= BF I T 2 KK G-FAGRT% OB M RHm IR Ic k4 54
HH i oD o S IR A R BT o FI S, ARFIER GBRB %R T A AR b (&
2.73.2.1.4.1-4)

1975 e 6] [R] - S 0D $ B5- B OV, 2 B8 & U 72 BB O BIE I3 AHIT G- BT 14 0 A 2h A
BRI CIAMER AN ERD B (3¢ 2.7.3.2.1.42-1, 3 2.732.1.4.2-2) . AFAm 1 & e &
K185 D $e - K UMl ifn. 217 o 72 BRI 361T 2 R O 8 % OV B[R CIIA K 85 5-Brl ik
AT OO A ZhVERTAR AR (M Be [ R 784K (fFVIIa) O 5 K OVgim R mEk@m) 217-727
BIOWN, 1451 kR < 66Tl LTz (5.3.5.2-1 coagllod ap) o
NET B EVREIARRGMGUBRIEE A EOBETHEMLUEZ (K 27321432, F
2.732.1.43-1) ,

BRYEMAR A ICBE L TARBE LTREE CTAAI O G- 2 BRhs L7299, 361 (33.3%) I
RFNPe G T IHUEZ - T RNRFE T& 7= ($£2.7.3.2.1.44-2)

Tk UNEY TF— g yORENRpo T B QfF) KO Day 1RIIZBEICY N U F—v 3
CEBME L CWEERE BRI AL T, Day WU B T —v 3 VAR L TV iRdoTz
THIOWN, UL (561) OBEPARAB GG O %X ) T —v 3 U E
Tz (273.2.145)

ECOG-PS ili CiX, 741 —7 v 7 Week 1DFERIN B - 72116 H3FNZBNTIA 27 Dk
ENBO LN, HALNREEROZEE TNV -T (2.7.3.2.1.4.6)

2.7.3.2.1.4.1 HImZBEd 2B 4EHEIER
1) i FEEL OFIE
AHNBE G- BltRE DA MERHE M T, AR 2 E Lo i 26241 (16.7%) THRIBLLZ,
R AZE LRI, T _XTORBMOWTHFHE Lo lz, BFEEZE L HiosE O
W, 4B TR b (B 2.73.2.1.4.1-1, K 2.732.1.4.1-1) , KEEIZHOWTII3EER
TR T 5, AREBEGFMGHTOAIERMIM T, Ja¥ 22 L2646 (50.0%)
THBL, BFEEZE LR 260966 (50.0%) THRILL, TXToORHMmIZ124]H 74
(58.3%) THRILL7= (£273214.1-2) ,
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ARFNBE G- B bat: DA DWERAT I I 35 1 210 2 2 Lo i, 1R 4 28 L7o R, 42 i
KO _RToORHIMOEEITZNENS, 0, 27X O0EITh - 7=, AFEGBIRERTO A MERE
MHHIRTIC BT DR 2 B Uiz i, 1R 3 L2 KR, A i f 0N~ C ook H I oo (=1 503
ZHNEN30, 27, LHOXROTTEITH > 72, AHIF G5 ME% DA DRI 1T D1 & 2L
L7c i, Jaf 22 Lo R, i & O~ TO RO EFEITREAD 3 28 235780 i,
ZOMEMITMFICE I VAT TRENE S TND EEXONDIRENE T v —T7 v 7HIRIZE
WTHRBECTH -T2, 2ok, HAMEFHIIIM A OLZ 2T + v —7 v 7HIMOR 138>
THY, HRICTEELZET S (53.52-1114.1.2) ,

AFBE G- BltRY DA MEREM IR TR & 2 U 7= i 234858 8 72 161 TlE, Day —112%
BLL, Day 321Z1E¥E o /1AW 2 2 U7 Ml 25 A A 5-BRAAET O G MR R I B L 7=, %
DI, ~F 7 v U REOK T UL 2 £ 5 Hifl T > 727z K &Hlr S vz, K
WG Vv s Z Ik 23200 & O rFVIa O#5-73165[E], Day —17>5 Day 31% T Day 2% [
< BATONIZ, AAIFRG-BRGE O AN TIX, ~NARX MY 7 ZAROHIBEIZIB VT
FrAFOHMAFEE L, T _XTRELZZE LM E L TEH SN (EREholiimiE Day 9
25 Day 240[MICHIL L, Day 15205 Day STORNC LIS FERR S A7z) o HILE Rk e R
2312.1~48.0 HH & WA E N> T2 BB TS S LR OMEIC L AR H o 72, b
WL S R TldZe 2y o 72, rFVIIa OG- IIARA$ 5-5Ab61% O A 2RI 351 24[]
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& 27321411 XERERBEREVHFEHARICS FHHOEHRR VEREDEO—E (JO420035E5%)

Listing of Bleed Related Endpoints in Efficacy Period After First Emicizumab Administration
Protocol: J042003

Analysis: All Subjects

Data cutoff date: 23APR2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Proportion  Proportion
of bleeding of bleeding

Num. of ABR Num. of ABR Num. of  ABR symptom symptom
Efficacy Num. of ABR Num. of  ABR Treated Treated Treated Treated All All duration duration
Center/ Age Weight Period Treated Treated All All Spontan.  Spontan. Major Major Major Major for All for Treated

Patient No. (yr) Sex  (kg) (Days) Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds (%) Bleeds (%)

80 M 50 47 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
80 M 60 50 4 29.22 4 29.22 4 29.22 0 0.00 0 0.00 83.02 83.02
80 M 50 106 0 0.00 1 3. 45 0 0.00 0 0.00 0 0.00 2.97 0.00
70 M 80 29 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
0 F 40 64 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
50 F 40 8 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
80 F 50 208 0 0.00 20 35.12 0 0.00 0 0.00 0 0.00 79.61 0.00
50 F 50 57 0 0.00 1 6. 41 0 0.00 0 0.00 0 0.00 30. 56 0.00
90 F 40 36 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
0 F 30 42 1 8.70 1 8.70 1 8.70 0 0.00 0 0.00 12.28 12.28
60 M 50 29 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
60 M 50 15 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00

The start of “Efficacy Period” is defined as the date of first emicizumab administration. The end of the period is defined as the date of the clinical cutoff, the
date of completion of emicizumab administration or the date of discontinuation of emicizumab administration, whichever is earlier
5.3.5.2-1 Table 11. 4 1. 2-1 S EFBFSZMHTLEEL, ERRUVAEDIOMEYIVIE TR R LT,

[5.3.5.2-1 Table 11.4.1.2-1% %]
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+ 2.7.3.2.1.4.1-2 AR SRABEAMNETHEARICHS T HHOBEH RV EREHIDEDO—E (JO420035ER)

Listing of Bleed Related Endpoints in Efficacy Period Before First Emicizumab Administration
Protocol: J042003

Analysis: All Subjects

Data cutoff date: 23APR2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Proportion  Proportion
of bleeding of bleeding

Num. of ABR Num. of ABR Num. of  ABR symptom symptom
Efficacy Num. of ABR Num. of  ABR Treated Treated Treated Treated All All duration duration
Center/ Age Weight Period Treated Treated All All Spontan.  Spontan. Major Major Major Major for All for Treated

Patient No. (yr) Sex  (kg) (Days) Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds (%) Bleeds (%)

80 M 50 46 0 0.00 11 87.34 0 0.00 0 0.00 11 87.34 100. 00 0.00
80 M 60 18 1 4.68 17 19. 61 1 4.68 1 4.68 16 14.92 43.59 1. 66
80 M 50 38 4 38. 45 29 278.74 4 38.45 4 38.45 28 269.13 74. 34 23.46
70 M 80 168 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
0 F 40 48 4 30. 44 4 30. 44 4 30. 44 4 30. 44 4 30. 44 100. 00 100. 00
50 F 40 168 0 0.00 3 6.52 0 0.00 0 0.00 0 0.00 5.36 0.00
80 F 50 168 0 0.00 12 26.09 0 0.00 0 0.00 0 0.00 54.76 0.00
50 F 50 58 4 25.19 12 75.57 4 25.19 1 6.30 1 6.30 100. 00 31.03
90 F 40 39 3 28.10 3 28.10 3 28.10 3 28.10 3 28.10 98.42 98.42
0 F 30 17 14 300. 79 14 300. 79 14 300. 79 14 300. 79 14 300. 79 100. 00 100. 00
60 M 50 168 0 0.00 2 4.35 0 0.00 0 0.00 0 0.00 32.74 0.00
60 M 50 160 0 0.00 3 6.85 0 0.00 0 0.00 0 0.00 56. 87 0.00

The start of “Efficacy Period” for each individual patient is defined as the date of diagnosis of acquired hemophilia A or the beginning date of the first bleed
before emicizumab administration, whichever is earlier. In case the selected date is before 24 weeks prior to the date of first emicizumab administration, the start
date is defined as 24 weeks prior to the date of first emicizumab administration. The end of the period is defined as the date of first emicizumab administration
5.3.5.2-1 Table 11. 4. 1. 22 L EFBFESZMHITLEEL, ERRUVAEDIOMEYIVIE TR R LT,

[5.3.5.2-1 Table 11.4.1.2-2% %]
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27321411 HlO Fy 7By b (JO420035KER)

Dot Plot of Bleed
Protocol: J0O42003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021
Treatment=COHORT1; EMICIZUMAB(N=12)
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Program: root/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/dotplot_bleed.sas
Output: root/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/dotplot_bleed_ef.pdf
30JUL2021 15:42

[5.3.5.2-1 Figure 11.4.1.2-1% %]
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& 2.7.3.21.41-3 FRHNEDELR (JO420035ER)

ABR Overview
Protocol: J042003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021
Treatment: COHORT1; EMICIZUMAB (N=12)

Prior Treatment Post Treatment
Number of Subjects 12 12
Treated Bleeds
ABR, model based (95% CI) 34.0 [ 9.53;121.51] 3.3 [ 0.75; 14.87]
Mean ABR, Calculated (95% CI) 35.6 [ 24.91; 49.42] 3.2 [ 0.69; 9.01]
Median ABR, Calculated (IQR) 2.3 [ 0.00; 29.27] 0.0 [ 0.00; 0.00]
Min-Max, Calculated ABR [ 0.00-300.79] [ 0.00- 29.22]

Treated Major Bleeds

ABR, model based (95% CI) Not Estimable Not Estimable
Mean ABR, Calculated (95% CI) 34.1 [ 23.60; 47.58] 0.0 [ NA; 3.69]
Median ABR, Calculated (IQR) 2.3 [ 0.00; 29.27] 0.0 [ 0. 00; 0.00]
Min-Max, Calculated ABR [ 0.00-300.79] [ 0.00- 0.00]
All Bleeds
ABR, model based (95% CI) 74.0 [ 35.77:;153.19] 8.6 [ 3.37; 21.98]
Mean ABR, Calculated (95% CI) 77.0 [ 60.80; 96.27] 6.9 [ 2.76; 14.30]
Median ABR, Calculated (IQR) 29.3 [ 6.69, 83.47] 0.0 [ 0.00;, 7.55]
Min-Max, Calculated ABR [ 0.00-300.79] [ 0.00- 35.12]
All Major Bleeds
ABR, model based (95% CI) Not Estimable Not Estimable
Mean ABR, Calculated (95% CI) 66.4 [ 51.41; 84.44] 0.0 [ NA; 3.69]
Median ABR, Calculated (IQR) 17.2 [ 0.00;, 81.13] 0.0 [ 0.00; 0.00]
Min-Max, Calculated ABR [ 0.00-300.79] [ 0.00- 0.00]
Treated Spontaneous Bleeds
ABR, model based (95% CI) 34.0 [ 9.53;121.51] 3.3 [ 0.75; 14.87]
Mean ABR, Calculated (95% CI) 35.6 [ 24.91; 49.42] 3.2 [ 0.69; 9.01]
Median ABR, Calculated (IQR) 2.3 [ 0.00; 29.27] 0.0 [ 0.00; 0.00]
Min-Max, Calculated ABR [ 0.00-300.79] [ 0.00- 29.22]

Prior Treatment means the efficacy period before first emicizumab administration
Post Treatment means the efficacy period after first emicizumab administration

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/t_ef_ovabr2. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/

t_ef_ovabr2_ef. out
30JUL2021 15:35 Page 1 of 1

[5.3.5.2-1 Table 11.4.1.2-4% F-48)]
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& 27321414 REZEL-HOEVEHNOE MERBEHARDEE (JO42003558)

Duration of Bleeding Symptoms
Protocol: J042003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021
Proportion of bleeding symptom duration for All Bleeds (%)

COHORT1; EMICIZUMAB

Timepoint (N=12)
Pre
Number of patients experienced the bleed 11 (91.7%)
Mean duration of the bleed
n 1
Mean (SD) 69. 644 (33.308)
Median 74.342
Min - Max 5.36 - 100.00
Post
Number of patients experienced the bleed 5 (41.7%)
Mean duration of the bleed
n 5
Mean (SD) 41.688 (37.532)
Median 30. 556
Min - Max 2.97 - 83.02
Fol low-up
Number of patients experienced the bleed 6 (50.0%)
Mean duration of the bleed
n 6
Mean (SD) 9.065 (7.628)
Median 6. 848
Min - Max 1.23 - 19.72

Pre = Efficacy period before first emicizumab administration, Post = Efficacy period after first emicizumab
administration, Follow-up = Safety Fol low-up Period

Percentages are based on N in the column headings

Bleeding events that occur during each period are used in the calculation for the proportions of bleeding
symptom duration (bleeding symptom duration / observation period). If the bleeding symptom duration spans each
period, the end date of numerator (bleeding symptom duration) is imputed by the end date of denominator
(observation period of each period).

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/durbleed. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/durbleed_ef. out
30JUL2021 15:40 Page 1 of 2
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& 27321414 REZEL-HOEVEHNOE MERBEHARDEE (JO42003558)
(%)

Duration of Bleeding Symptoms
Protocol: J042003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021
Proportion of bleeding symptom duration for Treated Bleeds (%)

COHORT1; EMICIZUMAB

Timepoint (N=12)
Pre
Number of patients experienced the bleed 6 (50.0%)
Mean duration of the bleed
n 6
Mean (SD) 59.097 (45.275)
Median 64. 729
Min - Max 1.66 - 100.00
Post
Number of patients experienced the bleed 2 (16.7%)
Mean duration of the bleed
n 2
Mean (SD) 47.649 (50.024)
Median 47. 649
Min - Max 12.28 - 83.02
Fol low-up
Number of patients experienced the bleed 0
Mean duration of the bleed
n 0
Mean (SD) NE (NE)
Median NE
Min - Max NE - NE

Pre = Efficacy period before first emicizumab administration, Post = Efficacy period after first emicizumab
administration, Follow-up = Safety Fol low-up Period
Percentages are based on N in the column headings
Bleeding events that occur during each period are used in the calculation for the proportions of bleeding
symptom duration (bleeding symptom duration / observation period). If the bleeding symptom duration spans each
period, the end date of numerator (bleeding symptom duration) is imputed by the end date of denominator
(observation period of each period).
Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/durbleed. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/durbleed_ef. out
30JUL2021 15:40 Page 2 of 2

[5.3.5.2-1 Table 11.4.1.2-5% F48)]
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+ 27321421 FHEKREFRKROBANEFTMEARICE 1T 2 MARERFRANDEARBERV
FIMDEMEEE (JO4200358E%)

Coagulation Factor Products or Transfusion in Efficacy Period After First Emicizumab Administration
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 23APR2021

Reported Name of Drug, Med, or Therapy COHORT1; EMICIZUMAB
Other Treatment (N=12)
Total number of patients with at least one treatment 5 (41.7%)
Total number of treatments 203
FACTOR XITI
Total number of patients with at least one treatment 1 (8.3%

Total number of treatments
FRESH FROZEN PLASMA
Total number of patients with at least one treatment 2 (16.7%)
Total number of treatments 5
PACKED RED CELLS
Total number of patients with at least one treatment 3 (25.0%)
Total number of treatments 17
RECOMBINANT FACTOR VIIA
Total number of patients with at least one treatment 3 (25.0%)
Total number of treatments 178

Percentages are based on N in the column headings

Multiple uses of a specific medication for a subject were counted once in the frequency for the medication
except f?r "Total number of treatments’ row in which multiple uses of the same treatments are counted
separately

Likewise, multiple uses within a specific medication class for a subject were counted once in the frequency
for the medication class except for 'Total number of treatments’ row in which multiple uses of the same
treatments are counted separately

Data as collected in the 'Treatment with Coagulation Factor Products or Transfusion after Study Medication
Administration Assessment’ page of the eCRF

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/cmtO1cf. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/cmt01cf_ef. out
30JUL2021 14:45 Page 1 of 1

[5.3.5.2-1 Table 11.4.1.3-1% F8)]
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FEHEARICE 1T 2 MARRERFRANDEARERV

BMOERESE (JO420035458)

Coagulation Factor Products or Transfusion in Efficacy Period Before First Emicizumab Administration

Protocol: J042003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021

Reported Name of Drug, Med, or Therapy
Other Treatment

COHORTT;

EM;CIZUMAB

Total number of patients W|th at least one treatment

Total number of treatment
ACTIVATED PROTHROMBIN COMPLEX CONCENTRATE

Total number of patients with at least one treatment 1

Total number of treatments
FACTOR VIIA/FACTOR X

Total number of patients with

Total number of treatments
FRESH FROZEN PLASMA

Total number of patients with

Total number of treatments
PACKED RED CELLS

Total number of patients with

Total number of treatments
PLATELETS

Total number of patients with

Total number of treatments
RECOMBINANT FACTOR VIIA

Total number of patients with

Total number of treatments

at least

at least
at least
at least

at least

one treatment 2

one treatment 2

one treatment 1

one treatment 1

one treatment 1

167

8 (66.7%)
211
(18.3%
10
(16.7%)
5
(16.7%)
3
(58.3%)
25
(18.3%
1

(58. 3%)

Percentages are based on N in the column headings
Multiple uses of a specific medication for a subject were counted once in the frequency for the medication

except for 'Total number of treatments

separately

row in which multiple uses of the same treatments are counted

Likewise, multiple uses within a specific medication class for a subject were counted once in the frequency

for the medication class except for
treatments are counted separately

"Total number of treatments

row

in which multiple uses of the same

Data as collected in the 'Treatment with Coagulation Factor Products or Transfusion before Enrol Iment

Assessment’ page of the eCRF

Program:
Output:
30JUL2021 14:44

root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/cmtO1cfp. sas
root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/cmt01cfp_ef. out

Page 1 of 1
[5.3.5.2-1 Table 11.4.1.3-2% F-48)]

+& 2.73.21.42-3 MERERFHARVHMOFREDFERAERVIR5EE (JO420035K5R)

Efficacy period before Efficacy period after
first emicizumab first emicizumab Safety follow-up period
administration administration (n=11)
(n=12) (n=12)
&) 2 (©) ) 2 (©) &) 2 (©))
aPCC (U)
n 1 1 1
Mean (SD) 304375.0 6173.9 76.1
(NE) (NE) (NE)
Median 304375 6173.9 76.1
Min - Max 304375- 6174 - 76 - 76
304375 6174
FVIIa/FX
(mL)
n 1 1 1
Mean (SD) 63.0 1.1(NE) 6.3 (NE)
(NE)
Median 63 1.1 6.3
Min - Max 63 -63 1-1 6-6
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+& 2.7.3.21.42-3 MBERERFHARVHMOFREDFEAERVIRSEE (JO420035K5R)

€]
Efficacy period before Efficacy period after
first emicizumab first emicizumab Safety follow-up period
administration administration (n=11)
(n=12) (n=12)
Q) () 3) Q) ) 3) 1) 2 3)
FVIIa/FX
(mg)
n 1 1 1
Mean (SD) 1405  3.5(NE)  37.5
(NE) (NE)
Median 140.5 3.5 37.5
Min - Max 141 - 4-4  38-38
141
FXIII (U)
n 1 1 1
Mean (SD) 250457 6522 26.1
(NE) (NE) (NE)
Median 25045.7 6522 26.1
Min - Max 25046 - 652 - 26 - 26
25046 652
Fresh frozen plasma (U)
n 1 1 1 2 2 2 1 1 1
Mean (SD) 76.1  15(NE) 152 22.4 0.4 18.5 522 1O(NE)  26.1
(NE) (NE) ©.7)  (0.1)  (15.1) (NE) (NE)
Median 76.1 1.5 15.2 22.4 0.4 18.5 52.2 1 26.1
Min - Max 76 - 76 2-2 15-15 16 - 29 0-1 8-29 52-52 1-1 26 - 26
Fresh frozen plasma (mL)
n 1 1 1
Mean (SD) 23068 450 9.6 (NE)
(NE) (NE)
Median 2306.8 45 9.6
Min-Max  2307-  45-45  10-10
2307
Packed red cells (u)
n 7 7 7 3 3 3 1 1 1
Mean (SD) 1127 2.6(3.5) 359 94.4 1.6 41.0 522 1O(NE)  26.1
(133.2) (39.0) (705  (1.0)  (35.5) (NE) (NE)
Median 76.9 1.5 22.8 62.2 1.2 31.1 52.2 1 26.1
Min - Max 9-387 0-10 5-107 46-175 1-3 11-80 52-52 1-1 26 - 26
Platelets (u)
n 1 1 1
Mean (SD) 1522 3.1 (NE) 7.6(NE)
(NE)
Median 152.2 3.1 7.6
Min - Max 152 - 3-3 8-8
152
rFVIla (mg)
n 7 7 7 3 3 3
Mean (SD) 888.6 17.5 177.1 2127.5 35.0 425.7
(643.7) (12.3) (128.7)  (3380.8) (54.4) (675.9)
Median 952.8 18.3 190.6 3424 6.9 68.5
Min - Max 70 - 1-36 14 - 409 13 - 0-98 3-1205
2047 6027

(1) = annualized amount of coagulation factor product or transfusion, (2) = annualized amount of coagulation

factor product or transfusion (/kg), (3) = annualized infusion number of coagulation factor product or

transfusion.

[5.3.5.2-1 Table 11.4.1.3-3% F-8)]
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2.7.3.2.14.3 ANEJTOEVEEDH#T

BEZLEOHBN S, AAIRGEBUBITZEAEDOBRETNEZ o B BETHML, LI
MEFF SNz (M 2.732.1432) , R=ATA W (A7 V== 78 E Day 1) b, ¥
ZHZAERETHESHTE Week 5E T, ~"EZ/ 0 BEOEHEITHMLE (X
2.73.2.1.43-1) ,

IREH] 2 & D Week 1 Day 1LAREICA~E 70 B RS EIEEHIPHN Th o 12 BE OB &L UK
F#G-BRIATE —E CTHNE 7 1 B RN BRI E LB O a2 & 2.732.1.4.3-1
R T, e & BT, ~ES B U RENEMEEGIRICE L BFOERS ML, N—
AT W (R7 ) —= FEEXE Day 1) O~FE 2 1 B L 124 o 145 C B YEE#G I P
Thotz, AV UV —=27/n05 Day 5ClE, ZERATENZN0%DBFEDO~E T 0 v
JEMNFEEEFIPH I B > 7273, Week 2705 -8 & 2 5 FBE THIE S 472 Week SETTIE, %
R CTENLENARIZ0% D EFE DO~E T 1 B R E DS HEEEFIN IS5 > 7o, ARIERGRGE —E
THNE T 1 B R EED FEVEMEHIPH 052 U 72 B 1 Week 2 T1260H6f1 (50.0%) & 7272,
NR—=2A T A VRFIZA~E T 1 B RN EREEHRIPE Ch > 72161 TlE, Day 31T Ikl i PH AT
2 L, Day 221013 _R— AT A4 L H_Tl4 gL Lz, UL, KA, ZTOIEMAERF
MONET OB REZRTIEL Z LT PRI Rho7c/od, AREIEBEEITRWEEZ X5
niz,

ULEMS, AFIBGBELIBEITZE A EDBE T~EZ o B U BEIHM LT,

27321431 NEJOEVREEDOTEHBEDHRE (JO420035KE5R)

Graph of Laboratory Data (Mean +/- SD)
Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021
Hemoglobin (g/L)
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| 1
100 |
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Q,
\904/} 0@ "F 0@ "F 06 4 06 4 0@ 4 6@ 4
o o % A % %
Visit
COHORT1,; EMICIZUMAB 12121212 111010 8 6 3 2 1 1 1 1

Treatment Group ~ —6—— COHORT1; EMICIZUMAB (N=12)

All values have been converted to S| units.
A = Values transformed to reference range (LAB-CAT).
Fasting condition was not required at the timing of blood sampling including glucose and triglycerides measurement in this study.

Program: root/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Pi ry/prod/pi sas
Output: root/clinical_studies/RO5534262/CDT70020/J042003/data_analy SR_Primary/pi _se.pdf
30JUL2021 15:11 Page 1 of 39

[5.3.5.2-1 Figure 11.4.1.4-1% F$5]
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£27321431 BHCLDAESOE VRENSLEHECELBEOHI (JO420035

Patients who Achieved Reference Range in Hemoglobin by Visit
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 23APR2021

Visit n Each Visit Cumulative

COHORT1; EMICIZUMAB (N=12)

SCREENING 8 1 ( 12.5%) 1 ( 8.3%)
WEEK1_DAY1 1 1 ( 14.3%) 1 ( 8.3%)
WEEK1_DAY2 12 1 ( 8.3%) 1 ( 8.3%
WEEK1_DAY3 12 2 (16.7%) 3 ( 25.0%)
WEEK1_DAY5 12 1 ( 8.3%) 3 ( 25.0%)
WEEK2 11 4 ( 36.4%) 6 ( 50.0%)
WEEKS3 10 2 (20.0%) 6 ( 50.0%)
WEEK4 10 3 ( 30.0%) 7 ( 58.3%)
WEEKS 8 3 ( 37.5%) 7 ( 58.3%)
WEEK7 6 2 (33.3%) 7 ( 58.3%)
WEEK9 3 1 ( 33.3%) 7 ( 58.3%)
WEEK13 2 1 ( 50. 0%) 8 ( 66.7%)
WEEK17 1 1 (100. 0%) 8 ( 66.7%)
WEEK21 1 1 (100. 0%) 8 ( 66.7%)
WEEK25 1 0 8 (66.7%)
WEEK29 1 0 8 (66.7%)

The cumulative column means the number of patients who having achieved the reference range at least one by the
visit.

Percentages for the each visit column are based on the n at that timepoint. Percentages for the cumulative
column are based on the N in the column heading.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/t_sum_hb. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/t_sum_hb_ef. out
30JUL2021 15:41 Page 1 of 1

[5.3.5.2-1 Table 11.4.1.4-1% F-48)]
~NES B UREOENEM (B 130~180 g/L, &M : 120~160 g/L)
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27321432 BEEZLEDAESTOEVEEDH#TE (JO420035KER)

Plot of Laboratory Data by Patient
Protocol: JO42003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021
Hemoglobin (g/L)
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All values have been converted to S| units.
A = Values transformed to reference range (LAB-CAT).
Fasting condition was not required at the timing of blood sampling including glucose and triglycerides measurement in this study.
Program: root/clinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/p a
Output: root/clinical_studies/RO5534262/CDT70020/J042003/data_analy SR_Primary/pi _se.pdf
30JUL2021 15:13 Page 1 of 42
[5.3.5.2-1 Figure 11.4.1.4-2% 48]
(=
2732144 ABeEAfE

BRI I RYEIMACH A (\ZBE LU CARBE L7-BEIIBICTH Y (3 2.7.3.2.1.44-1) , »
PTHHBEATNCARE L T e, $BRMMAR A (CRE L CARE L 7= dr8fiix =Bt o5
— &7y AT B ETITIBEE LTc, EO8BIOBRIMEMA N A (ZBIE L 72 ABLd o H SfE

(HiPH) 1383.5H (18~183) Th o7, ZDO8BIDON, IFNIAAKIF G4 T HME A 7= 3 /i
BpE L7z (£2.732.1.44-2) .

BRMEMA A (2B L CABE L7 RIECTAA O 52 Fihs L729BlOW, 361 (33.3%) 1%
ARFN A& T HHE A 7= T RNCIRBE T & 72,
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+ 27321441 BXMEMRE A ICEZEL-ABROHR (B) (JO42003:ER)

Hospitalization Period

Protocol: J042003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021

COHORT1 ; EM;CIZUMAB

Hospitalization during the study

Yes 9 (75.0%)
No 3 (25.0%)
Duration of hospitalization for patients who was not in the hospital at the CCOD or the end of study (Days)
n 8
Mean (SD) 82.6 (52.0)
Median 83.5
Min - Max 18 - 183

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_Primary/prod/program/sumhosp. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/sumhosp_ef. out
30JUL2021 15:02 Page 1 of 1

[5.3.5.2-1 Table 11.4.1.5-1% F-48)]
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& 27321442 AROEXMEMER A CBEL-AROHR () (JO42003:HER)

Days from the
day of meeting

Duration of Study Day

Start day of End day of hospitalization Hospitalization of meeting

Patient  hospitalization hospitalization related to related to AHA study drug study dr}lg Remarks
No. related to related to AHA at enrollment completion completion
AHA AHA (Days) criteria criteria to
discharge
1 -17 61 78 Yes 47 14
3 -2 87 89 Yes 50 37
6 -13 170 183 Yes 106 64
7 -6 74 80 Yes 29 45
105 125 21 — Re-hospitalization related to
AHA
10 -16 127 143 Yes 64 — Hospitalized related to AHA at
the time of CCOD
4 -9 9 18 Yes — — Discharged before achieving
FVIII activity > 50 IU/dL
11 -19 45 64 Yes 57 -12 Discharged before achieving
FVIII activity > 50 IU/dL
2 -8 16 24 Yes 36 —20 Discharged before achieving
FVIII activity > 50 IU/dL
9 -12 92 104 Yes 42 50

[5.3.5.2-1 Table 11.4.1.5-2% %]
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2.7.3.214.5 JNEYT— 3 UHEERE TOLM

KFN G BIA% 126053 T AN Y T — g VR L, WS AR G& T HEEL
W2 AN Y T = a C2fis Lz, AARGRGE Y v Y BiGE To B EO Il

(#iPH) 131408 (4~17) Thotz (F2.732.145-1) ,

Day 1LABRICY ~E Y T —2 a3 Y EBAG L 72> 7276 O, 36113 Day 181ICEEIC Y ~E Y 7
— g VEBBL OO, TRIOWN, o26ld B EAFEENS VAN 7 —3 3 U OMBR
mholo, THION, KD ONIEIHEXITEFIREND U ALY T —2 a SETE o7t

(5.3.52-111.4.1.6) ,

UEXD, x5 —arOnENehotzBE Q) KU Day 1RMZEEIZY ~E
V7 —va L TWaEE Gl 2L T, Day LCUANE YT —va U ERMLT
Wi T2 TBlOWN, UL E (56 o BE BRI GG HR2EMBZIIZY Y T —
va xR TE R,

+® 27321451 FEKREFREMADYNEYT—2 3 VYIEIEEE TOHM (H) (JO42003
ER)

First Rehabilitations

Protocol: J042003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 23APR2021

COHORT1; EMICIZUMAB

Rehabi | itation after first emicizumab administration
0

Yes 5 (41.7%)

No 7 (58.3%)
First Rehabilitation Day

n 5

Mean (SD) 11.6 (5.4)

Median 14.0

Min - Max 4 - 17

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/sumreha. sas

Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/sumreha_ef. out

30JUL2021 15:04 Page 1 of 1
[5.3.5.2-1 Table 11.4.1.6-1% F48)]

2.7.3.2.14.6 ECOG-PS &%

ECOG-PS FHlIZHBNTR—=ZX T A L LWL TT7 4+ 1 —7 v 7 Week LWZA 27 8180 L
TWEBEIIBIThH o7z, KD O8BITIE, "—AT A&7+ —7 v 7 Week 1 TEIE
TRod, RE, 1BNIARE G TEREL G- L W ehotolzd, 7ru—7 v 7H#liC
BITLTRDLT, 748 —7 v 7 Week |OFERIT2D 72,

AFP G BMEY, FEMSTOT—2h >y FAT7HE TS, WTIROORETOR LR
T E L BE 6B, E(L LI BENIFITH 72, R0 OSHEIIAKIER 5B % Vo
B LB BN oz, Vi &b Aa T BI1dE LZ6FIc >V T, RO ENRD S
AUTZREHIE Day 2231451, Week 523141, Week 723241, 7+ v —7 v 7 Week 21 15| L N7 + =1
—7 > 7 Week 913 1 T o7, 15 TRRD BT EAGIL Week 2045 Toh - 7,

ECOG-PS i CTlX, 741 —7 v 7 Week 1DFER N H - 72 11HIF3FNIZBNTIA 2T Dk
ENRRD LI, ALOREAEZROTZBEE IV oT,
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2732147 HoERIZHIT5FERDLLE
B SERR DM AT D 727> 7=,

27322 JO42003:E GEBMT—2AHhvy b4 D)
BINF—%%B v 478 Q0214E9H10A) F TOREEZRT,

2.7.3.2.21 B REM

FEMEHTOT —H By NAT AURBINT —% > b4 7 B ETIZak— F2A22f 8 &k S
2o AR — MOBEEFIT2.732.1L1UIFREH Lz, RETIEHaAR— FM2OFEREZFLHT 5,

ik — Mo EF T e blcktkT, FEndsfErosfEch o, mEEsr v} ke
BMI [321.9% 04,5 kgm>* ThH 7= (£2.74.232-1) ,

AR O BEEREE OB ITIHIE 1, REOBEEREORTIXE ENhoT, T%E
FE TR RE R 5 L E T RE R S O B 1T & E e o 72,

BRVEMAIHE A OZW» 6 BEREE TOWIRMIZ6H X TN009H Th -7, ZHiked FVII IE
PEIZMESE & HI21 UL Rl CTh > 70, WD FVIIL A > b B4 —[E33 % 158 BU/mL Th
Sz, MR & HICBERAT240 12 H R b i gk & U C i i e 7 K] 7 441 2 4o P S0 ol ifn. %
fTo T2, ZDOWNFRIL, rFVIIa #FKl, aPCC M OSHEEHGEMAEN S 1N STz, 2
BIOWN, 141% aPCC EHHIEETT > T (£2.74232-2)

MR & B RIEMAR A UAOBEEER O/ UIEIHERH -7, 2610W, EVEER
NHoTBEDIHITH T,

R & B IOBERATHELINIC FIREE 1L 22 <, 1BIC AR GBI, FHSUIFRMThbh
776

2.7.3.2.2.2 AFR 5K R

adR— M, FEMTOT—XH >y A7 B E TICRGKE T IERUEL 72 S22 0o 7215123,
BT =27y bAT7 AR RIZBWTHAFIERGF CTh o7 (R GEESIE) . ahR— R
EHNCR T HEGEMBNHBMT —4 v b4 7 B E TORLEEEEOTIE (FPE) 1%7.00E

(2~51) Tholz, awr— b2TIL, FEMFTOT—X Ty b4 7 BUUBBNT —2 1 v b4
7 HETIR2BNBEKRII, ARREE I, 202 0N, 1EIiEENT—%0 > M4 7R
RE R CAAKIR G TRELZ R L TE LT, BEFRThote (BHREISEH], KA 5 BL6%
O MEFHIIIR © 1170) o & 21BN TEELWIZ L2 & T, AfloREEZ/&T L
7o (B[EHOME, AHE G55 %OF AT - 648, ZeMET7 + v —7 > 71 : 57
AH) .

ARERBRLEN HIBINT — & B v A7 B £ TR B AHIF 5Bl O A EFHmEIREIX, =
A= MITIEP Rl (FiPH) 23445H (8~348) , 22— F2TiH64H K NMITH THhHoT2, F
7o, AEBEGBAGARTOAIMETHHIM X, 2R — M-Il (FBH) 2368.00 (17~168)
27— h2TIE23H L N68H ThH - 72,

2R — F2D 1Tk Week 5~Week 17F TH C G013 TbNT-,

27.3.223 5z NI F D+ FRGR
aR— MNTIE, EEENOTFT—F2hy "7 RUBEBINT —% Dy A7 AETIZBWT,
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BENSMBEMS N, EEMBHITOT—2 0y NAT7HETOT —HZICHS<2.73.2.1.312 50k

LTeNEND, EOMOER TR T,

AR— F2TIE, TRBORERRE A CIRBRE T () ERIIC K 0 g s ETE o ki 23 K #E72
R &HI ST B ARGk Lo, SR EIRIE O FE AN IR #E & ]l S au7- BREVE, 141 (No.
M)iﬁfmﬁ%%ﬁﬁmﬁﬁﬁ%ﬁ@wi PHH I L DY AL L TR Y, R
BIERERICEVIREETH 727D Th o7, b5 1 (No. 13) 1%, el (B ERE
2T7 A R) #FHLESEIS, AL TODRERFICR L TA v R Y R GNRMNE L 72 5]
REMEDS @2 &, Mg ) A3 72 O B[R O IR E N R E#ECTH - 722 &, &U@@@ﬁfﬁ
BAZITEZZVORETHL7-D, MHAERBEREAT 04 FaHWIZGE IR RE
H%F@ﬂﬁﬁf%é%ﬁﬁT,ﬂﬁmﬁ)xﬁﬁﬁmb,Eﬁéiﬁ%%%m@%ﬁ@%o
T2l TH o7,

261 DON1H] (No. 13) 1%, Day 1LARE, HIMERDSHEHEE, MM T, BERFEOME= > h o
—LbBEEN, BEO ADL K OEHIRE G UE, BEFEE IR TS 2 &0 bR
(SR IHRIE N S B iﬁmﬁ<ﬁ0tk%ﬁéﬂqDw5K7VF:7Dang@ﬁ
A% 52346 S 41, Day 271237 B AR A7 7 I 50 mg Of% #5036 S v7z,

2.7.3.2.24 B3t
FEMRNTOT —H v bAT7 BLUBBNT —4% 4> A7 BETIZBNT, adk— MTiEI
B CAANE 5-BRAA T O A MR R (2 & I 23558 S, BIOIF CLEMET7 +a—T v
TR B AR Hiviz, Zivbeml o4l XER 2 2 U7z il )E R L Tl 7 s
STz, FEMNTOT—F Ty NATZ7HUBEMT —% 7y A7 HETIZBWT, adh—h2
DFERDPE BT,
RERBRLENDIBINIT — 2 > b A7 B £ TIZBW T, AFIERG-BME% OA ZPESHm SR I,
a2 Uzt 2R — Mo1ngd246] (16.7%) TREL, aA— F2OWBHFITHEIAL
ool WBFEEZELERHE T X TORBMITE A — F TOTHUHREE LR
(#2.73224.1-1) ,
RIEAE U2 oFER ML, ahR— M oOREITIEIT, KB ARITHS OA DM
MBI TR T 50, EudDEEThom (3 273224.1-1, £ 2.73224.1-2) , aK—
R 2T ORI A B L 7= i O A H i 38 1 XA K 5 5B 4% O G 2RI IR I B = £ Tl L
7o WA — MIBWT, FRMHM=ROERGE BITIRE A 2 Ui, Ja 22 L7 K,
i, TR TORMBIMEOVREEE B L fRREND T8 L BB 2R 70 (#
2.73224.1-3) ., 2AR— M THEZE LM AR LEEIC Téﬁﬁ%ﬁ%ﬁm&@
ARG R 69 B G # A B U 7= Hifn oo H i ek IR 0 %14, WONCH =2k — T4
Hy I 2 FE B U 7= R L2 3 1T 2 ARKIP 5-Bibk R4 O A 20t %mﬁﬁ_ﬁ#éémm@mmﬁﬁw
eI OFIGIL, AR GRRBRICED T 2B RN b (£2.7.3.224.1-4)
FEMHTOT — X AT HUBBNT —% 7> A7 HETIZBWT, ak— T
WL BT BT b kR [ R 1 8A o U3 3T e o 7o, 2 — T
27321 4ZF0H LT=NEN D OFFIL R o T2, 27— b C i iiheE K- 84 off kO
B 1M % 20 B & U 72 JRAE O BIE TIARKIR 5B Ah il 14 0O A 2 P AT 1 ] Cls MBI 358 0 H 7
(£ 2.73.2242-1, & 2.7.32.2.4.2-2) , A iR e E K 84 O $¢ 5 K& OGnf 2 17
S 72 BE NI T D AEHATR Ol F B K OVBE 5-[B15% CIIARAKIP: 5B dh 1T O A 20 MR L i ik e
A7 8A (fFVIa) o5 K OMEM (RfLERE) 21T ->72 2R — MOTEON, 14]%
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6BITHA L, adk— 208 E T Lz,

NEZ B UREIIAFEGEHBURET R - F0IZEAEOBRETHEMLE (K
27322432, #£2732243-1) ,

ARERBRLENHIBINT — 2 v b A7 BETIZBWT, #BRMMAR A ICBHEL TARE LR
RECAFIOEEZBE L2k — MO LK Nak— 201 ON, sl (33.3%)
S ONVBNI AR 548 T EAEL G 7 TANCIRPE C& 72 (32 2.7.3.22.4.4-1)

aR— T, A2 UAEY T —a yORERRH-T-BE QF) KO Day 1ATIZEEIC
IV T—a rzfig L Wil Gfl) 2B LT, Day LlIL Y ~NE Y T —3 3 %
WL TWRD o T2TBIOW, 4L (5H1) DEBEDAFE G50 HR2EEZICIT Y e
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L7z (£273224.1-2) ,
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E LRI, 2Nk OT X TORBIOERITaA— M TEAZEN30, 27, 110 OV77/H,
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WA B L I, MR A S L R, A& O~ T oK H oo [R5 R4 5 i 6 A3
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+ 27322411 XK EFBRANETMARICES TS HOERHRECERENEDO—& (JO42003B—BMT—%2H v b4+ T)

Listing of Bleed Related Endpoints in Efficacy Period After First Emicizumab Administration
Protocol: J042003

Analysis: All Subjects

Data cutoff

date: 10SEP2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Proportion  Proportion
of bleeding of bleeding
Num. of ABR Num. of ABR Num. of  ABR symptom symptom
Efficacy Num. of ABR Num. of  ABR Treated Treated Treated Treated All All duration duration
Center/ Age Weight Period Treated Treated All All Spontan.  Spontan. Major Major Major  Major for All for Treated
Patient ID (yr) Sex  (kg) (Days) Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds (%) Bleeds (%)
80 M 50 47 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
80 M 60 50 4 29.22 4 29.22 4 29.22 0 0.00 0 0.00 83.02 83.02
80 M 50 106 0 0.00 1 3.45 0 0.00 0 0.00 0 0.00 2.97 0.00
70 M 80 29 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
/10 70 F 40 64 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
50 F 40 8 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
80 F 50 348 0 0.00 25 26. 24 0 0.00 0 0.00 0 0.00 70.93 0.00
/11 50 F 50 57 0 0.00 1 6.41 0 0.00 0 0.00 0 0.00 30.56 0.00
90 F 40 36 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
70 F 30 42 1 8.70 1 8.70 1 8.70 0 0.00 0 0.00 12.28 12.28
60 M 50 29 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
/12 60 M 50 15 0 0.00 0 0.00 0 0.00 0 0.00 0 0.00 0.00 0.00
Treatment: COHORT2; EMICIZUMAB (N=2)
/14 50 F 50 117 0 0.00 2 6.24 0 0.00 0 0.00 0 0.00 33.33 0.00
/13 80 F 50 64 0 0.00 1 5.1 0 0.00 0 0.00 0 0.00 1.83 0.00

Page 38

The start of “Efficacy Period” is defined as the date of first emicizumab administration. The end of the period is defined as the date of the clinical cutoff, the
date of completion of emicizumab administration or the date of discontinuation of emicizumab administration, whichever is earlier
EFBEFSEFTEEL, EHRUVAEDIOMETYIETRRLT,
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Listing of Bleed Related Endpoints in Efficacy Period Before First Emicizumab Administration
Protocol: J042003

Analysis: All Subjects

Data cutoff date: 10SEP2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Proportion  Proportion
of bleeding of bleeding
Num. of ABR ABR symptom symptom
Efficacy Num. of ABR Num. of  ABR Treated Treated Treated Treated All duration duration
Center/ Age Weight Period Treated Treated All All Spontan.  Spontan. Major for All for Treated
Patient ID (yr) Sex  (kg) (Days) Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds Bleeds (%)  Bleeds (%)
80 M 50 46 0 0.00 1 87.34 0 0.00 0 1 87.34 100. 00 0.00
80 M 60 78 1 4.68 17 79. 61 1 4.68 1 16 74.92 43.59 1. 66
80 M 50 38 4 38.45 29 278.74 4 38.45 4 28 269.13 74.34 23.46
70 M 80 168 0 0.00 0 0.00 0 0.00 0 0 0.00 0.00 0.00
/10 70 F 40 48 4 30. 44 4 30. 44 4 30. 44 4 4 30. 44 100. 00 100. 00
50 F 40 168 0 0.00 3 6.52 0 0.00 0 0 0.00 5.36 0.00
80 F 50 168 0 0.00 12 26.09 0 0.00 0 0 0.00 54.76 0.00
/11 50 F 50 58 4 25.19 12 75.57 4 25.19 1 1 6.30 100. 00 31.03
90 F 40 39 3 28.10 3 28.10 3 28.10 3 3 28.10 98.42 98. 42
70 F 30 17 14 300. 79 14 300. 79 14 300. 79 14 14 300. 79 100. 00 100. 00
60 M 50 168 0 0.00 2 4.35 0 0.00 0 0 0.00 32.74 0.00
/12 60 M 50 160 0 0.00 3 6.85 0 0.00 0 0 0.00 56.87 0.00
Treatment: COHORT2; EMICIZUMAB (N=2)
/14 50 F 50 168 1 2.17 2 4.35 1 2.17 0.00 4.76 2.38
/13 80 F 50 23 2 31.76 3 47.64 2 31.76 31.76 100. 00 60. 87

The start of “Efficacy Period” for each individual patient is defined as the date of diagnosis of acquired hemophilia A or the beginning date of the first bleed
before emicizumab administration, whichever is earlier. In case the selected date is before 24 weeks prior to the date of first emicizumab administration, the start
date is defined as 24 weeks prior to the date of first emicizumab administration. The end of the period is defined as the date of first emicizumab administration

EFBESZR/TLTEL, EFHRVEKEDIOMZYYIETRTL =
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Dot Plot of Bleed
Protocol: J0O42003
Analysis: Efficacy Evaluable Subjects
Data cutoff date: 10SEP2021
Treatment=COHORT1; EMICIZUMAB(N=12)
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Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/dotplot_bleed sas
Output: root/chinical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/dotplot_bleed_ef pdf
08DEC2021 11:08
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Dot Plot of Bleed

Protocol: J0O42003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 10SEP2021

Treatment=COHORT2; EMICIZUMAB(N=2)
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Program: root/chnical_studies/RO5534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/dotplot_bleed sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/outp: plot_bleed_ef pdf
08DEC2021 11:08
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ABR Overview
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Prior Treatment

Post Treatment

Number of Subjects

Treated Bleeds
ABR, model based (95% CI)
Mean ABR, Calculated (95% CI)
Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

Treated Major Bleeds
ABR, model based (95% CI)
Mean ABR, Calculated (95% CI)
Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

All Bleeds
ABR, model based (95% CI)
Mean ABR, Calculated (95% CI)
Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

All Major Bleeds
ABR, model based (95% CI)
Mean ABR, Calculated (95% CI)
Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

Treated Spontaneous Bleeds
ABR, model based (95% CI)
Mean ABR, Calculated (95% CI)
Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

12

1 [ 9.53;121.63]

6 [ 24.91; 49.42]
3 [ 0.00; 29.27]
[ 0.00-300.79]

34,
35.
2.

Not Estimable
34.1 [ 23.60; 47.58]
2.3 [ 0.00; 29.27]
[ 0.00-300.79]

35.98;152. 85]
60.80; 96.27]
6.69; 83.47]
. 00-300. 79]

st|mab|e

; 84.44]
0.00; 81. 13]

0.00-300. 79]

——
oim
a
.h
=

1 [ 9.53;121.63]
.6 [ 24.91; 49.42]
.3 [ 0.00; 29.27]
[ 0.00-300.79]

12
3.3 [ 0.75; 14.82]
3.2 [ 0.69; 9.01]
0.0 [ 0.00; 0.00]
[ 0.00- 29.22]
Not Estimable
0.0 [ NA; 3.69]
0.0 [ 0.00; 0.00]
[ 0.00- 0.00]
7.7 [ 3.20; 18.70]
6.2 [ 2.30; 13.29]
0.0 [ 0.00; 7.55]
[ 0.00- 29.22]
Not Estimable
0.0 [ NA; 3.69]
0.0 [ 0.00; 0.00]
[ 0.00- 0.00]
3.3 [ 0.75; 14.82]
3.2 [ 0.69; 9.01]
0.0 [ 0.00; 0.00]
[ 0.00- 29.22]

Prior Treatment means the efficacy period before first emicizumab administration.
Post Treatment means the efficacy period after first emicizumab administration.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/t_ef_ovabr2. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/t_ef_ovabr2_ef. out

08DEC2021 11:06

Page 1 of 2

Page 43



TIVAYT

& 2.73.2241-3 FEHMEDEL (JO42003

ABR Overview
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

Treatment: COHORT2; EMICIZUMAB (N=2)

2.7.3 ERIRIIA Zhi%

HEBR—EMT—2hDy bET)

Prior Treatment

Post Treatment

Number of Subjects

Treated Bleeds
ABR, model based (95% CI)

Mean ABR, Calculated (95% CI)

Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

Treated Major Bleeds
ABR, model based (95% CI)

Mean ABR, Calculated (95% CI)

Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

All Bleeds
ABR, model based (95% CI)

Mean ABR, Calculated (95% CI)

Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

All Major Bleeds
ABR, model based (95% CI)

Mean ABR, Calculated (95% CI)

Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

Treated Spontaneous Bleeds
ABR, model based (95% CI)

Mean ABR, Calculated (95% CI)

Median ABR, Calculated (IQR)
Min-Max, Calculated ABR

Estimable

ot Es
9.88; 27.18]
2
1

t
[
[ 2.17; 31.76]
7- 31.76]

—_—
~~
—oo=

2

timable
.06; 25.83]
.00; 31.76]
.00~ 31.76]

oo wWn

timable
.88; 27.18]
.17; 31.76]
7- 31.76]

—N©Oo»n

t Estimable

[ NA ; 3.69]
[ 0.00; 0.00]
0.00- 0.00]

t Estimable

[ NA ; 3.69]
[ 0.00; 0.00]
0.00- 0.00]

t Estimable

[ NA ; 3.69]
[ 0.00; 0.00]
0.00- 0.00]

No
0.0
0.0

[

Not Estimable
0.0 [ NA; 3.69]
0.0 [ 0.00; 0.00]
[ 0.00- 0.00]

Prior Treatment means the efficacy period before first emicizumab administration.
Post Treatment means the efficacy period after first emicizumab administration.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/t_ef_ovabr2. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/t_ef_ovabr2_ef. out

08DEC2021 11:06
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% 27322414 BEZELEHEOEVSHmMOBmMERSEGEIHABOEIS (JO420035EBR—IB
mr—4a2hy tc42)

Duration of Bleeding Symptoms
Protocol: J042003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 10SEP2021

Proportion of bleeding symptom duration for All Bleeds (%)

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB

Timepoint (N=12) (N=2)
Pre
Number of patients experienced the bleed 11 (91.7%) 2 (100%)
Mean duration of the bleed » )
n
Mean (SD) 69. 644 (33.308) 52.381 (67.343)
Median 74. 342 52. 381
Min - Max 5.36 - 100.00 4.76 - 100.00
Post
Number of patients experienced the bleed 5 (41.7%) 2 (100%)
Mean duration of the bleed 5 )
n
Mean (SD) 39.952 (35.484) 17.584 (22.274)
Median 30. 556 17. 584
Min - Max 2.97 - 83.02 1.83 - 33.33
Fol low-up
Number of patients experienced the bleed 7 (58.3%) 0
Mean duration of the bleed ; 0
n
Mean (SD) 12.524 (13.296) NE (NE)
Median 6. 433 NE
Min - Max 1.19 - 39.01 NE - NE

Pre = Efficacy period before first emicizumab administration, Post = Efficacy period after first emicizumab
administration, Follow-up = Safety Fol low-up Period

Percentages are based on N in the column headings

Bleeding events that occur during each period are used in the calculation for the proportions of bleeding
symptom duration (bleeding symptom duration / observation period). If the bleeding symptom duration spans each
period, the end date of numerator (bleeding symptom duration) is imputed by the end date of denominator
(observation period of each period).

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/durbleed. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/durbleed_ef. out
08DEC2021 11:07 Page 1 of 2



TIVAYT 2.7.3 BRIR A 2k Page 46

% 27322414 BEZELEHEOEVSHmMOBmMERSEGEIHABOEIS (JO420035EBR—IB
mr—4a2hay b427) (%)

Duration of Bleeding Symptoms
Protocol: J042003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 10SEP2021

Proportion of bleeding symptom duration for Treated Bleeds (%)

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB

Timepoint (N=12) (N=2)
Pre
Number of patients experienced the bleed 6 (50.0%) 2 (100%)
Mean duration of the bleed 6 )
n
Mean (SD) 59.097 (45.275) 31.625 (41.358)
Median 64. 729 31.625
Min - Max 1.66 - 100.00 2.38 - 60.87
Post
Number of patients experienced the bleed 2 (16.7%) 0
Mean duration of the bleed ) 0
n
Mean (SD) 47.649 (50.024) NE (NE)
Median 47. 649 NE
Min - Max 12.28 - 83.02 NE - NE
Fol low-up
Number of patients experienced the bleed 0 0

Mean duration of the bleed

n 0 0

Mean (SD) NE (NE) NE (NE)
Median NE NE
Min - Max NE - NE NE - NE

Pre = Efficacy period before first emicizumab administration, Post = Efficacy period after first emicizumab
administration, Follow-up = Safety Fol low-up Period
Percentages are based on N in the column headings
Bleeding events that occur during each period are used in the calculation for the proportions of bleeding
symptom duration (bleeding symptom duration / observation period). If the bleeding symptom duration spans each
period, the end date of numerator (bleeding symptom duration) is imputed by the end date of denominator
(observation period of each period).
Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/durbleed. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/durbleed_ef. out
08DEC2021 11:07 Page 2 of 2
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+ 27322421 FEKREFABROBANEFTMEHARICE 1T 2 MARERFRANDERARBERV
WIMDREEEE (JO42003HBR—EMT—2H Y b4 T)

Coagulation Factor Products or Transfusion in Efficacy Period After First Emicizumab Administration
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

Reported Name of Drug, Med, or Therapy COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB
Other Treatment (N=12) (N=2)
Total number of patients with at least one treatment 5 (41.7%) 1 (50.0%)

Total number of treatments 203 6
FAGCTOR XITI

Total number of patients with at least one treatment 1 (8.3% 0

Total number of treatments 3 0
FRESH FROZEN PLASMA

Total number of patients with at least one treatment 2 (16.7%) 0

Total number of treatments 5 0
PACKED RED CELLS

Total number of patients with at least one treatment 3 (25.0%) 1 (50.0%)

Total number of treatments 17 2
RECOMBINANT FACTOR VIIA

Total number of patients with at least one treatment 3 (25.0%) 1 (50.0%)

Total number of treatments 178 4

Percentages are based on N in the column headings

Multiple uses of a specific medication for a subject were counted once in the frequency for the medication
except for 'Total number of treatments’ row in which multiple uses of the same treatments are counted
separately

Likewise, multiple uses within a specific medication class for a subject were counted once in the frequency
for the medication class except for 'Total number of treatments’ row in which multiple uses of the same
treatments are counted separately

Data as collected in the 'Treatment with Coagulation Factor Products or Transfusion after Study Medication
Administration Assessment’ page of the eCRF

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_LTS/prod/program/cmt01cf. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/cmt01cf_ef. out
08DEC2021 10:46 Page 1 of 1
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+ 2.7.3.22.4.2-2 XHEKXEFBATOANEFTEARICE 1T 2 MARERFRANDEARBERV
WIMDREEEE (JO42003HBR—EMT—2H Y b4 T)

Coagulation Factor Products or Transfusion in Efficacy Period Before First Emicizumab Administration
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

Reported Name of Drug, Med, or Therapy COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB
Other Treatment (N=12) (N=2)

Total number of pat|ents W|th at least one treatment 8 (66. 7%) 2 ( 100%)

Total number of treatme 21 108

ACTIVATED PROTHROMBIN COMPLEX CONCENTRATE

Total number of patients with at least one treatment 1 (8.3% 1 (50.0%)

Total number of treatments 10 72
FACTOR VIIA/FACTOR X

Total number of patients with at least one treatment 2 (16.7%) 0

Total number of treatments 5 0
FRESH FROZEN PLASMA

Total number of patients with at least one treatment 2 (16.7%) 1 (50.0%)

Total number of treatments 3 22

PACKED RED CELLS

Total number of patients with at least one treatment 7 (58.3% 1 (50.0%)

Total number of treatments 25 2
PLATELETS

Total number of patients with at least one treatment 1 (8.3% 0

Total number of treatments 1 0
RECOMBINANT FACTOR VIIA

Total number of patients with at least one treatment 7 (58.3% 1 (50.0%)

Total number of treatments 167 12

Percentages are based on N in the column headings

Multiple uses of a specific medication for a subject were counted once in the frequency for the medication
except for 'Total number of treatments’ row in which multiple uses of the same treatments are counted
separately

Likewise, multiple uses within a specific medication class for a subject were counted once in the frequency
for the medication class except for 'Total number of treatments’ row in which multiple uses of the same
treatments are counted separately

Data as collected in the 'Treatment with Coagulation Factor Products or Transfusion before EnrolIment
Assessment’ page of the eCRF.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/cmt01cfp. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/cmt01cfp_ef. out
08DEC2021 10:46 Page 1 of 1
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& 2.7.3.22.4.2-3 MBEHRERFHAEVHMOFREDFERAER VIR SEE (JO420035H58 2

R—r2—BMT—2 Ay bFT)

Efficacy period before first
emicizumab administration

Efficacy period after first
emicizumab

Safety follow-up period
(n=1)

(n=2) administration (n = 2)
&) 2 (©) &) 2 (©) &) 2 (©)
aPCC (U)
n 1 1 1
Mean (SD) 469607.1 8664.3 156.5
(NE) (NE) (NE)
Median 469607.1 8664.3 156.5
Min - Max 469607 - 8664 - 157 -
469607 8664 157
Fresh frozen plasma (U)
n 1 1 1
Mean (SD) 698.7 13.4 349.4
(NE) (NE) (NE)
Median 698.7 13.4 349.4
Min - Max 699 - 13-13 349 -
699 349
Packed red cells (u)
n 1 1 1 1 1 1
Mean (SD) 63.5 1.2 (NE) 31.8 22.8 0.4 114
(NE) (NE) (NE) (NE) (NE)
Median 63.5 1.2 31.8 22.8 0.4 114
Min - Max 64 - 64 -1 32-32 23-23 0-0 I1-11
rFVIla (mg)
n 1 1 1 1 1 1
Mean (SD) 1032.2 19.8 190.6 114.1 2.2 22.8
(NE) (NE) (NE) (NE) (NE) (NE)
Median 1032.2 19.8 190.6 114.1 2.2 22.8
Min - Max 1032 - 20 -20 191 - 114 - 2-2 23-23
1032 191 114

(1) = annualized amount of coagulation factor product or transfusion, (2) = annualized amount of coagulation

factor product or transfusion (/kg), (3) = annualized infusion number of coagulation factor product or

transfusion. Source: t coagOlod_ef.

2732243

2) .

AESOEVEEDHTR
BRGNS BINT =2y A7 HETOERET L OHBNS, KA GBRGUIRIEE A
EDORFT~EZ v B REEIIEML, PRIz (K 2.732243-1, X 2.73.2.2.4.3-

IRFH 2 & D Week 1 Day 1LAREICA~E 71 B R EE DS B RS PHIN T & o 72 B OB L VR
P H-BMEE —E TH~E 7 v RN VR LB OfE % 2.7.3.22.43-1
T, R e &I, ~ES r B UREN EEERIEICE L2 BHEOESIEM L, X—
274 U (A7 V== WX Day 1) O~EZ v B UREITaAR— RO 126 1] KO
TR — RF2O2BIHP I CHEBEEFHANTH > 72, arR— Mo 1226F6f#l (50.0%) K= d—
RF2DWHEE DT 7 1 B RN Week 2% TI2A 72 < & b 1RITIEF&PHICE Lz,

PLEMNS, KEEGBMGLIREIE S A EDBETAE S 1 B BE TR LT,



IV AT 2.7.3 BEER WA 2hiE Page 50

27322431 ANEJVODEVREOTEHEDHTRE (JO42003HB—EMT—2H v b1 T)

Graph of Laboratory Data (Mean +/- SD)
Protocol: JO42003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Hemoglobin (g/L)
160 )
140
120
100
80
8 4, 4, 4, 4, 4, 4,
Vo, o T, o %o oy R
% O s o = e %
Visit
COHORT1, 121212121110108 6 3 2 1 1 1 1 1 1 1 1 1
COHORT2, 22222222 2 2 1 1 0 0 0o 0 0 0 0 o

Treatment Group ~ —6—— COHORT1; (N=12) - -» - COHORT2; (N=2)

Al values have been converted to SI unts.
* = Values transformed 10 reference range (LAB-CAT)
Fasting condtion was not required at the timing of blood samping Including ghucose and trighycendes measurement in this study

Program root/chnical_studes/ROS534262/COT70020/)04200 M data by SR_LTShprodipr sas
Ouput roct/chnucal studes/ROS5534262/COT70020/JO4200 Vaata SR LT se pat
08DEC2021 1056 Page 10139
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27322431 BEHICEDAEIOEVEENREBESHFIZEL-E2FZDHIER (JO420035
BR—BMT—4%hy k+2)

Patients who Achieved Reference Range in Hemoglobin by Visit
Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

Visit n Each Visit Cumulative

COHORT1; EMICIZUMAB (N=12)
SCREENING
WEEK1_DAY1
WEEK1_DAY2
WEEK1_DAY3
WEEK1_DAY5
WEEK2
WEEKS3
WEEK4
WEEKS
WEEK7
WEEK9
WEEK13
WEEK17
WEEK21
WEEK25
WEEK29
WEEK33
WEEK37
WEEK41
WEEK45
WEEK49

COHORT2; EMICIZUM
WEEK1_DAY1
WEEK1_DAY2
WEEK1_DAY3
WEEK1_DAY5
WEEK2
WEEKS3
WEEK4
WEEKS
WEEK7
WEEK9
WEEK13
WEEK17
WEEK21
WEEK25
WEEK29
WEEK33
WEEK37
WEEK41
WEEK45
WEEK49
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e o e e e e
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SRS DHH R0 000D S S15100 000
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=
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—_—
—~~

=

N — — — N —
AN~~~

=
o oCIUICIO Ul o101 1

OCOOOOCOOCOOO—= =N NNNNNNN >
—
~
=
coco000oSoSSoSSooSSS
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=
RN RNNNNNNNNDNNDNDN e —
[eoleoleoleoleololeoleoleoleoleleoleoleoleleld XNy
SO S S S S S oSS SSSSSSSoeS
(=}
=
=

0%)

The cumulative column means the number of patients who having achieved the reference range at least one by the
visit

Percentages for the each visit column are based on the n at that timepoint. Percentages for the cumulative
column are based on the N in the column heading

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/t_sum_hb. sas

Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/t_sum_hb_ef. out
08DEC2021 11:08 Page 1 of 1

ANE/ 0B UREORYEM (B 130~180 g/L, &M 120~160 g/L)
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BEZEDANETODEVREDHET (JO42003FBR—EMT—2Hy 4 T)

Plot of Laboratory Data by Patient (Cohort 1)

Protocol: JO42003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Hemoglobin (g/L)
150

125

100

75

25

COHORT1; EMICIZUMAB (N=12)

% % %

Days

Al values have been converted to SI uts
* = Values transformed 1o reference range (LAB-CAT)
Fasting condtion was not required at the timing of blood samping Including ghucose and trighycendes measurement in this study

Program root/chrical_studes/ROSS534262/COT70020/J04200 Vdata by SR_LTS/pr - <l sas
Ouput roct/chncal studesRO5534262/COT70020/J04200 Vdata anab SR_LTS <1 _sepat

OSDEC2021 1058

Page 10142

Plot of Laboratory Data by Patient (Cohort 2)

Protocol: JO42003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Hemoglobin (g/L)
150

125

100

75

25

COHORT2; EMICIZUMAB (N=2)

% % X

Days

Al values have been converted to SI unts
* = Values transformed 10 reference range (LAB-CAT)
Fasting condition was not required at the timing of blood samping Including ghucose and righyCendes measurement in this study

Program root/chrical_studes/ROS534262/COT70020/J04200 Vdata by SR_LTS/prodipr €2 sas
Ouput roct/chncal_studes/ROSS34262/COT70020/J04 200 Vdata y SR_LTS €2_sepdt

OSDEC2021 1059

2732244

FHEfEHTOT —

Page 1 of 40

AR ]
S0y bAT7 BUBBNT =42 Y bA7 BETIZBNT, liak— Tk

RVEIMACH A WZBHE L TARE L TV e A 1611208 L7z,
RERBALE N HIBINT —Z 1y A7 B ETIZRBWT, BRI I RYEm AR A 2B L
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TARBELTZAE TR — FIT, adh— 2T TH-7- (F 27322441 ., Wb
BERANCABE L, BT =2y b4 7 B £ TILEBRE Lz, BRMIMAR A ICBHE L7 AR
ORI, 2AR— MICIEPRE EPE) 2389.0H0 (18~183) , =tdh— F2D 14 TII43H TH
STz, ZOar— MOWIKRIR— F201FON, ZILE 361 M OB DA K G54 T F:E
Z T RNCIERE L7z (322.7.3.2.2.4.4-2)

R 27322441 BRMEMRRE A ICEELABROHM (B) (JO42003ER—EBMT—% A
v kA7)

Hospitalization Period (Related to Acquired Hemophilia A)
Protocol: J042003

Analysis: Efficacy Evaluable Subjects
Data cutoff date: 10SEP2021

COHORT1; EMICIZUMAB COHORTZ:(NEIg)ICIZUMAB

Hospitalization during the study

Yes 9 (75.0%) 1 (50.0%)
No 3 (25.0%) 1 (50.0%)
Duration of hospitalization for patients who was not in the hospital at the CCOD or the end of study (Days)
n 9 1
Mean (SD) 91.3 (55.2) 43.0 (NE)
Median 89.0 43.0
Min - Max 18 - 183 43 - 43

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/sumhosp. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/sumhosp_ef. out
08DEC2021 10:53 Page 1 of 1
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27322442 EROBRXMEDRRE A ICBEEL-AROHARM (B) (JO42003:EB—EMT—2h v b4 D)
) Days from the
9 Start day of End day of Dur.atl.on O.f o Study D.ay day of meeting
= . T D hospitalization Hospitalization of meeting
© Patient hospitalization hospitalization study drug
= related to related to AHA  study drug . Remarks
No. related to related to AHA at enrollment moletion completion
AHA AHA (Days) enroime cocrilzeiiao criteria to
Y discharge
I 1 -17 61 78 Yes 47 14
3 -2 87 89 Yes 50 37
6 -13 170 183 Yes 106 64
7 -6 74 80 Yes 29 45
105 125 21 — Re-hospitalization related to
AHA
10 -16 145 161 Yes 64 81
4 -9 9 18 Yes — — Discharged before achieving
FVIII activity >50 TU/dL
11 -19 45 64 Yes 57 -12 Discharged before achieving
FVIII activity >50 TU/dL
2 -8 16 24 Yes 36 —20 Discharged before achieving
FVIII activity >50 TU/dL
9 -12 92 104 Yes 42 50
2 13 -12 31 43 Yes 64 -33 Discharged before achieving

FVIII activity >50 TU/dL
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27.3.2245 JINEYT— 3 VYEIEME TOHIR
FTHEMNOT — 2y AT AETOT—HANHEBMT—4 Yy hAT7HETOT—X T,
OR— MITTI2.732.1 45288 LI-NELS OEFILR o712, LT, adm— F2OFREA2E
ﬁ‘a—éo

aR—h2TIE, A UANE YT —2a O ENRRN-TBE (16]) 2RS4 LT, Day 1
WZUANEY T — a3 UERBL TR 2160 BEPAFIR GG 6 B ZIZIEY e
T—va rERBTERL (R 2.732245-1) . 7ok, U YT — g & PR IEAA]
BT MR- T RICTH o T,

% 2.7.3.22451 REILEFEM S UNE) T—2 3 VHEIEEE TOHM (H) (J042003
HE—EmMT—2hy A T)

First Rehabilitations

Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 10SEP2021

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB
(N=12) (N=2)

Rehabilitation after first emicizumab administration

Yes 5 (41.7%) 1 (50. 0%)

No 7 (58.3%) 1 (50.0%)
First Rehabilitation gay 1

n

Mean (SD) 11.6 (5.4) 6.0 (NE)

Median 14.0 6.0

Min - Max 4 - 17 6 -6

Program: root/clinical_studies/R05534262/CDT770020/J042003/data_analysis/CSR_LTS/prod/program/sumreha. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/sumreha_ef. out
08DEG2021 10:54 Page 1 of 1

2732246 ECOG-PS %1

FHEMNT OT —% By bAT AUBEBNT —% 5y hAT7RHETIZBWT, 2AR— M TiX
RN ra—T v THIMOBINT — 2 R8BI TE G I, AFIF GBI O A2k o
BT =23 TELNTZ, adm— MNO2FNRENEIL Week 41LIEL N7 +a—7T v 7
Week 17V a7 dGE Lz, $£72, YZHMICaR— R2TIERRB GO, ak— k2o
WBNER—AT A B LT 7+ —7 v Week WA T )2 E LT, 2Hh—F20H 9
HIClE, X"—=RAT7A4PHBMT—4%4y b4 7 B E TOHMBIZELITR DN -T2,

AHREBRBHAAD SIBINT — 2 > b4 7 HE TIZBWT, ECOG-PS fFMliAR— AT A & il
LC74u—7 7 Week LIZAZ T NI E L TWZBF TR — MO THH-T=, aH—
MDY O8FITIX, X—RAT A &7+ —T v 7 Week | CEALITR -T2, 72k, 27k
— M EO AR — RF2OFIVFNIARZR G T HRELG - LW RhoTold, 74n—7T v/
HRICBIT LT 5T, 74u—7 v 7 Week 1OfE Rix 72~ 72,

AFN R GBRME%, BT —2 > hAT7HETIZ, WTIWDOREETOR EbRaTnl
WELTZBENIR— FMOSHI LN ar— h2014, BLL7-BENaHR— MO TH -7,
D D akR— MO K2R — F2O1HNIEARAE GBEZRNTIUOZELLERD bR o T,
Dl L AaTNIE Lz adh— MOSFHI RO AR — R 2O1FIZOWTIX, ) OLEN
D BRI Day 2231451, Week 52514, Week 72321, 7+ v —7 v 7 Week 223145, 7
Fu—7 v Week 92515, Week 412516, X O'7 +wv—7 v 7 Week 170316 ThH-7=, A
a7 N EH1dE Lz ak— F2O16) TITEIDOLED Week 2T b Hivi=tk, Week 3
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ICHICA T NILEL, EEICT + 1 —7 v 7 Week 512 ECOG-PS 130 B3A a7 k) &
7eolz, TR BATZEAIL Week 20 A T - 7,

ECOG-PS iHliTI%, 7411 —7 v 7 Week 1OFERENH > 7= am— MO IHIF3H] KRk
— R2DIPNCBNTENLENIA AT FURA T OWENRD B, OB LZRD - R
HIXWp oo T,

2.7.3.3 2HBREEL TORBRERDLLE i
AHEEOH MO FAME BT JO42003RBR DO TH ¥, JO42003 35k D = FAEAT O b B 4
2.732.1.4\Z50# L, LAFEEMPT COME TR LT,

2.7.3.3.1 MABOBRXEMRFEAEEDT—2 LDOLLE

JO420037BR CIIxf AL A2 51T Cue\, BITE £ TICHE RIEM AN A B 2 X503 S 1
T-EERAFZEIZ BT, JO4200373 5k CEH 3 5 IO ER L 522 ICF—DERITHVLNTE
59, Fiz, MBS 2 A2 R ERE O i - IEEMEHNEF LT — X TR0 720,
JO4200375k & EHEILI IR EECTH D (32 2.7.33.1-1)

72120, BRMEMAR AT, 7, REMHRELHRGL, HETXEHIER?SH 55
AT I IEREZIT 9 & W I IEEGEHIENAA B TH Y, REMRBERMFEICB O TiEW
T HI0% % B % D BE TREMGIRIEN ThOI TS (F 2.73.3.1-1) , JO420035E T
12451 2451 C AR K% 5-BR A Al i s P F o B B3 B STz (2.7.3.2.13) 2 &b,
JO42003 758 D =2 78— N LT I8 D AHI$e 5-BRhA AT O e 7 Bl 5 0 & B AR UL EER R (2361 5
G INHIRTE IS K D IR AR IR ERICB I 2IREE R L EE LTS L EZ 6N D,
FEROHPRAE (FPH) 122\ TH, BRIEMAR A IZBIT 2 ZlExaim B B chd
GTH-AH 0120103882 TlE74i% (26~97) ¥, 2N Zhigk DT —# _X—Z T1173.95% (IQR :
61.4~80.4) © , WED2EMDOY —_A T L ARAHXT  TILI8 (2~98) 7 TH DY,
JO420037 Bk DM [F YAl : 76.05%, #iPH : 50~92, 2.7.3.2.1.1] LHFEELL Tz,

GTH-AH 01/2010788% ClXoaZ il iLBRAaTIES1% (14844 75() NEEO MM TH Y,
o R IE B A6 1333% (1414:9471F) NEEOHM TH- 7= (FEEO X, £mrE
Y, BEERAEUT T 8= R A MEBREICORN D, ~NES 0 B UM< 8 g/dL Xid24
B 720> 2 g/dL DK T, KUR4EER] & 72 0 > 287 O R L ER WG L 2 438 & 3 2 FED /D 7a <
EH1oEGIETHEDE LTERE) ¥, £, 501600572 5 2RIN S gk DT — F _X— A Tl
FIEOHIM (T m EUREN< 8 g/dL Xit> 2 gdl OIETF, & 25V IEAEm ULk % & )
THAML, FHRARRR R, TRERAR A U IERIC R T B I & ER) 1370.3% (Ko & - 72474
B h33341]) THESNZY . A SOWMEITBIT S EEDOHIME J0420033 BRI 1T 5 K
moEFR (2.7.3.1.7.1) ZXIFEFE T T, BEOHMORBBRESGITHBRICL > TERHDI LD D,
JO42003 7R D A F 5 5B bA HT O A S EREAN B RIS 381 & R i B4 o F & (58.3%,
2.73.2.14.1) ROMESHMICEE S-S MIcwd 2 KR ImoEEA370% (11014 5h77144:)
ThHholmlT ERLOME LRSS BRDLOTIEH -T2, %RMEIMAR A Tk, FVII G
250%LL BIC72 B E TIEHM Y 27 BNEWZ ERMBNTWANRY | J0420037 58 TIEAF| &
LBt O A IMEEHMEEIMIC B W TIRR A E L R, T _XToORBmOWFE I EH LA
Molz, B, IBFEOEFRIIMRICEI - TRRD OO, REIE G5B DA MERFR IR I
BOTHERAE LM ZRBE L ZEBEFEORE (16.7%) 1XTWTILDIATHIZE L D HARVKTE
Tholz, 2L, AKFOHKRKEMAR A T 5N EZRRTHERTHLEEZD
i,

GTH-AH 012010882 CiZ 7L K=Y (PSL) HAI I 7o hAx 77 I RXTY VF v
~ 7 L OHHIRIEZZ T T2 EBE D2.9% (3/10241]) NHMLO7=DIZEIEICEDY Y, £7=, 501
BN 5 72 B RN S ik DT — 2 N— A TEHHIMIZ L D TI1E32% TH DY, OO
BOTHHIMIZ LD TI1F4% L% TH -7 (£ 2.733.1-1) . FIZ, EFRERT — X X—
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A% AW RMEIMAR A BFREEFRAE CIX, ARTIZHET L7-HEEIL18.6% TH -7

(2.7.3.8.1.5) , JO420033BRCiX, MEFIEKN DR, Fio, BEFEORFZAZMEFHNE B IZH
ELTWaho Tz, REBHIEFICEC L2 EFITEBEREREIC L D160 AT, Hiick?
FEEBHNIRD ST, KFI OB R A ST 2EMEE2RRTIERETHLEEZD
i,

R HT — 2 _X— A% HW =% REM AR A RFEERREICEK T 2 AR O F hfil

(IQR) 1362.0H (35.0~101.5, 2.7.3.8.1.5) , JO420037XEk DO FRER M 1% RMEM AR A 12
BEEE L CAPEL, FEMTOT—H B v b4 7 B £ TITBRE L7-8F 0% Rt AR A (CR8E
L= AR ol (#6PH) 128350 (18~183) ThH Y (2.7.3.2.1.44) , APeHIfEIcE
VIR e o T,

ERNEHRT — Z N— R % T R AR A TRRSEREFRA 235 1T D /3o S A BLEIHI O
EEE (BEHT100% %2 2 %) , rFVIIa ##15338.2%, aPCC 7310.7%, FVIIa/FX H#(IH34.1%
Thh (2.7.3.8.1.5) , JO420037 5k DA K 5Bl baRT O A WMEFHG I O AR YL (FVIa 4
#7358.3%, aPCC 738.3%, FVIIa/FX HAI7316.7%, £ 2.7.3.2.1.42-2) LY 4 7:<, 1042003
AR O ARKF B 5Bl bR % O R R O AR (FVIa 8512325.0%, aPCC %30.0%,
FVIIa/FX 8A730.0%, 3 2.7.3.2.1.42-1) X0 ZWMEBITH 7=,
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% 2.7.3.3.1-1 JO42003HB R UERMEMRFEA BEEZRNRE LE-RRVEBEARICES TIEBEFEERVCHMICET 51EHK
5 FVIHIEME | FVIILA > BREEZE L. | HEXIIECICES = Ofth
ﬁuuxﬁ Zl %Fﬁﬁ Pﬁﬁjﬁ IST %ﬁlﬁﬂ( E E\&“_‘ ldjfﬂllﬁl;& ldjfﬂl f:ldjfﬂl
(€3/7E) () % L (BU/mL)
JO42003785% | 2020 | Prospe | FEf : 1265 | &2 Wr B¢ 1.0 | 2l AFNIBE GBI | AR 5-Bta | RAI GBItk 0 f
(BA) - ctive | (100%) IU/dL (< 0.8 | 40.5 (1 ~ | OFMFHMS] | & O AR PERE | 20 il 91 6 12 50 &%
2021 ~36.6) 1 4t | 149) il ﬂiHjJ]’]l?j’ IR 1261 | & vz 4 i ixEE27
( (EXE0EE)) W (FE | B (41.7%) 12 R | 26 (16.7%) | - T2y, FDON
2R [H) Lo, —H | RO bz, | KMot TH -
2 T, KA EH | —HT, KA | 72, —FT, KA
VAl BRTOA MR | & 5-BtART O | 5B AA AT O F 20 14 7
X 71 I A i | A 2R | I T X To KR
> R 25 1161 (91.7%) | 1@ 6 i | i 1 7 41 (58.3%) 1
j‘ k—uu&)gnf_ (500%) k—m_‘&) 5}8\?5?') Eﬂf:o ﬂi’l%ﬁxﬁ;ﬁ
7) b MICREk Iz
o 95 570.0% (110
A 774E) 23 R H f.
TohoT=,
UKHCDO | 2001 | Retros | FEJifi : 143 | s2 Wk ZWTRE — 1726 oW, | HilLORER D>
surveillance | - pective | $51(95%) < 11U/dL 46 | 0-10 9 4 Hif O F HEDS | 721436B DN, FETCIT
7 (#E) | 2003 FEFEH - 8| 4 (30%) (6%) AT & 7| F o i slix134)
$1(5%) 1 <, < 5/[11-100 119 149 %1 H1 97 f51] | (9.1%)
IU/dL 56 # | $31] (81%) TIE M 7B | IST FEFEhE D 6/8 41 1
(36%) 101-1000 Tz, EEICE-T-,
5 <, < 50| 16f1 (11%)
IU/dL 52 %
(34%)
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NEY ~ JLa - ) -
e T pr—— FVII &M F:Iél;’: N /uf%g%bt EEXE&EEL%a Z DA,
(€3/7E) () % S (BU/mL) -
SACHAY 2001 | Prospe | &M : 7751 | #) [0l 3k B IF | FIEIREERE | BREREEIC, 821 | B ERIFIT, 1 | BEREFIZEIE O i | B 8k iF 10 &
(752 2R) |- ctive | (94%) 2% (0-30) 16 (1-2800) | 72BN 1 A | 22FTLL ETHY | 28 - 7229610 N, 1| 4E @ H if 23
2006 FEFER - 5| o E (F | PoE G| DLECTHIZR | MRlBO L | MH K, 208l Tk | Ho - BHE
#1(6%) ) EEE)) HoENTWE, | TWETRElO | #, o N,
F72, VERO | N, 386 TIE | SECICE - 72 HIMIE3 | (FVIIa Al
BRI, 26 | MIBERTTD | B(4%). K& Y aPCC
FNZ1EIEL B o | Tz, VERIZM S22 08B | 2% 5 S
FHIM 28D 5 THLTIZE - 72276 | 7-8BEIL, |1
iz, B3% DN, Mol | B A%ICE
71 AU BTHI9%), | 3L Z 41 81%
K UN100% T
E&%ZP i
bk,
EACH2? 2003 | Prospe | £ Jifi : 477 | &2l ZWTRE 501 31 #1474 f51] | I A3FR D 5 | 5014517, EEAE 7R i | —
(BRIN 130 ) | - ctive | B1(95%) 2U/L (1-5) | 12.8 (43— | (94.6%) (ZH | #1172 474 6 & | 1%33361(66.5%)
2009 FEFEN : 24 | PRAEIQR) | 42.4) MAFRD B, | N, 334 6 | FETITE - 7= H 1 4l
%1(5%) ol il E O N 159 il | (70.5%) TIEIM | (F1641(3.2%)
(IQR) (33.5%) Tl | BREMTDbR
2lEluL@Hjm1 7o
HR NS (W i
(10815JT2|EI
3541 C3E], 16
il c4E Lk,

BRRTED) o
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NEY ~ JLa - ) -
TR | IR | sy | sT ERe | PV THME F:Iél;’: N /uf%g%bt EEXE&EEL%a = DOfth
(€3/7E) () % I (BU/mL) -
GTH-AH | 2010 | Prospe | £ Jifi : 101 | BL Kf | BL f 19 | Day 1 (ISTBi%A | @2 ZE L7z | FELTITE o 7 H i
01/2010% | - ctive | %1(99%) 1.4 IU/L ( < | (1.1-1449) | B)LLATIZ 80 | Hiifn 511X 4861 | 1%341(2.9%).
(KA, 4 | 2013 FEENE ;1| 1-31) o i (# | (78%) D BRE T | (47%) RS-t A
—Z hUT) H1(1%) WLl () | ) 1481 o i 23 | = O H I | <> hOW, IST Btk
B sk, | F0.09 /PW | BT EAE H I A3 51%

Day 1 XV &IC
61 11 (59%) D
FIlT 14110
MBI S,
Z ® W 130 1

(92%) 1 Day
1% 12 H AN
THRIo7, H
Mm%, Week 1
~12D -
0.13 /patient-
week
(PW)(95%CI =
0.10-0.17) , #B
IR E THF
¥ 027 /PW
(95%CI = 0.21-
034) T H »
776

(95%CI = 0.07-
0.13)

(1481 751) %5
O, IST B4A%1333%
(1411 %471k) Th

277,

BL=X—27 1 ., BU-=Bethesda units, IST = S5, IQR = U7 #iPH
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2.7.3.3.2 FVIlA4 D EES—%2RETHAEREMRFEAEETICEITAHEREDOL
1

A 5-BRAAE O A MR HIMIC B 1 2 A O2HEFERET V2 HWTHEE L7222 L
72 OFER IR (95%F X ) 1%, 3.3 (0.75~14.87) Tho7- (£ 2.7.3.2.1.4.1-3) ,
WIE] A EE RS B (eCTD 324138 5290616001-2.7.3.2.1.2.1) T/RL7=A v b X —{RAHEK
PEIMACIH A BN FHEE Z2xtGe & U ERRILEZ I AHERARRER (BH2988476R) 2B\ T,
AERZINANZ S A R ABRFN X2 il g (R 5% 5 T2 BE 2 X, A% 1R
VUANTTEMEE LR (A B oAO2H[ERET Va2 W THEE Lo a2 2 L7
ORI M F132.9 (95%CI : 1.69~5.02) TH Y, ANAEMEGIEZMEEE Beontrol £F, M
Him = 23.3, 95%CI : 12.33~43.89) & b U CHEFHFRIICH B CHlRAKRMICEKRO H 5K T

RO LT (P<0.0001) ,

Tz, FRBRICBWNT, REBRSIENIIEI ARER (BH2976875R) (2S00 L T 31 2SR HA|
@Ciéﬂjmlﬂ??_ﬂimlf%‘iiX@iﬁzﬂﬁiﬁw‘i%x T CWEE (FNEN Anis BEXIT Cais BE) X8
2, ARFIZFERE - HEICTESERS LIEEE, A S 2ARFNT K 2 R - g vE F2 R X
TEWGERE & i LT, W BIREZE LM oOFEM B EOKTRRD 5z (Aws
216, A BE: 1.7, P<0.0001 ; Cnis B : 15.7, C &£ : 3.3, P =0.0003 ; eCTD Zf+&E 5
290616001-2.7.3.2.1.2. 1)

VA= I:“&“—T%ﬁf‘ﬁf PEML A A /NRBFE 24 L U [EER RS T A K R B

(BH29992:k5%) 2B\ T, BB IIANIC BH29768FBRIC SN L T3 A R ABANZ L 5 H
IR LR i X ife,ﬂ;ﬁiau&%x JTCWEBEE R, AFIZRAL - ARICTESERS L
BX, XA oS 2RI K 2 i B 1 o 7R 9 S R S L E TR R & bR U, TRR A Lz il
OFEMH MO T 5RO vz (BH29768F BRI : 19.8, BH299925 5k #If] : 0.4 ; eCTD
Z AT 5300329001-2.7.3.2.3.25 )

JO42003 7% T D ARF I 5Bl bs % O A MR HIFIC B T o5 R & b D1 B EX —1f}
HHERMEMAR A 2344 & LT OARKI BB GREORERIZFRRRE CTh - 72,

27.34 AFICEES SEBRXMEMKRR ABRERICEAY 6 XHElE

BRMEMAR A B T OARF ORI FERE 2 1~ 2 72O I SCERFH A 217 > 72, PubMed

[ # 5% X : (“acquired hemophilia A”) AND ("emicizumab"[Supplementary Concept] OR
"emicizumab"[All Fields])] , Embase (f&3ZZ\ : 'emicizumab'/exp AND 'acquired hemophilia A'/exp)
FOESEE (MR (BRMEMAIN/TH or #% KM ML AP/AL) AND (Emicizumab/TH or = X
YA TZ/AL) ] L TRER L, £ORER, PubMed TIX13ff, Embase Ti36ff,
S CITAMEREZYE L Q0216 H7THEIE) . ZHb DN, 74 MMethigalli, IEpERER
BREDIRERL, BRMEMAR A AARNEF IO TAANDO G 21T - IDEFIRE X722
7o MRS DRFHSCAAN OSEGIHRAE BT 2 TG # &2 LA R IR,

2.7.3.4.1 Peer-reviewed journal M #4254
1) Tiede A., Kemkes-Matthes B., Knobl P. Should emicizumab be used in patients with acquired
hemophilia A? J Thromb Haemost 2021;19:637-44'

ZORPUTIE, AAIOHRYEMAR AR T DIEFIHREN—AOFEGRA LM I N TN D, &
FNTH MDY 227 25 L, H%REMAR A OFEMEIPERSND E TONAA SZRANC LD
BRI AT S T2 LN TEDAREMENH D Z &, HIZ, AANTSRZ INHIEE O BRbA 4 JE )4
HZ &, ROMEMGIREEZ K VIBRHEDO LY A U CHEHTE SR H 5 Z L7 E0fakh
INTW5, oL, BRMMAR A IZERMENAIFR A & N AFEHFR &K ORERIRH ) 5
DT END, KEIDY AT X274y FHIITAREETH D, A ORI L S
i,
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2) Franchini M, Schiavulli M, Liumbruno GM. Hemostatic therapy as a management strategy for
acquired hemophilia: what does the future hold? Expert Review of Hematology 2021;14:263-70'"
ZORPUTIE, FEITBE20FEOERRMEMANN A IZET 25 L% Medline & U* PubMed £

PR U, BAERMPIRERIGIRA 7 > a ot L, EIERET ORI 72 1 i A2 B84 % R
T =B ER LR B RMEMAR A BEOILMEFRICERZS T L Ea—2fTo T 5,

AFNZHOWTIE, Hess 52, Al-Banaa H' , Mohnle ', Dane 'Y, Knoebl 5'9 MDIE
BlEEZ5 AL, &FE LT, AFRHMOY X7 25 L, BRIEMAR A OFLARHER
SINDETIMPFIEDOE G 2O T AREMEN H D Z & 2R LTV 5705, A IE DS FEFH AT
SNDHNT 2722 o T NVEDORRRR THIM M O LM 2R T D2 0ERH D & LT D,

2.7.3.4.2 BB T ABRREMRR ABREICKE Z B O -ERHRE

WHEED, WEINTIIT B ARFN O % RYEIMLAIR AT 5 12833FOREFIHRE TIX, Wb R
ek =y v — AN ELRTVWD Z ERREINTWD, /T, %RMEMAR A BE
2% U CARBID G SN T-fa Ul S L O 2Pk e £ 2.73.8- 117, 723, HEOFmCIZIF
—HBEOREND DAL, RERR—RETEH LT,

Knoebl 5%, AFNC L2 EMESL L, KREO@EMGIEIEZIH L r— A U —X%#
ELTWD, ZLANVEFICBRASNZZOT7 7 a—FI2 k- T, EYL/p & O mifilEiEc
LHEERAEFRESIESE TR, RHORMML Y he—AR3GoniY £z,
aPCC BUHI° tFVIa BAIARISHNZKT U CARBIN AN 72 &L T 2IERHMENHE SN TN D
WLID22) 2O B UTHE, AAIO%RRMEMAR A BT 2IEMRENRE IR TETERY,
Wb BAFR Ry hr— AR ELRTWS (F2.738-1) .

2735 HERE - BEICEAT SERKEIROHAEN
2.7.3.5.1 KZXMEMRFEAEEZETOAEDERVEBEEES-RIGERZR
1) S RPEMLAH A BEFICIIT D3 S R BFNC 3 2 Bl
S RVEMA A BT AERBR T 07T A& W L C, %RMELAR A B\ TR 7
IR L LTV STV D S 22 BIFN s U, il % 50 B9 2 A5 1 08 R v
DAL DEBIENRA Vb B X — RS R A A BEICBVTRISTW,

2)  SERVEMAR A BEICB D REE-A SRR
AUt BX—RE SR AR A BEIZB W TR S8 R 2 BEN 69 25 A 10 [ b
LA OE-IEY, < 0BRF TP I X~ 7 REN30 ugmL & kRS HE - HE
BCT—IENFRETH D EEZBND (2.7.23.10.1) ,

27352 JO420035:A B2 D BEEFVNEERUVHE - AEDHRTEIRMN
1) HBRMMAN A BEICB T HEEREE
T VAT Oy FAEEIL FVIIL E B2 M5, FVIII A Ve EX =TI A~ TD
FVII BEREEMEIC B A4 5. 2§, FVIIL A > b E X —OFEIZEK S TAKIEEGIZ L0 H
MR ENEEND EEZLND,
SERMEM AR A BEICBWT, =3I v X~7 O FVIIERERTE M K O i #h 51, A
Ve X —RAERE EIFRARETHE L T\, BEMNLE LN MIERAKZ VT ex
vivo TORFEREEBEME IV T, e RMEMAR A BE K OB KMIEMAN A BE OV
IZBWTHMEF T I O X~ 7 RERFNZREBREOSENRBD LTS, 2 b DOREEN
B, BRMEMAR A BEFICEBWTHARFEMHR G2 L0 Hinflzh 2235 64, ERMmA
i A B L FEOREBER-AOMERBREZ R T 2 E NSNS, ZD, HRMEMAR A I
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BV THEAER 2 EMIAEE E L THO LTV DA S A BIFNT R 2 EEiE o — B b2y il EE
2725 LB Z HL530 pgmL B2, %ARPEMANR A BEICB T 2HEAIREICRET S
il Y

2) HBRMMANR A BEICBTAHEEEEMNE - A&

P RMEM AR A ZER L THIM Y X 712l &5 #8ifE, FVIL A e X —2BFELT
FVIIL iEEME T L CWO A HIRICIREM TH D EBE 2 HiLd, SeEmFEIC I Y FVIL E%
NEE L, HifY 27 BNE/MEEn 5 £ TICET IR OBIEE LT, bz ith L
THOLEEM (FVIL IEMESO TU/L 8, D28tk O Mgk E K -1 A 5 5% 24 RF ] LN I
MAFED SN TN ZEKTHE TOHMAFRETIIAHE WV IRERSH DY . Z OB
DFE S, ERMEMAHE A BT 2R OBATRHE - HEOAMESOWIR (4Ef) 1<HH
BLTEY, HAMRL YA IZBWTIEF = I v X~ 7 RE T 7N EFIREICEET
HHETCLH Y, BEAARHE - HETIE, RMLAR A BT HLTHEZEE LA
FIEMIB G- ORT v v Vi RAE T ERWATREMEDR & 5,

ZF 2T, JO42003RBRTIE, M= I v X~ 7 EEN LY RHICAEALEE THh 530
pgmL BIZEEL, 222X BHICLENT D2 ERWIFFSLD, Day 1126 mg/kg & O Day 2
23 mg/kg & TG (AR 5) L, Day 8025 1.5 mg/kg # 1R TR THRE (MR E)
THME - &L Lz, Day WIS T HHETH 56 mgkg 1%, FRMEMAR A 2T 5E
KRR 7 0 77 Al U TR SN REHETH Y, F51EH-0 ORE &L L CTEEAR
OiEmHETH D, BHHMG1IAE (Day 8) £ TIZZ OBFE T = I v X~ TIREN30
pgmL % LAY, P2 %E (Day 15) FTIZIMEF = I o X~ T7RE N7 7N E R
RICEIET S & TSN (2.7.23.10.2)

JO4200358BR TlX, = — M UTEER ST AN DOBINAFN L 5-5RAEAIE % (T2 > T2 kg i T
MW7 —% L a—%%E L, k- HEOBEUMEZHET252 8 & Lz,

27353 JO420035ExhfEl T —42 LE A —TORAZE - BED&EYIEDSEE

1) ik - FAEOBEYM: ¥ 5k
BIZITLL T OFEEITEZ Y LG E 1S, IRA T IIREAR %Sl L, \EEr BT
LHMCHE - AEZETTHEMERHDL & L L,

o R— R 1B S IEBE O CAAIR BB IR 2 2 2 i AT BLIZEER D &
ni-%é

o Id—h 1B INZBEOMPFEHT I U X~ TRE N T 7 B0 ML RAE 2 AFH]
e 5-B844 1 5% £ T 30 pg/mL LLF CTh 0 Kl 7854

o Ik—h 1 IZEHEINZBREOMFEHT I U X~ TRE ~ T 7 B0 ML RAE 2 AFH]
55846 2~4 WHIZ 30 pg/mL LA T Th D el 72 UK TS H 556

2)  JHE - HEOEDIM: O s
FT =X L Ea2—0DTFT —%h v b4 7 HE TIZads— FIIFIRBE S, 2FITAAIN
BhH I, FRIT —Z L E a2 — Tz x4 & L, JO420033 Bk Tt 7= Hik - H
BN ORE SN RG&THEE (27314 2) ITHESWTARAZERBGE T2 L2k, %
RUEMAR A BEIZBNTHENRLVNVOBEEENGON, XX T v~ URT - T
AHLBEIHFTHDZENRBENT, Lo T, JO42003:RERD ML - HET@EyIchHo,
% HEOEBFIAETHD LW (2.7.23.103)
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7354 JO42003ABREEMMATTO AL - A=D&EYIH

I ERE, )N Oz - SO EIRR

FEET OFRERITR L ThMTFT—Z L2 —DfR L —-ELTBY, FMFT—Z Lt a—IZ
BWTELNAE - HEOEUMEICET 2 MmaeXEHT260Tho 72,

FRTPHIO®E Y, JO42003: 8% D ik « HETIE, BEARMAE - HEXL0 ¢ BHcmigh =
SVRAYTIRE T ZENEFIREICEE L @A S BAMICER) s, Anks
EHEFFR 5O HE - AEOARZ U AREYITHD Z ENmEniz, ¥z, EF=I v X~7
B N T ZMEOVEEMEIL, ARABEGBMR1~4 %270 BIEAIRE TH 530 ng/mL B2
HEFFLBLT T2 e, JERMM AR A BEICE O TEEAGRALE - AEICEI D ER I
TWA L5, =I v A7 OHMIMEIZIRSRKRICE L TW ARSI I, Zhb
DFERN S, 1042003588k O HE - HETIE, BREMAR AlZBT PRz HERE LT
AHIE G OENELHITR RIS, DOREMHELND AREERSH D EE X BT,
B RYEMARE A BEIZBW TR LAV E-A 2 MERfRIL, 3 X %30 pg/mL o i
TR VAV T REFE T CHIMMEI RN R KICET D ATREER H 5 &) 8T, e R
A BEICRBITARBE-AIMEEBREELUL WA ZEIREBENT, ZDZ Lk, %R
AR A BEIZBWNTHERMEMAR A BHEEFERIC, Z<oBEFETIRP=I TR
FEAI30 pg/mL % E[ED HE - HETIRMEF = I v XA~ 7 REHBOEWV DA IS E L
HZ29, £z, 20X 572 E - HEICTERAIZ EPE ST 2561, ERELHR A 126
T ABEAGRO LA, 2K OMBERRRL ¥ A > ERRIZ, A > BX —RAERMEMAR A BE
IZB W TR E T3 A XA BAN 6t T~ 2 ARFI ARG L S A 2 OB 2 % KM AR A B
(AL T D ENARETHDHZ EEBERL TS (2.7.23.104) ,

H I Dk R
AR G-BREA% OB MEFEART T, 1A% A2 Lzt 26H26] (16.7%) TIHI LT,
WBELZE LRI, TXTORBIMLOWTERE L7 (2.73.2.14.1) .

F1o, AEIEGRRIGE% ORI IR T 2 A O2EEFET LV E AWV THEE LI iRE
Z3 7= I O R M ERIZB VT, JO42003FRBR CTORERLE ZNHDA b B X — -G HK
PEMAH A Zxt5 & LB ARA EME GO RIZFRE Ch -7 (2.733.2) .

FIC, ARG HRTHREZEZR LB T, 87 ru—7 v 7HRICEEZE L
THMMITREIE Lo 72 (2.7.3.2.14.1)

LR Dk B

JOR003FABRD TN DT — 2 v b AT HETOT —ZIZBWT, KFIOLEMIT R
ThHV, FlBZeEoy 7T VTR LI~ 7=, 104200335k T TITIFIFERD Bz
HLOD, AOHEDEMB R OEALIC L DT TH Y, KHIE ORI FERIZEEZ U &l &
N, EELRAEERLIIETLOELEHIZ S D TR (33.3%) ([Z6HRO LR, WA
Fl & ORI EBMRIIBIE R U &Il Sz (2.7.42.1) . AESI 1314 Ciin#e ZEfe M H G0 /0 &
U5 GRS ER R AR E 2 18 0 DT, TRBRFERFIIEICBWT, MRt RER 2B LT
LA IIRET D Z ERHESN TN Z EDDARFIORIRIZE - 70, GEREFIRMARIE L, 8
U725t D J D Je ST EFR A B W) TSN L7z T = —12C, R FRERIRIC fiAz T 23R8
BNTZERTH-oT, WHERIEY 27 TRV SR SNn- 2 Lo biREII I Thb o 720
FHENOTAZIAT o T2 T 2 — 2 TR RITHEK LTV D 2 & 23R S, B8 &k
STz, GEFRIRIMASAE (X, 1RBREM () ERNZXY, KHIEGRIEHZICHEAELTFRT
HY, ABENIOEREF»S LAK E ORFEERITEE TE RV SNz, £72, BEIIL
FEVRIREECTH D 2 &, FURBIBEDT-DIZ PSL IRFEFTH D Z L L ARFRBEDOHERK L&
2D BTSN (2.742154)

WD, AFIBEERT EREAZR L 1B BWT, Zat7 +u—7 v RN ke 2



TIVAYT 2.7.3 BRIR A 2k Page 65

FHHRONTMA TRBE Lo 7= (2.7.42.1)

4 Fio
PLEXY, BRMMARR A BEICH LT, JO42003: 68 THisr S - s - &2 AF OHE
TR AELTAZL1E, Y THhHIEEZzONT-, 77, &7 ru—7T v 7HMICE
FAEIE L EMEORER IV, JO420037 R TR E I NI AR OREGHK TREEL Y TH D
LEZ BN,

2.7.3.6 SR OFE, MEMN
JO4200375% C O FFRENTIZ I 1 2 AFN & 5-B#A% OF DMERFEIFIE 2 A — M CiEd fE
(#iPH) 234450 (8~208) THVH (2.7.3.2.1.2) , 180H Z#Hx T\ = DiF e H-#& T HEEZ I
L TR oI TH o Tz, BINT —X B v b A 72BN TH AR5 BEE OFINERE
I A — FUCIEPfE (#PH) 234458 (8~348) , 24— h2TIiX64H L TITH T
HY (273222) , 180HZEZ T\ DTG TERELZFHTZ L T\ o218 Th o T,
LU, 7RGS0 28 KGR A IRl & B (eCTD 32 443%%300329001-2.7.3.5) TR L
TR AR A \CBIT DARFNFKGT =25, KEN O EHH G 000 O EHeME ) TR S
NTHY, WP I A TREDIK T2 Pile I v A~ THERNBEL LG8 2 R E,
FEHIROARFEMEGIZE D, IBREHEROEBITFED ST,
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3% 2.7.3.8-1 B TOERENER A 12X T 2 RBIDEFIHRE DX —E
First Bl FE M RFIESAIER AFIDH  AFEHE AFEHEASH ERAMHE FVIL  FVILA  FHit -ae Sl
Author, % O e AR AShiz EanmE % EE vew
Publication BEK T (%) B—
g:ft':;‘ ence ﬁg;ﬁj (BU/HIL)
Flommersfeld 1 21 MEIZh1=-2BEi PEAGE rFVIla — — < 0;2;5 49 . AHA %%, i KNP G-BRAE >
%wml SRR L y— DA gﬁl fgﬁa tT&Fﬁmﬁ%ﬁ Eﬁé;éﬁ%
18) BFIC AHAEfE S i) L7c GHOs8mg®  \-saionfninze
2L Z0%Y<IC FVIa &5 REE <kl L=, 7
AHABH L, LR snk) . AFoR HMELLIEDT
£ TR HMAT L SEBERERES L
1=1=8% DR TERZHEMIE 131 mg @ rFVIla
KB Ah T, = BRENLELS
om, FviEEg TV
6%IZE L 721,
FVII 4 >k EX—
[£350BU ICB £ -
7=
%(;1;1;;‘;15 1 83 EHEREIC K B HMm #EKRS 3 PV ISSSI; IRVTX, high- & 4 o .0 <i 9:7/\” L ELCRBRLSHN  MEEFORIE
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recombinant factor VIla; RTX = rituximab.
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SNTWLIGE, FEEOZE & 575 Tk
Mnd 5,

ERO LT a2 LW ERERE S S O
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D12, B O I OREII TR N1,

CMA-00615BR 1374 KIEMAR A ORI L EZEEOEZ A E LTWDH 720, HHK
DM Z Ll LT fEFTIIAT DT, U A 7 KIFMRITIZ 3 THln S OV B 0 28 & T ol
E% L2 — Rib 2R 7=,

2.7.3.8.1.5 R

1 RVEGEREIK 1 K ZHE & 720 S 7= BE 6205 DN, SeRIEAEZH 7= L 72365617 52741 3 b
ShE L, WX GEERIL338HBI Th o7, FEFE P 1X75.7% (21~96) , b ZE
g 1381 ~905% T129%1 (38.2%) TH VY, 51mkbl LB 2EDI5.6% (32341]) Z dsHTuiz,
BIEN214051, ZMED 12401 ThH - 7=,

WE D BE (56.2%) NEPHE CEMIEE18.0%, H O MEEEL1.8%, KIERHEERS53%)
R LT\, BEEESEON, B Y oEN 36 (3.8%) S bE<, W THRIGN AN
1161 (3.3%) , RISCERDSAU31061 (3.0%) DIETH-7-, B OEEETIE, B v~F
213061 (3.8%) &b <, WWTHOREMEFIRIEER (BAWZET) 561 (1.5%) Th
ST, BTSRRI T, REKLOERIENE (3.3%) Mf Sz, ERsCidbE R
I (33.7%) &b < Shvic, GRIRCIRICEEE L 72 B 1RV iR o 72,

IR O FHSEREIZ DUV T, /A SZBHIN1536] (45.3%) EbE <IN, A
ANABEF ORI TIL (BEHX100% % 2 %) , FVIa 84173129641 (38.2%) , aPCC 23364
(10.7%) , FVIa/FX RFIA 1461 (4.1%) ThHoiz, FHAIOHELGEO T JRE (IQR) 1%,
rFVIla $47075221.98 pg/kg (121.36~319.15) , aPCC 7391.59 Hifir /kg (68.18~150.00) ,
FVIIa/FX 84]723104.00 pg/kg (87.80~109.86) THdH -7, 1H Y= O EEERO FJfE (IQR)
1T _TORAITLOE (1.0~1.0) THh-o7-, rFVIa BH OG5 HE O P HRfE (IQR) 1%5.0H
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DILE YV NE Y 7—3 3 T65.08 (6.0~119.0) , FEZRU NEY F—3 9 CT355H (13.5
~1235) , EE#ER U NEY 7T —2 3 2 T23.0H (7.0~59.0) , MiME IV Y F— 9T
19080 (6.0~80.0) , FEHJEBEEY ~EY T —2 32 Tl650 (6.0~37.5) ThH-ol=,
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VTN ML 233061 (9.1%) , B2 FHIm AN 8% (5.5%) Toh 7=, FEHLE [100 person-year]
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W& 55 FA 4
ADA anti-drug antibody b SR INGS
AESI adverse events of special interest FRICEH I REFEFL
ALT alanine aminotransferase TI7=T ) N T AT 2T —
+
AST aspartate aminotransferase TANTX BT I ) VT AT
= 7—1
APTT activated partial thormboplastin time TEMEALE Sy e AR T T AT Ik
3]
aPCC activated prothrombin complex concentrate | PR 7' 1 ko > v A IRBLA]
BMI body mass index P FE FE
BU Bethesda unit & 2 FHAL
CATCH Comprehensive  Assessment  Tool of | —
Challenges in Hemophilia
CDS Core data sheet EEPET—F T — b
CLCr creatinine clearance JVTF= 0T TR
COVID-19 coronavirus disease 2019 B o v T A L A EGYE
DIBD development international birth date B 78 [E BR A= H
DLP data lock point T—Fua v JRA L
ECOG-PS Eastern Cooperative Oncology Group | —
Performance Status
EmiPref Emicizumab Preference Survey T I VAR TR EY— A
ERCP endoscopic retrograde ARSI TS S 1552
cholangiopancreatography
F1+2 prothrombin fragment 142 abhar eI 7 A M2
FIX factor IX A HEE [ 55 1X [
FIXa activated factor IX T PR i 0K U 1 251X [K] 7
FVIIa/FX — s PR bt N ML EE I 55 X [N
PEALES VI A7
FVIII factor VIII i BEE ] 55 VI A
FX factor X 1 5 e [ 5 X R
FXIII factor XIII fi {5 U [ 275 XTI ] -
HJHS Hemophilia Joint Health Score —
HRQoL Health-related quality of life —
IBD international birth date [EBREEA B
LDH lactate dehydrogenase FLIEE MK SR PR
MBQ Menstrual Bleeding Questionnaire H % H 1 B R 2
MD Menstruation Diary Hi#% A&
MedDRA Medical dictionary for regulatory activities | ICH [EFR[E S HFE
NCI-ODWG National Cancer Institute Organ NEDS ABFFERT Organ Dysfunction
Dysfunction Working Group Working Group
PBAC Pictorial Blood Assessment Chart —
PBRER periodic benefit-risk evaluation report EHHPIRET7 4 v b - URTFEE
W
PSL prednisolone T R=ynryv
PSUR periodic safety update report B 22 SV E R
PT prothrombin time A= N = A =i 53|
Q2W every 2 weeks 2308 [
Q4W every 4 weeks 4308 [
QW weekly L3 )
rFVIla recombinant activated factor VII AR 7RI 2 TG MR I R R [ 5 VT
K-+
SOC system organ class FRE IR
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W& 55 FA 4
TMA thrombotic microangiopathy AR PERU ML E E
TTP thrombotic thrombocytopenic purpura A i R M SR B
ULN upper limit of normal FEVE(E LR
WHO world health organization S R G A
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274 ERRM TS

TIVAT (BlalHz) (UK, =33 X~7EIH4 RO5534262, ACE910) i,
FRA SRR A S 4 TR S 7 TEME R IR B E 55 IX (R (FIXa) & figEEE S X K+ (FX)
kT D& Tz v M EARMEE 2 7 o0 —F U HiE (BT FIXa K O%T EX £/ 7 12—
FUHIK) ThHDH, =3I A~T7E FIXa KN FX EfAT 5 2 & CHukEeE 4 VI K1

(FVIID) ORREZ T 2K FIEMEEZ R T 5 & B 2 B, FVIL ORI T XIFXZERKIE
BT AHMANR A BEOHMENICIHBWT FIXa 12X 25 FX OEMALEZEH#E L, O FiiRoOIm
TREEE S Rt S H 5,

T I VR TR ERA (B, AAFD) 1L, %RRAIZ FVIL 2T 54 e B X =0 HBLL
TR RYEMAIR A 2BV TYH, HEEIOFIRNE 508 LEE RS RZARE L ) Day 1L
Day 2O A M5 & ZUZHki< Day 80D D1 (HERFRS) Ok TG CHimE PR Tx,
B, EREIEEE RO #EE OB EZ KIEIZEE LS5 3AITH 5,

AR2.7.41%, AFIO T RMEMEEEB S VI KK Z BF BT 2 HifEm o] ORh6e -
PR KO - HEZBINT 570 ORGERFERREH A TARBGE (LI, KHFE) o
EETH D,

2.7.4.1 EERANDERE
2.7.4.1.1 BIENR S MM ETE R VR MR Dl
ARFN Dt RAEIM AR A V3T 5 EERBFIZEN THED ST 5,
ARHFOLEMOFHE R E LT, HiERRTERT TH D% KEMAR A BEERGLE L
IEWNE T AHEERRER (JO42003788k) O FZMENT (77— B v 47 HIZ202144H23H)
OFfERE R, ZRMEOSFERE LT, MBS VI K23 54 e BX—20RH
U 72 WBE ST P AEE O S RYVEIM AR A B 2 x5 & UT-WEsh s T ARESAR R (BO414235K
) O L AW, £, AFloOHRE T —% £ LT, RUENGEERREMS R L ST et E
S EONFIZONTH27A4TCFEH L=, 7ok, HEER, JO420037ERDENT —H 7 v b
A7 (F—%7 v bAT7 HIT2021%9H10H) OfEREZATFL, 2742315 LT,
JO420037 5k K TN BO414233 R O 2 3% 2.7.6- 11T~ L 7=,

274111 BETYA Y, Bk - AERVREHR
2741111 JO42003HER DR TH 1 » L HE A%
JO4200358BR DFERT VA o & RBR T EIX2.7.3. 121050 #K L7,

2741112 JO420035EZ D xt R EH
JO420037BR ClX, KRE2BRMEMAN A BE & LTS8l EoR b L, 2k
— NI RS & B ICBA T E ST ENE T OB, 3 R— N2l S FE
DR FEZRZRHE &I ST BE & LT, JO420037R8 58 O33R FLVE K ONBRa R 7E132.7.6.1.1. 11T 7R
L7,

2741113 JO42003AER TOARKID AL - A=E
JO4200375% CTl, AHl% Day 1126 mg/kg % Y Day 2123 mgkg O & TR L (Amk5)
L, Day 8775 1.5 mg/kg O ETUAMMRIC TRIEKR TG MRk S) Lo, B&E, AH
BeGfe T kY (2.73.1.4) IZEM T A UL O L £ ORI G- 2 ke L, ARAIES
T/ HPIER OFEEITTE Lo le, RAIFRGHET /P Lo BE X, ARRGKT.
1E#2408 8 GHREBIOKISE ORI Y) OREET +u—T v 7 &2 FE LT,
ARFBE G T HUEIL, FVIL G (=2 o X~ 7IERUGHE ; = 2 o X~ 7o T el — B i)
2850 TU/AL #8, 7> DT DR 2 B8 U 7= HIIL L 5ek3 2 e oD i 15 v 6] [R) - SUF511 9% 5 1% 72 B TR
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DR L TWD Z & & Le, AARGFIEEAEL, IR, SUTBE NSO EZAIREZ A
LTHRY, KEOHEBIZLY, AFRG OGN REE S B shziZa s Lz (273.14)

27411.2 Z2MOFHEm A x

ARIHTIL JO420037 R COLRMT —F OINEFEZFLHT D, BO414235ER COZZ 2T
— X OIE FH1135.3.54-11T R LT,

RO E B X, AEFSR (MfeZEREFES, MR hmEE, FEFEARIS, HEE
OEBIE, 7574 FF—ROTF 74 7F 0 —kEL] |, BPRBENR, N 211
v, 128BENEK, BEIRMAEE, FVIL A > e ¥ — (I AT EREM . 23 v X~
RN FEEE — B A X ) RO I VA~ THIR Ch o Tm, BT — % OIUE LD
#MEs5.3.52- 10 #E L=,

JEBIREZ O OR— U CHFRET — 2 W ONSH il ORI &2 IUE L7z,

ARFNBGHT ik L7 B, REBGHKT /IR %24EM GH R 0565 o #HIH
(ZHY) oreT7ru—T v T EERTHIL E L,

JEBIR S ZICRRE IN A ERLOHES4 %, ICH HEEHKAGESE (MedDRA) Ver.22.1% J&
ICHEARGEICH AR 2, @BERIRDE (SOC) Bl OFEARZERNCHER LT,

FRCIER T REAEESR (AESD) OINEDT-HOEFIT2.74.1.1.2.1 DIZie# Lz,

2741.1.21 BEZEZRDOAH

wEE G B D, IRBREEEERS B O4E% E CleRESINT-AEFRENETLI L L
7o [RIEEUSHE OIS 5-BARTO MRS W TIE, 1RBRIFENE 0 E IR E SN LE I
BhE T 2 EHERAERFR (EREORENLEICHET IEELRAEEHFRLS) OLZIET D
NP DY

AFNE OREBEBOFE L, [Ho) XX L) OB CHEL, KEEFR (b o
AEHEGE [REBEAGESN2VWEESS RBIER) | &Lk,

HERZOEMEL L, HRAREHKEE (WHO) OFM%E7 L — RoEAr—LVEEZHW, 7L
— R1~4TCHE LT,

WHO #ME7 L — ROEA 7 — WZEBNC RL# S LTV e WA E RS o BmiE E b, #
2.7.4.1.12.1-1% -,

R 27411211 WHOEMY L— FOBEXT—ILIZEMNICEEH SN TLWEVWERODEEES

L— k5358
JL—FR EIERE

1 R M ST O R (<488FH]) ; ERRAN A TRFRIT A

2 R EENCRE~TEEORIRDHY ; 2O EES 5 Lib
% 5 BRI TR L < 3R/ MR

3 S IEENCERE 2GRS Y BEICE D ONEET 5 ;) EERITA
SARTEDLEL 3 ABED FTRENEDS & 2

4 Btz IWENCHEOHIRD Y ; 23720 OIrBiZ BT 5 ; 23 O

EFHIN A IR LEE  ABT/ R AE AT T O REMED E
£ : Division of Microbiology and Infectious Diseases (#/E#EYYERR) DEEIZ L 5,
[5.3.5.2-1 16.4 Documents in Japanese, Study Protocol_ver.1.5 2 5.3.3-1% 48]

FEFEZOBEEMIT THE TRV, THETHD) O2BEFTHMLZ, TEHETHD]
MW pRHEE, T, [Eazgodibol, [TABRMITIABRMBOERZET 5
D), KB SUTTRE RS - EER2ICHmD b o), HRBRIEKICERT U RHMENRHE L
RIZHR T DR - B RMERIE] ,  NRBE(EERN, BB HEEMIC LY BEREFHHER
ThdLHsnsbo] &L,
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AEFEGOEME, EHE] , TR, TEELEZAREEH D, [REME) , L)
ST TARB ) D6ERMECREMm L7,

TRBRERICKR L TG - AvE 1 TG EE RS, [#E) , [8E5Fk) , g5+
1k, TR T TR I LT,
HERZORBFIBOEL, F—FEH211FE L, BEREYIIR D R ORE %2, KRR
I b B DR VHIE 2, BEEE IR D EWVHIEEZNREME Lz, I W LR — 82
THE 2 8 2 CHEERIRD SN75E81, BIEEH Lz,

R R E AN O, XA VRE X, BRIEREZES LD, RBREOHEEE,
BHEHW D DI GTIEEZET 50, EFEHANA (ED Y U AMEICRT 20 U 0 A58k
) IOFHRIEOE R 2 BT 56 O KRR E () EAIZ XV EEREICEZERFTR T
HLHLHEI SN bDOERERFRLE LTHET S &L L, HIMOBRKRAEMERE UXHEMO
N ZNA CREICOWTIIRREE () BERMIPAEFRE T 202 L7,

1) AESI
AESI %, ATOHFEEGLE LT,

a. Hy’s Law D EFRITHD < FAIM:HFE 23 Be i D i

LR OWT DT RIZEEY T 256

o (REBREREEHWIMIFIZRE LT, ULN O 2 (F2 @25k eV LV EAED EH (FOWN,
EREE U LE R 35% L LA D D) 2D ALT T AST O E&F (N—=2 71 VfE
D 3 fEi)

o IRBRIEFHHIMIPICREL LT, BIKRMREELMEI X—2AT7 4 ED 3 (2825
ALT X% AST @ k5

IRBRIE A U CHE Z o 7 ATREME O & 2 RYMER R OB (BRI T O EEBD)

o JNIFRMEOFEEZ DR, T XTOMEY, VA NA, TEGEMERL (F] : (52
WERRIRIMIE A AR ET 27 VA 2 V) QAT &2t Bimz&RE S
ToBEIZBWNT, BERIER UL R AR R D, R A ~DEG N o 256
NdbH, ZOHEEDX, RBRIEOHREN RO DGEIZOHREH S5,

c. ABHMRBUERIS, KOTFT7 4 T7F—/TF 7 4 7% —FRkKE (Sampson D FEYE
D', 5.3.5.2-1 16.4 Documents in Japanese, Study Protocol ver.1.5 {45 7 2 )

d. iifeZEretERg
A0 o A P TR i S AR PR A N i B E L AR R i AR R M SR EESR  (TTP)
B M PR B A R 2

=

2)  TESENLROS
TRBREREE 5rp 3B 51524 I LA BL L, 1REBRERE 5 L OIREEZRN H 5 & HE S vz
AT B EREGL,  [EFBA L] & LT, JERHREED [Adverse Event] ~X— U |ZFfk
L, BIET D - fEtk (QESHEACALEE, S R825%) & HHOEFI#HEE D [Injection-
Site Reaction| ~X— IZFEk L7,

2741122 ERERIRE
MRl O 72 O ORI 1L, EERRMEFRER OMRE LFEREE L, X—2
FTA DO E RIS Uiz, MR R K O A AR A o0 8 13 52 0 2= 98
HER% CTITo 7o, BRERMRAE (B G he R 77 2AF U (APTT) ] i3Hi= 2
VA TR L EHICRRANE & Lz,
NR—=RAFA DT NT—T )% WHO OFMT L— KA — L afio TR LI,
F 7z, AFEGWIE I R EEE R A A G SN BRETIE, BRERA SV 22—
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(i e K - BA B G RE DT =4 U 7)) IZiE> T, LUT OB OGRS % 52 25 55 1% B
THIEL, MmARMERIN B E & O AR ZERRE RO REME N e =2 U 7 LTz,

o [MERFME | [ NETREURE, ~~ 27Uy b, /MRE, JRMERE, AifmBkE,
FfER Sy (A ER, AFRRER, U LoNEK, BAEK, AFHEIRER) |, PYORMEREEE, B
FRIMER~F 7 1 v, EHRMER~E 7 1 BB E, RmMERSAMAIE] , BEERBRE 2
D-FA~—, 747V ) —4L)

o IMERFMRAE 2 (WEARMER) , A{bFMmE (/L7 F =2, LDH) (N1 SRHHF|, 7
o horEUEAERRA], T4 7Y ) — 4 U BIFIOE FXT LA 5 o 2x)

2741.1.2.3 e gt e i
M I v A~ T7HALOFVII A > & BX —0OE H1E132.7.2.1.52388 L7,

27412 SRR ERR
2741.21 AF|DIFEE
FEMNTOT—X Ty bAT7HETIZar— FUZI2HBGE ST, DR, FEHFNTIZT
% ak— MOERERLET S,
BEENI DTN AR OB G2 L, eI r— MoRETH-7,
121N, FEMHFTOT —F 1y b A7 B E TIIBIDNARFFR 58 T REL - L, &E5%
BT Uiz, 126l A& o Rl (FiPH) 1X7.08] (2~31) Thoto, AFIFGHKT
HAEZG 72 L TR o 7218 OB G-I 31RI Th o 7=, AFIE G#& T IAEZ N 72 L 721141
O G RIFE O RMEILL6[ETH > 72, BIONOLIH]TIE, Day 112 FVIIiEMEAY50 TU/L %
Z TV T2 DI ARAF B G- BEIX2BTH > 7=,
WHWR o f Rl ) 135.148 (03~29.1) Tholz, EROBRBEKGEZHEKRE &
THEIDZ LICL U RDT-HAERED FIAE (FEPH) 1399.72% (97.6%~100.6%) Th 7=, Hi
TER G- DI0% AN XI1E110% 2 8 2 THR G- SN B XV otz (8§ 2.74.1.2.1-1)
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& 2741211 XHEIOBEE (JO4200355R)

Study Drug Exposure

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

COHORT1; EMICIZUMAB
(N=12)

Number of Administration

n 12
Mean (SD) 8.9 (1.9)
Median 7.0
Min - Max 2 - 31

Duration of Administ;ation (week)

n 2

Mean (SD) 7.07 (7.89)
Median 5.14
Min - Max 0.3 -29.1

Cumulative Dose (mg)

n
Mean (SD)  1019.25 (644.19)
Median 970. 50

Min - Max ~ 405.0 - 2796.0

Dose Intensity (%) ”
n
Mean (SD) 99.64 (0.83)
99.72

Median .
Min — Max 97.6 - 100.6

Du;?t}o9 of Administration = (date of last emicizumab administration - date of first emicizumab administration
+ .
Dose intensity = actual cumulative dose / planned cumulative dose at actual dosing visit * 100

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/ext01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/ext01_se. out
30JUL2021 14:50 Page 1 of 1

[5.3.5.2-1 Table 12.1.2-1% F§48)]

274122 A FI LIS D I & sk E H F 2L & 0 5+ F
6 5 2 R A oD i ik g K] - A oo ff FH SEAE e OV i o FE 6 12 D Cix2.7.3.2.1.42 K T
273224212 # LT,

27413 ARMERERDOAOMEGTENFER T ZOMOEE

kR — MOBEFEON, FixLehl, FhnohIufE (FPH) 1376.0% (50~92) THYV, 12
BB (75.0%) 2365k ECThH o7, (KEOHIAE (FPH) 115145 kg (38.4~852) , JE
TR (BMI) Ol (REPH) (321.08 kg/m? (16.3~302) Thoio (F 2.7.4.1.3-1) ,

JO42003 58 BR TIL B HERE R E N ORTHERERE E IC O W TRRAMEHER R 1T T e o 7o, TRARJE
DOBEHEREREZE  (Cockeroft Gault formula (233 7 L7 F=2 27 U T T A5 HHEHTI0 <
CLCr < 60 mL/min) DFEE 44, & OB HRERE (AU T CLCr < 30 mL/min) @ £ 532
PR GRS LT, PEEEITHREREE (R Y L E L KRN AST (23S < ESEAAMFEFT Organ
Dysfunction Working Group (NCI-ODWG) REHETHIE U LB U M EAEME ERO1SMEZE 2 0D
MELLT] oBEM MGG T (IFNIEEBHREREH V) , SEFRERSE (FEETRY
UL E VDN EEYEE FIRO3EABE 2 O10fE0LT) OBRFITE EN R oT-,

BRMEMAIN A OZWOERERFE COWIMOFRE (FPH) 1X17.5H (2~2167) Th-o
7=o WD FVIL Mo duflE (#PH) 1%1.15 UL (< 0.8~36.6) Toho7-, ZWHFD
FVIII A > b X —O#iHIX1~149 BU/mL Th -7z, BEREi245 [ H b k- fpEdE & LT
172 V6% [ IR - B0 4ok SOV 2 5266 U 72 BB 121260 841 (66.7%) TH 7=, = DWNR
1%, rFVIla 82376112, FVIa/FX BAFIA2601, aPCC, BrtfEoss e, sRifERE Mm% O/
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MR A N E A STz (38 2.74.1.3-2)

1261 BN % RYEMLAR A DS OBEEIE L O UTEIHER H - 7=, 12610W, A kit
YEEBIN G - 7= BE D3 (25.0%) , FEMEEEN B - 2 EBEDNSE (41.7%) , BRERNH - T-
BENAE (33.3%) , TFHRENG > 7=BE&Z 20 (16.7%) TH-o7- (53.5.2-111.23) .

BERATIVAELINIC IR B > T BF IR 1261 FeB TH 0, KA GBI, THOUITHA
fThhi-BFEIT6H (50.0%) THo7= (53.52-111.24)

£ 274131 AOMHFENT—2ARUVCHMOREEET—2 DEHNHIE (JO420035KE8)
Demographic Data
Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

COHORT1; EMICIZUMAB

(N=12)

Age (yr)

n 12

Mean (SD) 74.3 (13.1)

Median 76.0

Min - Max 50 - 92
Sex

n 12

Male 6 (50.0%)

Female 6 (50.0%)
Weight (kg)

n 12

Mean (SD) 53.08 (11.98)

Median 51.45

Min — Max 38.4 - 85.2
Race

n 12

Asian 12 ( 100%)
Height (cm)

n 1

Mean (SD) 157.09 (9.23)

Median 156. 50

Min — Max 142.4 - 168.0
Female Reproductive Status 6

n

CHILDBEARING POTENTIAL WITH CONTRACEPTIVE PROTECTION 1 (16.7%)

POSTMENOPAUSAL 5 (83.3%
BMI (kg/m2)

n 1

Mean (SD) 21.53 (3.76)

Median 21.08

Min — Max 16.3 - 30.2

Treatment with Coagulation Factors or Transfusion before Enrol Iment
n

Y
N

Current Treatment Regimen of Coagulation Factor Product

n
EPISODIC

8 (66. 7%)
4 (33.3%

8
8 ( 100%)

(a) 1 = Normal (Total Bilirubin (TB) <= ULN and AST <= ULN), 2 = Mild (ULN < TB <= 1.5 * ULN and AST > ULN), 3
= Moderate (1.5 * ULN < TB <= 3.0 * ULN), 4 = Severe (3.0 * ULN < TB <= 10.0 * ULN). ULN is based on the
normal range in each site

(b) 1 = Normal (CLCr >= 90 mL/min), 2 = Mild (60 <= CLGr < 90 mL/min), 3 = Moderate (30 <= CLCr < 60 mL/min)

4 = Severe (CLCr < 30 mL/min)

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/dmt01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_Primary/prod/output/dmt01_se. out
30JUL2021 14:33 Page 1 of 2
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® 274131 ANOMHFENT -2 RCMOEEET— 2 DEHFETE (JO420035888) ()

Demographic Data

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

COHORTT; EM;CIZUMAB

Liver function classification (a)

12
1 6 (50. 0%)
2 4 (33.3%)
3 2 (16.7%)

Renal function classification (b)

n 12
1 2 (16.7%)
2 4 (33.3%)
3 4 (33.3%
4 2 (16.7%)

(a) 1 = Normal (Total Bilirubin (TB) <= ULN and AST <= ULN), 2 = Mild (ULN < TB <= 1.5 * ULN and AST > ULN), 3
= Moderate (1.5 * ULN < TB <= 3.0 * ULN), 4 = Severe (3.0 * ULN < TB <= 10.0 * ULN). ULN is based on the
normal range in each site.

(b) 1 = Normal (CLCr >= 90 mL/min), 2 = Mild (60 <= CLGr < 90 mL/min), 3 = Moderate (30 <= CLCr < 60 mL/min),
4 = Severe (CLCr < 30 mL/min).

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/dmt01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/dmt01_se. out
30JUL2021 14:33 Page 2 of 2

[5.3.5.2-1 Table 11.2.2-1% F-48)]

& 274132 HBRMEMEREAICETSEEERDOEST (JO42003:ER)

Cohort 1
(N=12)

Disease duration (Day)

n 12

Median 17.5

Range 2-2167
FVIII activity at diagnosis (IU/dL)

n 12

Median 1.0

Range <0.8 t0 36.6
FVIII inhibitor at diagnosis (BU/mL)

n 12

Median 40.5

Range 1-149
Prior episodic treatment for bleed

n 8

rFVIla 7

FVIla/FX 2

aPCC |

Fresh frozen plasma 1

Packed red cells 1

Platelets 1

aPCC = activated prothrombin complex concentrate, FVIII = factor VIII, FVIIa/FX = activated factor VII/factor
X, rFVIla = recombinant activated factor VII.
[5.3.5.2-1 Table 11.2.2-2% %]
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2.7.4.2 FEER

2.7.4.2.1 BEEZROMEHT
FEMRATICB T DA EFGZOMREZAREICGHH L, AFFROMMNEE 2.742.1- 11T R LT,
FEMRNTOT —HH > bAT7 BETIZRAIT R CTOBETHEERNHIUERD LN, A
EHELGOEIEL L, EIC GmmtszﬁotoEfﬁﬁGmmxzmmﬁi$%i%ﬂqo
RO Lz (RN, BAE6R, /A iE, FEL, AR %, [@ERER, BA
fE, HIMPES 2 v 7, REPEL R ERIBUDE K Ok & 1) . 2O, ﬂﬁ%iGmmwmm\
WIETCH Y, IFEETH -T2, EFEASOS K OERREES SSITRRD bZenoT-, 1F
EAE D ERRIIAA & OREBENGE SH, BWERIEIB (25.0%) (234 (fin/MRIE
JE, Y bhar 7T 7 A M 2B R QYR ERIRIM AR ES 1) 38 bl
AFNOF G ILIZE > - FEHEGII o7, IBBRPILICE ST HEFRITIFNIHRD S
, FOEGIIEMEENEN (EAGLHEFS4, © chronic renal failure aggravate) ThH Y, ZDHE
FIL Day 61 (KREIOFMEEGGI8H %) ICHDHED BB ER O BL O 7= DI LTIZE -
7oo ARBRHIRIHICHL LTEBEIXZOBREDOHRTH -T2, ABEITEMEBF AL, BHELAEK
OBFHEMZ G L T2 &0 n, BHEER & AR & ORRERITEE R L &l &7,
BELAEFRIIELORCHIZE D T (33.3%) 1[26f (IHNIZRD S i-arEigE % &
OMEMEARE R, BIOBNIERS AL IAE K OIS 3~ 7, 5% 2 261 ili28 M OV R ik
WA ) RO b, EERAEFRGIT, WL AA L ORFERIZEEZ L & &
iz,
WRIEIZE S T HERFRIL, IBREMHEOREHRTEIZHY L TREIZE ST AEFR N1
(8.3%) Z1f (EIEARMARIE) 8D bz, AFEFEEG L AHK & ORREBERITERETE
BC L v BEE S » Ll S =28, BEAEEIT Grade 1 THEETHY, BEEZETLHZ L72<
%ﬁﬁ%ﬂﬁ%ﬁ@@bto$%ﬁ TRBRHIE 2 aPCC ZfEH LT ey o 7z, R ERRIL
FRAEIT AESI D AR ZERR E R I T,
ARFNE GAE T EEZ EZR LT NN WT, a7+ v —7 v 7HIIC e IE et 55 &
O AR PR NI E (X BL L 72205 72,



TIVAYT

2.7.4 BEIRRZEME

& 274211 BEFROHR (JO42003:5R)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

Period: All period

COHORTT; EM;CIZUMAB

Total number of patients with at least one AE

Total number of AEs

Total number of deaths

Total number of patients withdrawn from study due to an AE

Total number of patients with at least one
AE with fatal outcome
Serious AE
Serious AE leading to withdrawal from treatment
Serious AE leading to dose modification/interruption
Related Serious AE
AE leading to withdrawal from treatment
AE leading to dose modification/interruption
Related AE
Related AE leading to withdrawal from treatment
Related AE leading to dose modification/interruption
Grade >=3 related AE
Local injection site reaction
Systemic injection reaction
Special Interest AE

12

1

—_

—_— W —

(100%)
18

(8. 3%
0

(8.3%)
(38.3%)

0
0

0
(8. 3%)
(25.0%)
0
(8. 3%)
(803%)

0
(8. 3%)

Page 14

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately
“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from

the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet01_se. out

09JUL2021 18:09

Page 1 of 3
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& 274211 HEZROER (JO42003:48) (i)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

Period: Efficacy period after first emicizumab administration

COHORTT; EM;CIZUMAB

Total number of patients with at least one AE 10 (83.3%)
Total number of AEs 51
Total number of deaths 0
Total number of patients withdrawn from study due to an AE 0
Total number of patients with at least one
AE with fatal outcome 1 (8.3%)
Serious AE 4 (33.3%
Serious AE leading to withdrawal from treatment 0
Serious AE leading to dose modification/interruption 0
Related Serious AE 0
AE leading to withdrawal from treatment 0
AE leading to dose modification/interruption 1 (8.3%)
Related AE 3 (25.0%
Related AE leading to withdrawal from treatment 0
Related AE leading to dose modification/interruption 1 (8.3%)
Grade >=3 related AE 1 (8.3%)
Local injection site reaction 0
Systemic injection reaction
Special Interest AE 1 (8.3%)

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet01_se. out
09JUL2021 18:09 Page 2 of 3
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® 274211 HEZROER (JO42003:48) (i)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

Period: Safety fol low-up period

COHORTT; EM;CIZUMAB

Total number of patients entered in Safety follow-up period 11
Total number of patients with at least one AE 8 (72.7%
Total number of AEs 27
Total number of deaths 1 (9.1%)
Total number of patients withdrawn from study due to an AE 0

Total number of patients with at least one
AE with fatal outcome
Serious AE
Serious AE leading to withdrawal from treatment
Serious AE leading to dose modification/interruption
Related Serious AE
AE leading to withdrawal from treatment
AE leading to dose modification/interruption
Related AE
Related AE leading to withdrawal from treatment
Related AE leading to dose modification/interruption
Grade >=3 related AE
Local injection site reaction
Systemic injection reaction
Special Interest AE

OO OOCOOOOOOOOO

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet01_se. out
09JUL2021 18:09 Page 3 of 3

[5.3.5.2-1 Table 12.2.1-1% F§48)]

274211 BRI RONSIEBEER

2BILL EIZERD HiLz SOC 1E [HkEE ) offl, [EYYER LOFARE) 764), [ -2
FlEER IO G ok 4], TEE, TEB IOESIHE] 4], [MREs L U%E
) 4, TSI KOV TS 461, IFRERESRFEE) 341, Tk LU 35k
P 35, T fEREE 3G,  DEmREE) 36,  TERRRAE) 3BIED THEKRs X OES
HREEE ) 2 Th o7 (3 2.7.63-1) .

2BILL EICERD N A EFEFRGEZR 2.742.1.1-11TR LT,

2BILL BIZERD L BITERIZ e o 72 (FR 2.7.6.3-2)
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& 2742111 2BILLEIZRH oN-FEERO K (JO420035ER)

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term (N=12)
BlRlEE
EiD 2 (16.7%)
B 2 (16.7%)
LIS ERE 2 (16.7%)
BIE B K VB AL RIE
OEh > OHfE 2 (16.7%)
ifi %% 2 (16.7%)
— - 2HEFEELVBREMEZOKE
RIEMHIFE 2 (16.7%)

Percentages are based on N in the column headings.
Investigator text for AEs encoded using MedDRA version 22.1.
Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately.
[ 2.7.6.3-1%UZ]

274212 EEERNDODEEER

HSEE DS Grade 3 T4 HEHEFER LK 2.74212-11TR LT,

HIEFED Grade 3XUFADF EFEFGIISHNT104FE O Dl (MFNZFRD b AT IBMERE N & OF
BAEGR, BIOIFNCERD BV FEN, SVEIRE R L OMEMEIRE 2%, BD 14| ;mh@%ntﬂﬂﬁﬁ
JiE, mmrff‘/a v 7 R OB I ERIBVDE, 7% 0 2012 i/ NOBUE B O 28 & 1)
BILL_EIZERD B T- BIEE S Grade 3 X UF4DHFEFLII 2o 7=,

HIEED Grade 3XIFTADOHEFEFERON, BHWERITM/IMRBEETZ 7208, 1BREET 5
Z e, BB D2ISHZICEIEL, FEETHo T,
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=R 2742121 EEEN Grade 3X L Grade 4N BFEEF RN EST (JO420035KER)

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term Grade (N=12)
- Any adverse events - 3 4 (33.3%

4 1 (8.3%

MES LV VNRREE

- Qveral |l - 3 2 (16. 7%

FEENE AT R ER R A E 3 1 (8.3%

/N A FE 3 1 (8.3%
— % - 2HBEESSVERSEHELOKE

- 0vera | - 3 1 (8.3%

3 1 (8.3%

FFREE REEE

- Overal |l - 3 2 (16.7%)

SEREE % 3 1 ( 8.3%)

RHEE % 3 1 ( 8.3%)

BEH fE 3 1 (8.3%
m%ra;w#&mr

- Overal | - 3 1 ( 8.3%)

fifi %% 3 1 (8.3%
REB L URERESE

- Overal | - 4 1 ( 8.3%)

BARR 4 1 (8.3%)
BB L UVREBESR

- Overal | - 4 1 (8.3%

12 EER 4 1 (8.3%)
mERES

- Overal | - 3 1 (8.3%

B a3 vy 3 1 (8.3%)

Percentages are based on N in the column headings.

Investigator text for AEs encoded using MedDRA version 22.1.

All counts represent subjects. Multiple occurrences of the same AE in one individual are counted once at the
greatest intensity for this preferred term.

To ﬁhe SEC gégrall row counts, a subject contributes only with the AE occurring with the greatest intensity
within the .

[5.3.5.2-1 Table 12.2.3.2-1% &4 %]

274213 T
FELIE JO420033BR TR S Hiviz, JBLCICE oo FHFLITIBIER N (EAhGHEES
4, @ chronic renal failure aggravate) Thb, BHILDay 61 (KFOHEKEGNHI8HE, 4
M7+ v —7 v 7HE) (CEDHED MBS OO DI LTI E - T, ARBEITRIEE
N, @RS &Umﬁﬁm%AﬁLTWt;kﬂE AH & ORRBERITEE S L7z,
B Z2E£ 2742141123 L=, §FMIIE, 5.3.5.2-1 Narratives of Deaths, Other Serious
Adverse Events, and Certain Other Significant Adverse Events (ZFC#{ L 72,

274214 TOMDEELHEER
HERAFFRII L O CH 23D TH (33.3%) 1IZ6fF (IFINIFED b BEIRE & &
OMEPERRAE %, BIO1IBIZERD & VT AE L OHIE S =~ 27, W ONT 9 K OME M i
HUF) BObhT, EELRAEERIL, WTNLARH L ORRBEMRIIEEZL L Ll Shz,
AH & DRRBEBNGE S NZBEHRIZUTO LB Th o7z,
o SWEMEREOMEVEIRE K - BEESOF (BIRE SR EE, RER) & LTLEING
M@TMtf%T%ott®
o JHANE : WHER AT IEIREFRE &S (BERCP) HEATIZ L 0 EPONIRAE O UE 278
Loy at:s)
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o HMMET = v L BIERTL VIRRE TEURR HOREBIZH Y, EREGREDR U A
JRERIE B Z B, £z, IBRBINETL Y BRSO RIEZRB O T\ e, AFlokE,
IGE [ K FIE MRS 23020 B 7, SEROSE R OIEHEARBDO TN L7290
o K BB LIS, FRHEMEM R IR B EZ ONDTZD
HERAEFEFLZO -HERK 2742141128 Lz, M, 53.52-1 Narratives of Deaths,
Other Serious Adverse Events, and Certain Other Significant Adverse Events |Z 7tk L 72,
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& 2742141 ERELGAEEFERO—E (JO420035ER)
Treatment: COHORTI: EMICIZUMAB (N=12)

Action Adverse
Taken Event
Center/ Age Weight Most Caused with of
Patient No. (yr) Sex (kg) Study Dur. Initial Extreme by Study Special
Adverse Event Day in Intensity Intensity Study Outcome Drug Treatment Interest
Preferred Term Investigator Text (1)  days Serious Grade Grade Drug 2 3) for AE 4)
/ No.1 80 M 50
2 B iR CHRONIC RENAL FAILURE 39 23 Yes 4 4 No 1 2 MEDICATION
AGGRAVATE
/ No.6 80 M 50
SHREER ACUTE CHOLANGITIS 16 37 Yes 3 3 No 3 2 MERIEQ¢ION, PROCEDURE/
SURG
2HERRE % CHRONIC CHOLANGITIS 52 120 Yes 3 3 No 5 2 MEDICATION, PROGCEDURE/
SURGERY
B No.10 70 F 40
R fE GALLSTONE CHOLANAGITIS 16 21 Yes 1 3 No 3 2 gERéEﬁ¢ION, PROCEDURE/
HmESavy HEMORRHAGIC SHOCK 36 1 Yes 3 3 No 3 2 PROCEDURE/SURGERY
B /No. 12 60 M 50
fiti ¢ PNEUMONIA 8 22 Yes 3 3 No 3 2 MEDICATION

Investigator text for AEs encoded using MedDRA version 22.1.

(1) Study Day: # means that it is included in the safety follow-up period.

(2) Outcome: 1 = fatal: 2 = not recovered/not resolved; 3 = recovered/resolved; 4 = recovered/resolved with sequelae; 5 = recovering/resolving; 6 = unknown.

(3) Action taken with study drug: 1 = dose increased; 2 = dose not changed; 3 = drug interrupted; 4 = drug withdrawn; 5 = not applicable; 6 = unknown.

(4) AESI: 1 = Case of an elevated ALT or AST in combination with either an elevated bilirubin or clinical jaundice, as defined in protocol; 2 = Suspected transmission
of an infectious agent by the study drug; 3 = Systemic inflammatory response or Anaphylaxis: 4 = Thromboembolic events; 5 = TMA; 6 = Other.

5.3.5.2-1 Table 12.3. 1. -1 S EFBEEEHTHEE L, EHRUAREDIOHEYIYIETERRLT,

[5.3.5.2-1 Table 12.3.1.2-1% %]
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274215 TOMDEELFHEER
2.7.4.21.5.1 BREOBRERILICESH-EEER
AFN OB G HIEICE ST HEERIT o7 (F 2.742.1-1)

2742152 BREODKEICE--EEER
ARHFNDORIEIZE > 7= FEFHRIT1H] (8.3%) q#(ﬁ%ﬁ%mﬁr)m@%nt<%
2.7.42.1-1) , GEEEIRMARE X MEEREFRICOEINTE (2.742154) Z LD, 1G5
FEREFHECHE - T, IR E o7z, TREBEARIMARIE XA & OREBERIZEED D & &
727, HEAEFEIX Grade ICHEE TH Y, 1BFEEZETHZ LR BENLTAKICEIE L,

2742153 SESTERML S I
TEFHAAL SO S OVER R 2 S ROSITRRD b ivZe o7 (FF 2.7.4.2.1-1)

2742154 AESI
JO420037RBRIZ ISV T, AESI 1T 14 C ke ZEAR MG /308 & 2 TR IR MLARAE 23 1EFR8

biviz (% 2.742154-1) , WBRERFEEICBONT, mieZEetsER e BI LG 613K
WS DL EPBESN TNV Z LD ERBORIEIZE 572, REHEIRMAREIX, B L?Uiﬁ
DO R FER A B THEM L2 P2 —I2T, KW FEFIRIC AT 3580 btz 2
EMDRR I Tz, MZERIE Y X 7 3RV & S e 2 & BIRIEIIAT DAL o 7o i3, 36
B 6THZIAT o 72 T a2 — 2 TR RUZIHA LT\ D 2 &Rl S, [FIE &k &
o, GETFFIRIARIE L, TRBREM () ERNCXY, RARGHBZICEELTEFRTH
0, RKFIOEREFEND AR E OREBEBRITHEE TE WSS, F7z, BE XL
BAARIREE T 2 Z &, FRBIRROTZDICT L R=yry (PSL) IRETTHD Z & b AER
FWAEDERNEEZ LD LYk, if:, MARZERRMEESY, FXII fAIRK&R G H9H
% @ Day 161281 LT = (2.7.4.53.2) , #FMIE, 5.3.5.2-1 Narratives of Deaths, Other Serious
Adverse Events, and Certain Other Significant Adverse Events (ZF0#( L 72,
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# 2.74.21.54-1 AESID—E (JO42003iHER)

Listing of Adverse Events of Special Interest
Protocol: J042003

Analysis: All Subjects

Data cutoff date: 23APR2021

Treatment: COHORT1; EMICIZUMAB (N=12)

Action
Taken Adverse
Center/ Age Weight Most Caused with Event of
Patient No. (yr) Sex (kg) Study Dur. Initial Extreme by Study Special
Adverse Event in Intensity Intensity Study Outcome Drug Treatment Interest
Preferred Term Investigator Text (1 days Serious Grade Grade Drug (2) 3) for AE 4)

/No.9 70 F 30
RER FH AR M 42 AE DEEP VEIN THROMBOSIS OF LEFT LEG 16 8 No 1 1 Yes 3 3 NONE 4

Investigator text for AEs encoded using MedDRA version 22.1.
(1) Study Day: # means that it is included in the safety follow-up period.
(2) Outcome: 1 = fatal: 2 = not recovered/not resolved; 3 = recovered/resolved; 4 = recovered/resolved with sequelae; 5 = recovering/resolving; 6 = unknown.
(3) Actlon taken with study drug: 1 = dose increased; 2 = dose not changed; 3 = drug interrupted: 4 = drug withdrawn; 5 = not applicable; 6 = unknown.
(4) AESI: 1 = Case of an elevated ALT or AST in combination with either an elevated bilirubin or clinical jaundice, as defined in protocol; 2 = Suspected transmission
of an |nfectious agent by the study drug; 3 = Systemic inflammatory response or Anaphylaxis; 4 = Thromboembolic events; 5 = TMA; 6 = Other
5.3.5.2-1 ael02aesi_apM S EFBEESEZMTHEEL, EHRRUVAREDIDORETNYIBETRR L=,

[5.3.5.2-1 ael02aesi_ap % &%)
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274216 FREANXITERENEEERDOER
SOC BIDOHEFEG132.7.42.1. 1T H L1,

27422 BEANEEERDOXEIZ L B5HH
JO420035 R CH B L 7= BE A EFLOFEMILS5.3.5.2-1 Narratives of Deaths, Other Serious
Adverse Events, and Certain Other Significant Adverse Events (27~ L7z, BO414237 Bk THELL 72
B A EFROFEMILS.3.5.4-1 Narratives (278 L7z,

27423 BMT—2hy A T7DOHRE
2.7.4.2.31 AFIDIFEE
FHEENTOT — X T NAT7 BLUBBMT —4 5 v b4 7 BETIZadk— P22fEE S
7oo RBRBIANSIBINT — & v b A7 HETTIEaA— MIC1261, =R— F222FP8 g S
iz,
BEFNINT NS AR OG- 2B L, MM i ai— MO RF KR R— 20
2T o 7=,
aR— FITIE, FEMITOT—% 0y b4 7 B E TICHRGK TR - SR> T2 13,
BINTF—% 7 47 BES TARFIFE G Tho7- (5 EIESLE) , ah— Maplick
FAGEMENBBINT — 2 v b A7 B £ TO®RGEEOFRE GEPE) 1X7.0[m (2~51)
Thotz, akm— b202BlON, 1BNTEMT—% v hA7 BEES TR SR TH-o 7= (5
EI18M]) o FR D IBNIHER T HAEL - L2 2T, AFIOREEZET L (EE5RE9
[EIDIS
BHHIRNE, adm— FICTEPIE EPH) 5.1438 (0.3~49.1) , =R — F2CT71HEED
163l Toh o7z, 2HITOHERBEOFIAE (&) 13299.75% (97.6%~100.7%) Th -7,
HEHR G EDI0% AN XIX110% % 2 TR SN EBEITW o7 (5 2.74.23.1-1)
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® 2742311 KRFEOBEE (JO42003BE—EMT—2 Hhy b4 T)

Study Drug Exposure

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB All
(N=12) (N=2) (N=14)

Number of Administration

n 12 2 14

Mean (SD) 10.6 (13.3) 13.5 (6.4) 11.0 (12.4)
Median 7.0 13.5 8.0
Min — Max 2 - 51 9 - 18 2 - 51

Duration of Administration (week)

n 12 2 14

Mean (SD) 8.74 (13.26) 11.71 (6. 46) 9.16 (12.38)
Median 5.14 1. 71 6. 14
Min — Max 0.3 - 49.1 7.1 -16.3 0.3 - 49.1

Cumulative Dose (mg)

n 2 14
Mean (SD)  1160.25 (1095.51) 1359.00 (619.43) 1188. 64 (1024.81)
970. 50 1359. 00 970. 50

Median . . .

Min — Max 405.0 - 4488.0 921.0 - 1797.0 405.0 — 4488.0
Dose Intensity (%)

n 12 2 14

Mean (SD) 99.66 (0.83) 100. 13 (0. 80) 99.73 (0.82)

Median 99.75 100. 13 99.75

Min — Max 97.6 - 100.6 99.6 - 100.7 97.6 - 100.7

Duq?t}o9 of Administration = (date of last emicizumab administration — date of first emicizumab administration
+ .
Dose intensity = actual cumulative dose / planned cumulative dose at actual dosing visit * 100

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/ext01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/ext01_se. out
08DEC2021 10:48 Page 1 of 1

274232 ABRGMZRERD ANOFETZMFER VT OO

FHEENTOT — X T NAT7 BLUBBMT —4 5y A7 BHETIZ 3k — PTG I 722
B DN AR EE K OV O OB A2 5T 5,

ak— F2omEH e bicktT, EnrsfErosfEch o, rmEiEsferos)2 ke,
BMI [321.9% 1245 kgm®> T -7z (£ 2.7.4.23.2-1) ,

HEEOBKRERED B IZIFE £, SEOBHEEREDREIIEENR)oT-, T
FE AR RER = X TR E O BT E e o T,

P RIEM AR A OZWD BEGREFE COWIMIZ6 H X TNMO009H Th -7, ZWiKED FVII {F
PEIXH RS & B2 UL Rl CTh o 72, ZWrikEo FVII A > b B4 —(F33 &L T58 BU/mL Th
o7, WA L B ITBERAT240 [ RS i s & U C ik v [ A1 - S5 2 o S i, &
fTo Tz, ZTONFRIE, rFVIa 8K, aPCC K OSFEHHASMAE A K10 STy (3
2.74232-2) . 260N, 141% aPCC EHEHTEZTT > Tz,

MR & BT REMAR A UAAOBEEER O/ XIXEOHER H - 7=, 260N, EVEREE
B> T-BENIBITH - T,

WG & b IBERRT VRIS TAITRIE 22 <, IBNC AR GBI MR, THOUITHRBAITbn
7=
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F 2742321 ANOMEEMNT—IRUCHMOBEEET—2 DEHNHIE (JO42003HBR—EMT—2 hy b4 T)
Demographic Data
Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Cohort1; Emicizumab Cohort2; Emicizumab All
(N=12) (N=2) (N=14)

Age (yr)

n 12 2 14

Mean (SD) 74.3 (13.1) 70.5 (16.3) 73.8 (13.0)

Median 76.0 70.5 76.0

Min - Max 50 - 92 SHE- si 50 - 92
Sex

n 12 2 14

Male 6 (50.0%) 0 6 (42.9%)

Female 6 (50.0%) 2 ( 100%) 8 (57.1%)
Weight (kg)

n 12 2 14

Mean (SD) 53.08 (11.98) 53.20 (1.41) 53.10 (11.03)

Median 51.45 53.20 51.85

Min — Max 38.4 - 85.2 502 - 5.2 38.4 - 85.2
Race

n 12 2 14

Asian 12 ( 100%) 2 ( 100%) 14 ( 100%)
(a) 1 = Normal (Total Bilirubin (TB) <= ULN and AST <= ULN), 2 = Mild (ULN < TB <= 1.5 * ULN and AST > ULN), 3 = Moderate (1.5 * ULN < TB <= 3.0 * ULN), 4 = Severe (3.0
* ULN < TB <= 10.0 * ULN). ULN is based on the normal range in each site
(b) 1 = Normal (CLCr >= 90 mL/min), 2 = Mild (60 <= CLCr < 90 mL/min), 3 = Moderate (30 <= CLCr < 60 mL/min), 4 = Severe (CLCr < 30 mL/min)

Program: root/clinical_studies/R05534262/CDT770020/J042003/data_analysis/CSR_LTS/prod/program/dmt01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/dmt01_se. out
08DEC2021 10:43 Page 1 of 3
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Demographic Data

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Cohort1; Emicizumab Cohort2; Emicizumab All
(N=12) (N=2) (N=14)

Height (cm)

n 1 2 13

Mean (SD) 157.09 (9.23) 151.70 (7.92) 156. 26 (8. 96)

Median 156. 50 151.70 156. 50

Min - Max 142.4 - 168.0 1401 - 150.3 142.4 - 168.0
Female Reproductive Status 6 ) g

n

CHILDBEARING POTENTIAL WITH CONTRAGEPTIVE PROTECTION 1 (16.7%) 0 1 (12.5%)

POSTMENOPAUSAL 5 (83.3%) 2 ( 100%) 7 (87.5%)
BMI (kg/m2)

n 1 2 13

Mean (SD) 21.53 (3.76) 23.18 (1.80) 21.78 (3.53)

Median 21.08 23.18 21.90

Min - Max 16.3 - 30.2 21.9 - 24.5 16.3 - 30.2
Treatment with Coagulation Factors or Transfusion before Enrol Iment ) ”

n

Y 8 (66.7%) 2 ( 100%) 10 (71.4%)

N 4 (33.3%) 0 4 (28.6%)

Normal (Total Bilirubin (TB) <= ULN and AST <= ULN), 2 = Mild (ULN < TB <= 1.5 * ULN and AST > ULN), 3 = Moderate (1.5 * ULN < TB <= 3.0 * ULN), 4 = Severe (3.0
TB <= 10.0 * ULN). ULN is based on the normal range in each site
Normal (CLCr >= 90 mL/min), 2 = Mild (60 <= CLCr < 90 mL/min), 3 = Moderate (30 <= CLCr < 60 mL/min), 4 = Severe (CLCr < 30 mL/min)

Program: root/clinical_studies/R05534262/CDT770020/J042003/data_analysis/CSR_LTS/prod/program/dmt01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/dmt01_se. out
08DEC2021 10:43 Page 2 of 3

Il

(a) 1
* ULN
(b) 1
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Demographic Data

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Cohort1; Emicizumab Cohort2; Emicizumab All
(N=12) (N=2) (N=14)

Current Treatment Regimen of Coagulation Factor Product o ) 0

n

EPISODIC 8 ( 100%) 1 (50. 0%) 9 (90.0%)

PROPHYLACTIC 0 1 (50. 0%) 1 (10.0%)
Liver function classification (a)

n 12 2 14

1 6 (50. 0%) 1 (50. 0%) 7 (50.0%)

2 4 (33.3%) 1 (50. 0%) 5 (35.7%)

3 2 (16.7%) 0 2 (14.3%)
Renal function classification (b)

n 12 2 14

1 2 (16.7%) 0 2 (14.3%)

2 4 (33.3%) 1 (50. 0%) 5 (35.7%)

3 4 (33.3%) 1 (50. 0%) 5 (35.7%)

4 2 (16.7%) 0 2 (14.3%)
(a) 1 = Normal (Total Bilirubin (TB) <= ULN and AST <= ULN), 2 = Mild (ULN < TB <= 1.5 * ULN and AST > ULN), 3 = Moderate (1.5 * ULN < TB <= 3.0 * ULN), 4 = Severe (3.0
* ULN < TB <= 10.0 * ULN). ULN is based on the normal range in each site
(b) 1 = Normal (CLCr >= 90 mL/min), 2 = Mild (60 <= CLCr < 90 mL/min), 3 = Moderate (30 <= CLCr < 60 mL/min), 4 = Severe (CLGr < 30 mL/min)

Program: root/clinical_studies/R05534262/CDT770020/J042003/data_analysis/CSR_LTS/prod/program/dmt01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/dmt01_se. out
08DEC2021 10:43 Page 3 of 3
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TIVAwT 2.7.4 BEIRRYZZENE
& 2742322 BRXHEDRKEAICEHTL2EEEROES (JO42003HB—EMT—2H v b
+2)
Cohort 1 Cohort 2 All
(N=12) N=2) (N=14)
Disease duration (Day)
n 12 2 14
Median 17.5 507.5 17.5
Range 2-2167 6-1009 2-2167
FVIII activity at diagnosis (IU/dL)
n 12 2 14
Median 1.0 <1 1.0
Range <0.8 t0 36.6 <1-<1 <0.8-36.6
FVIII inhibitor at diagnosis (BU/mL)
n 12 2 14
Median 40.5 45.5 40.5
Range 1-149 33-58 1-149
Prior episodic treatment for bleed
n 8 2 10
rFVIla 7 1 8
FVIla/FX 2 0 2
aPCC | | 2
Fresh frozen plasma 1 1 2
Packed red cells 1 0 1
Platelets 1 0 1
Prior prophylactic treatment for bleed
n 0 | |
aPCC 0 1 1

aPCC = activated prothrombin complex concentrate, FVIII = factor VIII, FVIIa/FX = activated factor VII/factor

X, rFVIla = recombinant activated factor VII.

2.7.4.2.3.3 EEEZROHER
HEELOMMN AT 2.74233- 11~ L1,

) aFk—h1

TN OFT —H 1 b AT ALUBBINT —4 1~ b4 7 A £ TIZ Grade 3 DEERAFE

FLRUME ENMRILE) 230 12O FEERPBD HILIZR,

WL H ARH & o[RS BE A%

i%@ﬁbk%%éﬂtoﬁﬁ@%5¢i CESTAEFRUTIRR T EICE ST AFEERIT

IJ‘L4 &) %niﬁz)”) 71:—0

BHEBIGENHBNT — & By M A7 BHETIZRHT X TOEE THEFRDFHIOMZE DO b

7o 2BILL EIZRE® DA EHRRITEL,
Jifige, FEEN, RAHMERIE, BT,

T, REEZ, EMEEVR, WImAE, DFED T AE,
WERE M OAIE  (%261)) Tho7- (32 2.7.4.9-1) .

FEREGOEELT, FIT Grade 1 T2 Th o7, FHIEEN Grade 3 XIFT4DOH EHEG 1364
TP RAE 2%,
REAE, HiftEs = v 7, FEEE A ERIRAE, ik &Utiiﬁmr%wﬂo;@w,ﬂ
YEFIE Grade 3D/ IMRIBUIE TH VO, FHEEE TH o70, EETENE S M OVES R4 5 s T

(SIS Biviz (IBVERESN, RAIBLE,

O LN o T,
(25.0%) |
1) B 5nT-,

M/ NRIEAE, R, BPEIRE R

T EALEDODEEFRRIIAF L OREEEZENS
23 (M MRIBAEE, 71 ha s B 7527 A 2 M- 28800 M OGS § IR A2 )E 45

YE S AL, B IE36

AHN OB F IR > e FERFRRIT 2D o7, IBRPILICE > Te A FFRIIPNTIFED S

L, ZOEGIIEMEREE (EMEER4e
F1E Day 61 (KRF|IOEMEGNDH18H ) I

: chronic renal failure aggravate) TH YV, TDHA

B PHIE O B R O AL D 7= DI T I E -
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Too PRBRHARIPICHET LIZBEIZZ0BEDLTH -1, 1BMHEIER & AF & O EBEHRILE
WL Lflrs e (2.74.2.13) , EELAEFRII LFLOECTHZED TH (41.7%) 127
f (BNCFR D BT BPEIRAE & L OMEMEIRE K, BIO1FNCEERD b AV IR E L O > =
v 7, FRDIFNINR, 12 PEE S N OV SR E S 1) R b, EERAEFRIT
WIS ARA & ORI FBIFRITEDE 2 U &l < iz,

WRIEIZE - T HERFRIL, BREMHEOREHRTEIZHY L TREIZE ST AEFR 1114
(8.3%) IZ1f (EIEARMARIE) 8D bz, AFEFEEG L AHK & ORREBERITERETE
Bl L 0B v LIl S /=2y, BEAEEIX Grade 1 CHEETHY, BELETLHZ L 42L
FHBNDTARZICEE L (2.74.2.1.52)  AEFTRBREIKFIZ aPCC ZEH L T\ iehro
7o GEEERIRIMARIE (X AESI O A S8t F RIS (2.7.42.1.54)

ARFNE GAE T EREZ ZR L NP WT, a7+ v —7 v 7HIRIC miegE et 55 &
OMARPERS S S FE XL L 22 v o 7,

2) =ZdR— k2
AANRE e G- LA EINT — 2 51 > M A 7R ETle, 26146 (100%) (290 EHSRnN
BOLNT (£ 2.74233-1) . AFFGOHEIEEIZT T Grade I XF2Th -7, BHWEHIZL
B (50.0%) \214F (&) BB L=, AFOEGEPILICE-ST-HEES, BRTPILICE-T-
HEEG, EHMARIG, ENE2E S, EERAEFERSKORRICER TS FEFRITR
O LN oT,

& 2742331 AEEZROMR (JO42003FHB—EMT—2 Ay ~4T)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Period: All period

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB All

(N=12) (N=2) (N=14)
Total number of patients with at least one AE 12 (100%) 2 (100%) 14 (100%)
Total number of AEs 90 9 99
Total number of deaths 1 (8.3%) 0 1 (7.1%
Total number of patients withdrawn from study due to an 0 0 0
AE
Total number of patients with at least one
AE with fatal outcome 1 (8.3%) 0 1 (7.1%
Serious AE 5 (41.7%) 0 5 (35.7%)
Serious AE leading to withdrawal from treatment 0 0 0
Serious AE leading to dose modification/interruption 0 0 0
Related Serious AE 0 0 0
AE leading to withdrawal from treatment 0 0 0
AE leading to dose modification/interruption 1 (8.3%) 0 1 (7.1%
Related AE 3 (25.0%) 1 (50.0%) 4 (28.6%)
Related AE leading to withdrawal from treatment 0 0 0
Related AE leading to dose modification/interruption 1 (8.3%) 0 1 (7.1%
Grade >=3 related AE 1 (8.3%) 0 1 (7.1%
Local injection site reaction 0 0 0
Systemic injection reaction 0 0 0
Special Interest AE 1 (8.3%) 0 1 (7.1%

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Mu|t|p|e occurrences of the same AE in one individual are counted only once except for 'Total number of
events row in which multiple occurrences of the same AE are counted separately.

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet01_se. out
08DEGC2021 10:50 Page 1 of 3
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+® 2742331 BEBZROMR (JO42003:BE—EMT—2Hy b4 7))  (H)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Period: Efficacy period after first emicizumab administration

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB All

(N=12) (N=2) (N=14)
Total number of patients with at least one AE 10 (83.3%) 2 (100%) 12 (85.7%)
Total number of AEs 55 9 64
Total number of deaths 0 0 0
thal number of patients withdrawn from study due to an 0 0 0
Total number of patients with at least one
AE with fatal outcome 1 (8.3%) 0 1 (7.1%
Serious AE 4 (33.3%) 0 4 (28.6%)
Serious AE leading to withdrawal from treatment 0 0 0
Serious AE leading to dose modification/interruption 0 0 0
Related Serious AE 0 0 0
AE leading to withdrawal from treatment 0 0 0
AE leading to dose modification/interruption 1 (8.3%) 0 1 (7.1%
Related AE 3 (25.0%) 1 (50.0%) 4 (28.6%)
Related AE leading to withdrawal from treatment 0 0 0
Related AE leading to dose modification/interruption 1 (8.3%) 0 1 (7.1%
Grade >=3 related AE 1 (8.3%) 0 1 (7.1%
Local injection site reaction 0 0 0
Systemic injection reaction 0 0
Special Interest AE 1 (8.3%) 0 1 (7.1%

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_LTS/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet01_se. out
08DEG2021 10:50 Page 2 of 3



TIVAST 2.7.4 ERRMZ RN Page 31

+® 2742331 BEBZROMR (JO42003:BE—EMT—2Hy b4 7))  (H)

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

Period: Safety fol low-up period

COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB All

(N=12) (N=2) (N=14)
Total number of patients entered in Safety fol low-up 11 1 12
period
Total number of patients with at least one AE 9 (81.8%) 0 9 (75.0%)
Total number of AEs 35 0 35
Total number of deaths 1 (9.1%) 0 1 (8.3%
thal number of patients withdrawn from study due to an 0 0 0
Total number of patients with at least one
E with fatal outcome 0 0 0
Serious AE 1 (9.1%) 0 1 (8.3%
Serious AE leading to withdrawal from treatment 0 0 0
Serious AE leading to dose modification/interruption 0 0 0
Related Serious AE 0 0 0
AE leading to withdrawal from treatment 0 0 0
AE leading to dose modification/interruption 0 0 0
Related AE 0 0 0
Related AE leading to withdrawal from treatment 0 0 0
Related AE leading to dose modification/interruption 0 0 0
Grade >=3 related AE 0 0 0
Local injection site reaction 0 0 0
Systemic injection reaction 0 0 0
Special Interest AE 0 0 0

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_LTS/prod/program/aet01. sas

Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet01_se. out
08DEG2021 10:50 Page 3 of 3

2743 & R AR E B O £
BRIZ, JO42003FBRITIB N TAE 7 B R M OV K e (5 B Of A I H &2 RN T,
B ETHESNTZSHEE £ TOMKBREMEOLHEOWBICEB B ALNTZL DD,
JO42003 788k D A N I TREBI 2280 X EER A E & 72 2B RITRB O b o 1=,

AR B GBRA®%EEMTOT —42 1y A7 HETIZ, BRREME HEAOWUEEZERLS)
23 WHO Mt L— R3¥EA 7 — /L C Grade 3V BICE L L72IHH & 2 OB L OFIGIZLLT
DEBYThHoT- (AIMEHMRER Thol-~EZ u B BE RO ZMEE Tho72 7
7 ke R ER<) o Grade 3L EOEAIE, /MR EERE, WIS —RHTH -
7

o HFPEREIRAD 2 (16.70%, Grade 3 in patient No. 1 and Grade 4 in patient No. 10)
o /R EED 2 (16.70%, Grade 3 in patient No. 3 and Grade 4 in patient No. 1)
e ALT ¥4/ 1 (8.30% Grade 4 in patient No. 10)

e Nald 1 (8.30% Grade 4 in patient No. 1)

o U VERRD 2 (16.70%, Grade 3 in patient Nos. 6 and 5)

o b UNELEIN 1 (8.30% Grade 3 in patient No. 1)

o J LT TF=2HIN 1 (8.30%, Grade 3 in patient No. 1)
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FEG] No.llX 7 V77 F =9 O° BUN HI0% £ 5 2B Es  (EAIFLEES4 @ chronic
renal failure aggravate) (2K VAT L72BE Th oo, AREBEITIIT DO KRR A O R 1%
AP ERERY (Grade 3) , If/MREGRA (Grade 4) , 7~ U U A (Grade 4) KOVE U L
E AN (Grade 3) MAETICE 72 H ThH D Day 61178 L7z, JEH] No. 3CiL Grade 3D
FEEEE 72 1/ MRSV JE S Day SICFR® B, Day 220120118 L7z, ABF T, Grade 3D/
D A Day 50 % O Day 572388 541, Grade 20 i/ M A Day 11~7812588 H 7z,
AH & M IIBE & ORIRBIFRIZEESH & fllr S, A&7 < RIHE L7z, JEF] No. 10T,
REMWT + v —7 v THIR T TH 2 AFIME 5 Day 89(C Grade 3D IFHFE 2 FEWE AT BRI
DRED TR B, Day 9612 MIE L7z, AH & FEEWELF FERIBUDE & o0 KR BIFRITBIE 22 L &oH)
Wrsiviz, E7z, REFIL Day 16ICIBATEL RO, REFH Tl Grade 40 ALT ¥4I Day
228 (" Day 2912, Grade 40> AST HiNN7S Day 221238 BTz, AA| & JBAE & O KR EBEFRIZEE
H7p L SIS vz, FEAIIE, 5.3.5.2-1 Narratives of Deaths, Other Serious Adverse Events, and
Certain Other Significant Adverse Events (ZFC#; L 7=,

BINT —%Jy NAZ7 ETIZBWT, SOC O THERRE ] IS h 2 AEERT, BEE
A Grade 3XIT4DHEFL, AAIOEGPILICEST-HEFR, KOEELRAEFRIILI-
7=

JO4200373 8% TlE Hy’s Law DiE 12 KD < FRAIMERFRE S 23 5o 2 FEFNTZRD b o Tz,

2.7.4.31 mREERFRRGRAESEHICE T 5 EBMOBRRE

TN DT — X J1 > b A7 H FE T JO42003388k Tl i ML EIE X580 S ho
T2, K G R i e [ R - 3R 2 B B S v a AR — MO3BIT, IRBRERA 7V 2
—)b (MEEERE N AR SR OE =42 ) > 7)) IZht-> T, BINOERBRT % I R ¢
HEL, mMAMES/NLEEROCMEEREESZOAEERNRTVWNE=ZY 7 LT
(2.741.122) .

M/ INHIBIEDS 1] CTERD BV S D 0, BRI MEE <0 M A M N L 3 iE 28 B o L B i/ N
JAME D RIRFIZFE D D AIVTIEBNL 2 o T2, LA b & AR TERS N I A& E DO FEFLIT RIS S 78 hs
>7= (53.5.2-112.43) ,

BT =428y bA7HETIZEBWTS JO420035888 Tl ie M ML E E X FE 0 S 7R h
ST, EEMNTOT—2 7y A7 BUBRBIMT —4 v b A7 HETIZar— h20141T,
TRBRSENE A & ¥ = — v (MR K A B G REDE =4 U 7)) 126> T, BMOEKRRAE
Z FEhE ERAE RS CHIE L7223,  MARPER N IS E OFBUI RIE S /e n o7z,

2744  NAALYAY, BENMERUVREMEICEET ShDEREER
R T D98 2 bR & BRI O/ R &2 LM LTz,

2.7.4.4.1 INAZIILYA Y
NA BT A 2 (IE, WA, REROMERE) OB F ORFHER 123 TR 72
NG — TR D BN o T,
FHIEJE D Grade 3DREL, Grade 20 E TR 2 O Grade 3 D8 EA: - Hh ER YD E 23 4 1451
RO LNz, WTHhoOHERYG, FEEETHY, KH L OREBIRITIELE I, FELUFE
PEGF P ERIBU/DE IJIRIC K 0, SR E T E 22 <, WL B EIE LTz,

2.7.4.4.2 ﬁ%ﬂﬁﬁ
AFNEEHI T O 0E kwfﬁﬁ%ﬁﬁﬁ%ﬁtﬁu S X B TFRD bR o T,
an%ﬁ%fi&ﬁ@FMMEm DHEINOIHEERNIBNIE (Grade 1O#ENR) 52
@%nto$%%mmﬁﬁ@%ﬁf,%%¢@%@E%éﬁbfmtoﬁ%m#i%k%mé
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t, AAIE ORRBERGBEER L &l S,

2.7.4.4.3 MIIVATTHARUVFVIIA VD EESZ —
2.7.4.4.31 IS THA
TFHMHTICBNT, N—=RA T A VEFICHT I U XA~ 7HE B SN BTV R o T,
AFNOWEFEGHZ BT I v XA~ T HUR M 47z (treatment-induced ADA) B3 1312
FIF1H] (83%) Tholo, LI T A THERI BRI S NTZDITLZ T + 1 —7 v 7 Wi
DIAERBERED I TH o712 (2.7222.13)
BINT—2H v bAT7IZBNT, R=2 T A VEFIZHT I VA~ T HERA B S - BE
W T2, KRAIOPEBEGHFTICHT 2 v X~ 7 HURA R & 7z BOE 13 14451 245
(143%) Thoto, FEMATZRICH ICHi= I v X~ T HURBER] &HE S - o141 T
HY, KBEHETHE, IFPI AT REOKTEZE I I VAT HENRR L&
2 bz, 272222350,

274432 Iwm4>t59—

AN GBLE B IR0 T, 1260 1EIRRH ATEEZR L)L FVIIL 4 e B X —Z A LT
bﬁwMJWWWWTi AR G-BM A & i LT, AR EGRBZIZ FVIL A e B4 —
TR TR B, FVIL A v b X =D ARRE & 22 o T2 RER N1 DL, EFTE L2, A
B 5B 2 FVIL{ETEDS50 TU/AL @RI R L 72y > 72146 Cli, FVII A > & B4 — i DK
THRO SN o T, ARG B O FVII {EME2350 IU/AL B TH - 72160 TiX, [FHEO
FVII A >t EX —HRHAETH -7 (2.7.22.2.1.3) .

2745 HHGEEEHARTKETICETS2REME
FEEMATIC S &G LTz,

27451 RNEMER

274511 SEE (75mLlL)
JO4200378BR TIE50~925% D BA N B G 11, T5LL EOBE X126 765 TH - 7=,
HEFERITREEFNCREI LTz, BITERZ 3B L23BIoN, 2612875, 151237554

it T o T,
L LN IT5 UL FOBETH - 7-0, WHTEILE-T-AEFS L AF L OREBEZRIZS
E ST,

BERAEERERELITABION, 3BRTSEL E, 1RSSR CTh o7z, EERAE
FHHIWT IO AHK & ORRERITEE S,

mﬁ%ﬁﬁ%%%%ﬁiiiﬂi%ﬁuif%otoKﬁ&®l%%%ﬁ%@%@kﬂ%é
NTHWDHLO0, ZEFHINRIREETH S Z &, FURBIREDOT-OIZ PSL IREFTHLH Z L HA
%%%i®?ﬁk%z%ﬂék%ﬁéﬂtoit,@ﬁ%&i%%ﬁ,nml%ﬁ%%&ﬁﬂ
HIH %D Day 16I1ZFELL Tz (2.7.453.2)

CLEMNS, &RE THESSLOEWERNHLMNIZ W E WD K9 REfER O oo 72
DDEHBF BN TUIMRIERFRO ) A7 NEWEDEERLETH D Z L BRIB Iz,

274512 T4 31

INETORREMAR A IZBIT5HFE/ Ny 7r—UTlE, ZEToORGHITW N1,
JM%%ﬁ%Tiﬁi&@ﬁi%Wﬁﬁiﬂto

AEFRGITR2HEFIHE LTz, BIEHZZRELL2361E, BN 1E] & O & tEn26]Th -
7
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W LTZINIBETH 720, BEICE - AERESL L AH L ORERIISEE SN
(2.7.42.1.3) .
HELHERELEZREELZABION, BN, EMENIBITH -T2, BEERAEERIIV
THHAHF E ORREBERITEE S,

MARZERMEEL AR LT 13kt Th o7~ (2742154, F 2.7.4.512-1)

BB TAENDZZ M S D REVITRD bR o7,

& 2.7451.2-1 BRAIBEEREH

Bk ik

(n=6) (n=6)
eSS eSS

HFERR 6 46 6 31
&l EH 1 1 2 2
Grade 3V FHEFSR 4 7 1 3
AN 1 1 0 0
HERAEFR 3 4 1 2
AR ZEFE M F 5 0 0 1 1

[5.3.5.2-1 ael02_ap % 7]

KIGERBIZEIR D05, FVII A > b B4 —Z2RA LR WEE TR EEO e R AR A B

FaRG L LTz BO414233ABR T L AMENTIHI 2018 & S -, 268 W T, AEFRIT24)
WZHHBLL, 0N, BWEIZLS GESEBAALEE) Tholo, BEIEEITT T Grade 1 TH Y,
HERAFEFZIIRD Lo (53.54-11 ae TRT) .

2.7.451.3 BEEEERE
ZHETORREMAR A BT HHGE Ny 7 —U T, SEREERE CORLGHIX
Mo To, JO42003 3R TIXBEEFIZOW TR EEL R T, mEBEERE (Cockeroft
Gault formula (2325 7 VT F =07 U T T 0 A5FAHENAET CLCr < 30 mL/min) @ B3 70324

EENnT-,
HEESIIREIEENCRI Lz, BIERZ I L2360, mE, P K OV Bk Re s
EZEOBRBETEIBTH -7,

T LT 1B S EBRERERE Th o 7203, T ICE - AEEFSR & AHK & DR FEEARIES
EXniz (2.74213) ,

BERAEERZ R LIAFIOWN, &N OB REREE O BENE 1], 1EH OBEMN
2B TH o7, BELRAEEFEGIIVTIOAK L ORREBERIIEE I,
MARFERRMERERZREBL LI 1P S ERHREERE Ch o7z (2.74.2.1.54, F 2.745.13-1) ,
B REIE E N AR O M B 2 5 2 2HMITERD b ginolz,

AFNIPUARAICTH Y, BHHEERBIIRECIZA2nZ End, AERSOLE TR NE S
bz,
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® 2745131 BHREEFENASERES

I B i HR A i R B
(n=2) (n=4) (n=4) (n=2)
B K B K B K B K
HEER 2 12 4 24 4 23 2 18
I EH 0 0 1 1 1 1 1 1
Grade 3LL EH 5 2 4 1 3 0 0 2 3
=5
T 0 0 0 0 0 0 1 1
HERAEFR 2 3 1 2 0 0 1 1
AR ZEFE M F 5 0 0 0 0 1 1 0 0

E% : CLCr> 90 mL/min, E/% : 60 < CLCr < 90 mL/min, %% : 30 < CLCr < 60 mL/min,
7 JE : CLCr < 30 mL/min,
[5.3.5.2-1 ael02_ap, dml01 ap % k%]

274514 FEEEE
ZIVETORRMEMAR A BT HHEE/ Ny r— U EFRERC, =3 v X~ 7 OIYEhHE T X}
T DR E DL T 5 72 0 O FE R E BRI S L TRV, JO420035058 Tl ffREE
IZOWTERANEEA BT, FEEAFHERERES (e Y LB LY AST (245 < NCI-ODWG
HETRE Y L NEREME EROLSEEZB 20 O3FLLT) OBEFE 260G v (6L EE
B EH D, 2.745.1.3) , BEFEERSE (REETRE I AV ECPEREME EIRO3GEE
B2 NO10ELLT) OBRFITEEN R >T-,
AEEGITREIEENCREE L, RIERZ 3B L2360, PHEE, &REFHEERSE K OVE
HORETHEIFITH T,
B LN P S TSRS E ThH - 127, FEEICE > T-HERES L AK & OREERIT
BEINE (274213) ,
EELRAEFEREZRILLT-AGION, S5 K O THEER S O BEN& 16, 1EFOBRE
W2 ThH o7z, BEELAERRIINTI AR & OREBRITIEE SN,
MARFERRMERER 2 REBL LI 10X EEATHRERRE Ch o 72 (2.74.2.1.54, & 2.745.14-1)
TR RERE TS S AHK DL BN B % 5 2 DRI o7z,

F 2745141 FHEEEENEEERES

IE B i HR A i R BE*
(n=6) (n=4) (n=2) (n=0)
eSS eSS eSS eSS

HFERR 6 37 4 24 2 16

I EH 1 1 1 1 1 1

Grade 3L\ BAE 2 4 2 4 1 2

=5

e 0 0 0 0 1 1

HELRAESFS 2 3 1 2 1 1

AR ZEFE M F 5 0 0 0 0 1 1

IEH e U Ve N EEEE EIRELT, BE = eV e o3 EYEE RIRAE 2, YRR
FIROLSELLT, 230 AST DN AEEEAZE 2 5, FEHE eV L E U REMEME ERO1SEE
BRZ O30T, @ FRERETRE U L e U 3 EEE ERO3E 2B 2 D105 LT,

[5.3.5.2-1 ael02_ap, dml01 ap % k%]
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27452 HNERMEER
274521 AFILLS D 1 I A
AKHN & 3 A S ZHE] (aPCC M OV rFVIa 8K ik FVIT 4K & OF BAEH %22.7.4.5.312504#;
L7,

27453 EYHEEER

FVII 4 > b B4 —AELRKELAR A 2 & L-wEHiERF (eCTD Z & 5
290616001-2.7.4.5.3) IZBW\T, J5FEA XV MO OFER, KFHOESGICHEBEEED
aPCC % M7 % & e et Hg: /AR EMU NI EEDRELY 2 7 RNEE D Z LRI
Too HARMOIIE, MieZERerEES /MRty N EIE 2 BB LW T o BF LIREA <2 b
ORI N 24K LA _E 21 B % 58723100 Ukg #8D aPCC 235 I T\, F72, 24K
BILAN D aPCC DOF 573100 U/kg UL T TH -T2, 1BIRA X b OB D24 K T H
o728, rFVIa 80T FVIL WA DA Z B STV =B, 25T FVIIL #H %2 8o
FE ST E G SN B35 T e et Hg Aty S E X REL L TWh e o7z,

AHFEIZIBWNTH JO420035888 D rFVIIa RAIOFH G2 Xt 5102, RO 21T > 72, 723,
JO420037 Wk CIIAAK B 5-B 461 O aPCC BTV 2o 722 £ v D, aPCC DGO T
DFERTIFIAT O 72D o> 7=,

JO420037 5% Tl1L, IEIMICTET 25 3 A S 28K O &I XIRBRBGETICHE A L Tz HE LY
BARWATREMEN S D720, NA NRZBHNIIEM TEX D¢ E2 DN AKBEHETHETTHZ L &
L, DATZiRBREmmGmECHRE LT,

— I OIEEIZ FVIa A2 H X 5 838 T, aPCC, FVIa/FX ®FZFEH+ 252 &

TRET S 2 b,

—  rFVIla ®{AZFEHT 254, WIEBG RN 90 pgkg B2 72WEHIEBETHZ L,

— rFVIla 8H 2 TR0 E4E, aPCC, FVII/EX ®ANIIEMATE 5 &2 b5 KK
HEZWST T XETHY, aPCC DEEIIMEIR L& L LT 50 Ukg &, FVIa/FX ##| 0D
BAIEEERE L L T60ugkg #ZRNEIEETDHZ &,

- AFPIEE SR aPCC i FVHa/FX A ZFEH L TV BEIX, 4R+ v v =
77 NN SLETH D,

JO42003 358 TAH$e 5-BR AR LARE (2 OF F & Au 7= i e [ K- 845501% rEVIIa 85123341, FXIII
RUFINF, FrEEsssnE»s 20 ch o 7= (F 2.7.3.2.1.4.2-1)

2.74.5.3.1 rFVila ®HEGEEA N> b DOfENT

WEIFRFERFIZAT » 7216 A X2 M OfEMT & FIERIC, 37X ToO rFVIla #A| O HIZOWT, &
HEMICED LT, ke LoOWR36RMZ B X 5 £ TOTXTO rFVIIa BAIE 5 % 115
ARy b EUTHNT L7, 1FVIIa 8EIDIEHE A < b & ke S8R MEF 5 S i Pk I i & e
MERIZ T WINCE R > TV DA, HAHWIE rFVIIa -HIOIEEA X MO THRZ
NoDHEEFROBERBHALUNTH 256 (FRUA > FUHIM) , £0 FVila ®AIOIEHR
AR MNIZNOOEERERLEEENH S LIl L, AN, —EWMNO rFVila 84|
DREBEGEN NG OFEERFERELLEEN O L0 ERLZ 2 HIE LT,

tFVIIa ®ANEWEA 2 M T JO4200338ER 3611244 - 72,

AR ZERRPE 50T JO420033 8 CTIXIFIERD S, MmARMERyNMILEE X5 Sz o7z,

rFVIla #HIDO1H H7- 0 O $e 58 KON rFVIa "HTEE A X FOHIRICO W TDOh T 2
U —BIEEEE2 1T > 77, rFVIIa BFNEE A X NEOWN, 2081385 5 1 2524 R [ 2 88 %,
tFVIIa ®A| D1 H Y5 E13270 pg/kg B CTH-7- (57 2.7453.1-1)
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#* 2745311 rFVIa ®HEIDI1BHT=Y DFHHREER U rFVIia BEEEA N2 FOEBD A
T3 —RI%EE (JO420035458)

Number of Treatment Events per Average Daily Exposure of Recombinant Factor VIla

Protocol: J042003

Analysis: Efficacy Evaluable Subjects

Data cutoff date: 23APR2021
Treatment: COHORT1; EMICIZUMAB (N=12) included subjects: 3

Average Dose (rFVIla)

<90 90-180 181-270 >270
ug/kg/day ug/kg/day ug/kg/day ug/kg/day Any Dose

1 day 1 (50.0) 0 0 1 (50.0) 2 (100.0)
2 days 0 0 0 0 0
3 days 0 0 0 1 (100.0) 1 (100.0)
4 days 0 0 0 0 0
>4 days 0 0 0 1 (100.0) 1 (100.0)
All 1 (25.0) 0 0 3 (75.0) 4 (100.0)

Percentages are based on all treatment events
. N?tgidOnly subjects receiving rFVIla at any point after 7 days of first emicizumab administration are
include

rFVIla = RECOMBINANT FACTOR VIIA [E.G. NOVOSEVEN]

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/ucmt04_r7a. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/ucmt04_r7a_ef. out

30JUL2021 15:44
Page 1 of 1

[5.3.5.2-1 Table 12.3.4.1-1% F-48)]

AN G- FNCHBL L 72 1RO AR ZERMEFSRIT, FVIIa BANER A N MIBEE L TV

277,

27.453.2 FXII 24HA5E

FXII #ANL JO420033 R D AAN B H-Blbatz, et~ + v —7 v 7BRGARTE TIZ1HIC3[E]
BhHEn- (3% 2.74532-1, 5.3.5.2-1 Table 11.4.1.3-1)

MmieZERRPERESI, 2 o FXII &A% 54T, FXI 8ARER G HIH#% O Day 1612551
LTW5 (2.7.42.1.5.4) . FXIII %ﬁl@i%?éﬂéﬁﬂ;ﬁ 1008 (EEPE 0 6.9~13.2) Th
%Y BN, Feh Sz FXUL R 5 5e 4l ok LTu\footk%z B, AAKMEM
TCo FXIT 8AIE I LD MARZEREFROY A7 B ER-72 2 L ZREEITIERETER,

& 2745321 1HIZH TS FXIN HFEDREKR (JO420035KER)

day /time unit

Day 5 /14:03 25.00 U/kg
Day 6 /9:46 25.00 U/kg
Day 7/10:35 25.00 U/kg

[5.3.5.2-1 Table 12.3.4.2-1% F-48)]

274533 mEEERFRRNOFARADE LD
JO420037 5k CTIIAA| & 5-Biht O aPCC A7 <, rFVIa BHIOFHFNE3F], FXIT &
FIGFHABNI1BITH - 72,
FVIla BHNEE A 2 MO N, 2138 501 03240 2 2, FVIla #H D1 B FEBH
B 813270 pg/kg B Toh o7y, AAIFRGTITHBL L 1O e ZERERR1T, FVIa #ANG
AN MIBE L T2 (2.7.4.53.1) &
FXII #AI1E JO420035808k O AR K G- W I BN ERB R 5 ST, et gtz
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O FXI BHKIF 55 CHRELL 72, FXIT WHFER 500 gt F 588 o
(FXII BH0 s 3 5-9 H #4 %ﬁ)&@an%ﬁ@EW%%#ﬁ%($wﬁ 10.1H, #i
FH : 6.9~13.2) ? 25T 5 &, BB, B5 37 FXU XM 5 58RIyl LT
Sl EZEx b, ARFEH T ToO FXIT #AMEHIC L0 eZEREFERO Y 27 B ERo7- 2
EEERIIIETE TER,

274534 mizEREERRRFIZE T H5XFEREE=

M= I X~ 7RE & it BRSO R E & OMICHREZ BEMEITFR D b o T,
AFN e GBI (SR L2 16014 o ke e FROBBRHICE T 2 Mt = I v X~ TR
FEIX, 342 pgmL & THIES N, 2 OEIIAFE GG ~4HZ BT 5o I v A~7
BRERNZ 7ZHOVHMEL Y bRV, FLIEWMETIERWEE 2 b5 (2.7.2382) .

274535 BO4142355k (SEEH) ITHIT5 FVII FHLMEEREERR
Ui ) I & e

B RMEM AR A D% < OEF TIE FVIL fANIH M L TRMETH Y, BIfE, ENTO
BRMEMATR A WZxbd 26 AL D7y | SZERIC JO420035 088 TIIAAIF 5-BRAA LI 12
FVII $HF &2 O L2 B E T WA ho7- (2.732.142) ,

BO414233W8 TlE, FVII {EPED5%HE40% A OBIE & FVII iEMHED 1%L ES%LLT O R EEE
OFERMEMATR A BEEZHNRELTEY, N—A7 4 VEEOT VEEIKAZ2 W8k EY
B2 X D FVILIEER, 30610236 (E& TRRME) ~55 U/dAL O#PHTH Y, 396113 E & T IREAR
i Cohol, N—ATFA UFFZ FVII {EMEZ R TE 7230610, 1441 I3 He~21
U/AL O#FHTHER L, 780 OBE IR OBIZLHE S ClE & T RIER THER L=,

AHEGBA%, —HO~BE T FVIL ®AER 52X 5 FVIL OB EA L5806
=, Z o FVII IEEOEFRE 72 EHI1EX FVIT #AIOHEHIC ié%@f%okobﬁbﬁﬁ&
WTNOBFIZEBWNT Y, MieZEeEES L O MR LUEEITFR D v o7,

27454 IR R R ELEF DA
WIE R EE R LA, AEICOWTH = 2R EHRIT 0,

27455 BEks
JO420037BR D AFNFE G5B O, BFEKRGENHERGED110%% B2 THRE S - B8
BN o7 (2.74.12.1)

27456 EMEL
THEMENTOT — X 1w NATRSIZB W T, REIZOWTHERIZ R, AKAE| OSBRI
M5, HELHO U A7 I3EW,

27457 BERER R U RBKIR R
BEME IR M OSBRI B DWW TR L TuvZeuny,
JO2003FABRICI T DAKIR G THOREMNT + v —T » TP O EFEERIIONTSH
Bri, —EDOMBMOA®EEZBEH L7z, JO420033 5k O EEMENT DLV 7 + 0 —7 v 7 HIMIZ
FEFERGILM (72.7%) (227HFBD bz (& 2.742.1-1) , 28I EICRO oA EFR
W7ot (5 2.745.7-1) o BEMET ru—7 v FHIRICREER L -B8IERIZ 0o -, A<FH
OFERTICEEL TRIAL TS EEZONDIHEEER IR -T2, AEEROEIEHEIT
2/ [BAEE (Grade 4) M UOFEEWEMHERBUDIE (Grade 3) & 114:] ZBrRE, Grade 13132
Thote, EERAERES, AESLITRO LN oTc, BEMET +u—7 v 7 HIIC 15 H3E
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PR RS (EERMGCEHE $5:4  chronic renal failure aggravate) D 72DIZFET L7z (2.7.4.2.1.3)

R 274571 Z2ETIAO0—T7 v THBICERBE LE-AEERDELT (JO42003:KER)

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term (N=12)

Total number of patients entered in Safety fol low-up period 1
Total number of patients with at least one adverse event 8 (72.7%)
Overal| total number of events 21
BRlEE

Total number of patients with at least one adverse event
Total number of events 6

3,
—
S
o
32
=
=

—_—
NN~~~

BEEH L UVFERE

Total number of patients with at least one adverse event
Total number of events

OfEH > O 54

H

DOE )
)
—_———N A

K VR THARBES .
number of patients with at least one adverse event 2 (1
number of events

5 1

il

PAFSTH MBS
©Coon®

HOm S 5 OF
SHREEZ — % mﬁ»

—_
~~

j
o' Tht
&

EBLUVREEHHE

To tal number of patients with at least one adverse event 2 (1
Total number of events

EEREL 1<
REREG 1<

REELURERES
Total number of patients with at least one adverse event 2 (1
To;aj number of events

B
= 8 MsE 1(
MgRE LV VRREE

Total number of patients with at least one adverse event 2 (1
Total number of events

FEERE BT BRI AME 1 (
BMRZHEM 1 (

BERRE LU EBEE
Total number of patients with at least one adverse event 2 (1
Total number of events

ﬁ#ﬁir 1 (
— % - 2EEESSVERSHELOKE

Total number of patients with at least one adverse event 1 (
Total number of events

RiEtEZIE 1 (
DEEE

Total number of patients with at least one adverse event 1 (
Total number of events

SRR 1 (

2%)

1%)
1%)

©ow®

2%)

1%)
1%)

©ornw®

2%)

1%)
1%)

oD

2%)

1%)
1%)

o

1%)
1%)

©—©

1%)
1%

Investigator text for AEs encoded using MedDRA version 22.1.
Mu|t|p|e occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately.

[5.3.5.2-1 Table 12.2.3.3-1 % &%)
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27458 BENEERR UBHIREIC T 5 E X IR/ ABEEDIEE
THEMENTOT — X 1w MATRSIZB W T, REIZOWTHERIZ R, AKAE| O S0 R
N5, HEYEGES N OB EEIC R U CAFINEET 2 U 27 1 HEnEEZHND,

2746 BO41423: k% (5&&H)

BO414235 B 13/ CEME L7z FVIL 2K 54 b B X —ZRA L7 WEE X EEED
SERMEM AN A BEZxtG L LSl LR HEIEERAR TH 5, BEIFICFVIL A B E
B —Z AR LRV 2k LA EOBE  (FVILL &M 5% 8840% A0 ) U EEE  (FVIIL &SN 1%LA
E5%LLT) O RMMAN A BEEZBE L, BEOHBIZESE, RIZHET D3 0DOHERH
HBEONDIDIZHRE S L7« 1.5 mgke VAR (QW) ET# 5, 3 mgkg 28 [HFRE (Q2wW)
B T8 5- X136 mg/kg 4 FENE (Q4W) F& F# 5,

M DM 7 1£135.3.5.4-1 3.7.1 B 1R,

P& 5155 Jo V2 EMERAT S BT DT B 7161 (BRE2061, HEESIH]) Th o7z,

FETC, AESI (MAetEMUNmMAEE, mieZEettsEg:, 2 MHREEL, EOT 7 0 7%
— /T F T 4 TR—RERE, RREE N L CHE 2 o 2 AR D & B IR IR R O aiE, 3K
KIMERFREE N e HIER]) |, BEPILICE - AEES, HELSE UIKEICE-T-HEHE
RITBD N2 ho T,

HELAEFZIIAPICE D bz, TONGRIE, Grade 3O MIER & OVE b, I ONZ
Grade 2D # 3B L7216, Grade 200F=E R 2 5Bl L7214, Grade 2D 2 FEEL L 72141,
SO Grade 200 COVID-19% B L7216 TH -7z, EELRAZEFRIIOTIE AL & OREE
RIFBE 7 L &S, Wb EIE Lz, B, RERWIEIcZet EoREN RSz
FERMAIEH X7 o T2,

2747  THER&ET—4Z
2.7.4.7.1 FTEEAEERICETIREMTEHHREEL o DTEHEIFER

20QFERH (R U 7 R ) R R A I B D e R (%IIEI, A A HL R
m‘%‘%law&mlﬁlﬂla)Komf,%%%uTmﬁfo

274711 BEODEERTEMERTH
2747111 ERNTEEIN-BER - BREEEHIFREH 5 DRET
WS BAL IR TS RO IR L2 RIVE - JRUME 133661601 TH Y, E DM,
MBS EES R, A PIPNH MAtE, erpTRTOREE, Ik OUEAR F &304, Bk, ¥
Wy e AL IE S ORI T B & 2% Chotz, 2D I, AEFESRH W ERIE
TF MG R ORI O B, FEARR AN LT &Ik L 7= 5 R N D e eI fR D 5 FIHED
Wt a2 LR IRT,

1) FEAIRRETASAEE &I L 72 HBIT DN T
e A B ] P S BRI A D3 A B Ll L = R I e o T,

2) WELRRESNTY A7, HERBERN Y 27 HOHEBERRRIERIZOWVT
YA AL ISR SR IS L2 RIER - IBRGYEERIRE D 5 b, 20.$.ﬂ . H
ISR EHEIE R AOEIRL U X 7 EHEEEICED S [HEERFFEINTLY A7), TH
FIREEMN Y A7 ] RO TEEZRREHER] (OWTHRREITo 72, Yk A HEA M Iz
¥R EET —4% > — b (Core Data Sheet : CDS) C&ETIZEEWVVEEIRES DAL L HE L,  FHM
Rt & 3k U 72 F 43 M (Immunogenicity) (2 £ 9 Zh Bisiss K ONE#UE (& M IE,
H=RZ, BB) Thol-, TOMDOERICONTIL, HREA CIIIRMN CEUGT SO - 224
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TeCRFE B DB T2 LRI L7z,

2747112 MRBERVHETORERSE, b DRET

VIR EA IR IS, REEREICHE LIostiE 13 e <, HERE 4R ThoT, B
EREZITOTENED IS CDS BETICE LT, & FME (Immunogenicity) (Z1F 9 2058055 M
ONBEUE (MEMERIE, SRS, BB) I2oOW T, etz 3 L7-, T OmoHEIz>
WL, BIRFR T, MEALEOEE] OBGTHRORE R 2 R RPBER S DI 7z,

274712 EBMOEEREZTEHESRTE
Wy B IR U FE L 7 RS IR SR T ) O IIARKI O, AR F oo R AT
HERTWRNWZ LD, FEOSHSIIATE L Z X 5,

27472  PBRER M HDRLMIER
PBRER (EIEM~%7 ¢ v k- U 2 7 5Pflith# (PBRER) /i i 22 vt 7
iy (pSUR) , st gl 2ol = e 2 o0l ) omE R ok R A
AR,

2.7.4.7.21 PBRER D#i &

A PBRER TliE, AAIDSRT 4w b« VR ONT AT 20ER, RO HEER
T ETRT, "R T 4y P E U RZICETLBET — IO X, R GRS LN Y
DO b HIEHREBEIZANLTND,

AFANL, 2017411 H 16 B KE TR AIOMRFEAR 2321, ZOANAKAOEEREER (IBD)
Th D, FVIL A v B BX —Z2RAT DMAR A BESOBEISIZBE LT, FMES TIX20184
2H23HICHID THERBE 4L, HATIT201843A23 HIZAKGE S/, A& PBRER OF —# 1 v 7
#1 vk o) Al EIE) < Z oY 2 AK O &RIE L1070 H 4
Bz T\d,

FVII A > b B X —% A LRWILAYH A BEDIRREED D20, RAOBEIGITIER S,
# PBRER @ DLP B Q) © ROy ETERBEINTEY, KETIE
20184E10 A4 H, HATII20184E12A21H, EU TIX201943H 11 HIZAR SNz, EU THAR
SIS, FVILA e B X —20kf LARWEEROMAR A TH D,

piEpsE4 1 (DBD) LK%, 4 PBRER o DLP Wi QoffrlP ) < #pos
FH DR RER TAA 2 e b Sz,

BD (20174:114168) L, DLP s ol E) £ comimgoiso B m
e <s v, 2onE 24 R oW S AR OB 545 1
CHEESND,

BAEBI TRk

SRR G AGRESE (MAH) 1%, 4 PBRER OE IR T IcH -G b= BT — 4,
TR LR, TIREHE, AF LML OZOMoL M) 2 7 EBE SN LEONTT
—HIZOWTHi L7z, 2 DT — % OFHIIC IS X, ADA IZ K56 MEDIH KRN EELR
BEShY A7 LTHEEN, AU R 71%, BiEHRE Tl R0 BERBER Y A
JO—HE LTE SN TEY, QERMEES S EEREEN Y A7 L LTHEI AT
Do BT, MEVERIE, ZRRE KR OFRBBARF O 7272 ADR  (Adverse Drug Reaction) & L
THEINT, ZOMOREERFFEHIIFESNTE LT, SEOHE SR FIcH-ic
BoniHRE, WINLEAFOBHORRT 4w b« VR TaT7 7 A NVEEHTDHHEOT
2ot KRS TORBDNET 4 v b« VR TaT7 7 A VKR E LTRIFTHY,
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B TlE, CDS X2 Do U 27 F/MEROBMER I AETH 5,

A PBRER EDOIFMICEK-SE, MAH I, COVID-19/3F 2 v 7 ORI v 7 Z o 2
L7, AUAR—FOT—ZIZFROLNT, RLFR— FOEEMES, <X 74 v b -
U A7 M BEE 9 2 YW O AR S I L A & B L7,

2747.2.2 PBRER M5 MDt&REHER
A PBRER ([ZBWT, AFIOU AT « XX 7 4w MIREIZRWEEZ B, FFEOXGE
RELEZD,

2748  BEXM

1) Sampson HA, Mufioz-Furlong A, Campbell RL, Adkinson NF Jr, Bock SA, Branum A, et al. Second
symposium on the definition and management of anaphylaxis: summary report--Second National
Institute of Allergy and Infectious Disease/Food Allergy and Anaphylaxis Network symposium. J
Allergy Clin Immunol 2006;117: 391-7.

2) CSL ~—VU v 7kalath. Ay s (Rofii AL igEeE % X K+/H) 7 0 7n
AP EEM WRASCE. 201910 H 8T GE1THD)

3) EFEA, KEE#H, NIILE, ®RBR, fEIIZdr, B LG, . %RRIEMAN A2
WA BT A 201 TSGR A2k MEE 2017;28:715-47.
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2749 %

® 27491 BEEZEROKF (JO42003 EBE—EMT—2 Hwy b4 7T)

Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

MedDRA System Organ Class COHORT1; EMICIZUMAB COHORT2; EMICIZUMAB All
MedDRA Preferred Term (N=12) (N=2) (N=14)
Total number of patients with at least one adverse event 12 ( 100%) 2 ( 100%) 14 ( 100%)

Overall total number of events 90 9 99
BlRlEE
Total number of patients with at least one adverse 9 (75.0%) 0 9 (64.3%)
event
Total number of events 18 0 18
B 2 (16.7%) 0 2 (14.3%)
T 2 (16.7%) 0 2 (14.3%)
g 3 1679 0 3 (14 30
[=] 'ﬁ . 0. . 0.
BREFRMEEE 1 ( 8.3%) 0 1 (7.1%)
O 2 1 (8.3%) 0 1 (7.1%)
Ak 1 (8.3% 0 1 (7.1%
Ty BE % 0 e
)
e : L
AIF9EF 1 (83%) 0 107 1%
i es) 1 (8.3% 0 1 (7.1%
BEES L UVFERE
Total number of patients with at least one adverse 7 (58.3%) 1 (50.0%) 8 (57.1%)
event
Total number of events 17 1 18
B M AiE R 2 (16.7%) 0 2 (14.3%)
" o i3 . i
DARRYSHL - FaT 4L LKER 1 (83%) 0 107.1%
IR 1 (8.3% 0 1 (7.1%
iﬁﬁ%ké 0 1 (50.0%) 1 (7.1%
BEHAVOAE 1 (8.3%) 0 1 (7.1%
BEOE 1 (8.3%) 0 1 (7.1%
Bt . R
B % i (8 3% 0 RERD
—fE - 2EEESSVERSHELOKE
Total number of patients with at least one adverse 5 (41.7%) 1 (50.0%) 6 (42.9%)
event
Total number of events 5 1 6
F2h 2 (16.7%) 0 2 (14.3%)
REEFE 2 (16.7%) 0 2 (14.3%)
ERH R EERG 0 1 (50. 0%) 1 (7.1%)
EhE 1 (8.3% 0 1 (7.1%

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/GSR_LTS/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet02]_se. out
08DEG2021 10:50 Page 1 of 3
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Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021
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(#1)

MedDRA System Organ Class COHORT1; EMICIZUMAB COHORT2; EMIGIZUMAB All
MedDRA Preferred Term =12) (N=2) (N=14)
KRESLUVETHEES
Total number of patients with at least one adverse 5 (41.7%) 1 (50.0%) 6 (42.9%)
event
Total number of events 8 2 10
i3 1 (8.3%) 1 (50.0%) 2 (14.3%)
% 5 FEfE 1 (8.3%) 0 1 (7.1%
B EAE 1 (8.3% 0 1 (7.1%
BEULA 0 1 (50.0%) 1 (7.1%
RIER 1 (8.3%) 0 1 (7.1%
AEE 1 (8.3%) 0 1 (7.1%
ERP 1 (8.3% 0 1 (7.1%
BEMEES 1 (8.3% 0 1 (7.1%
MES LV VNRREE
Total number of patients with at least one adverse 4 (33.3%) 1 (50.0%) 5 (35.7%)
event
Total number of events 5 1 6
M/ A 1 (8.3% 0 1 (7.1%
SF R ERGR DME 0 1 (50.0%) 1 (7.1%
#HRZHEEAM 1 (8.3% 0 1 (7.1%
B 1 Bk 4 e 1 (8.3%) 0 1 (7.1%
FENE AT TR ER R A E 1 (8.3%) 0 1 (7.1%
Zm 1 (8.3% 0 1 (7.1%
BE. PESLVUESHHAE
Total number of patients with at least one adverse 4 (33.3%) 1 (50.0%) 5 (35.7%)
event
Total number of events 8 1 9
15 0 1 (50.0%) 1 (7.1%
ERfE) 1 (8.3%) 0 1 (7.1%
SEERIEG 1 (8.3%) 0 1 (7.1%
RIS 1 (8.3%) 0 1 (7.1%
&ﬁﬂ% 1 (8.3% 0 1 (7.1%
REBLURERESE
Total number of patients with at least one adverse 4 (33.3%) 1 (50.0%) 5 (35.7%)
event
Total number of events 5 1 6
= 8 MLAE 1 (8.3%) 0 1 (7.1%
BAURR 1 (8.3%) 0 1 (7.1%
Bk 1 (8.3%) 0 1 (7.1%
BEH U LME 1 (8.3% 0 1 (7.1%
B kY LIfE 0 1 (50.0%) 1 (7.1%
BERRE L UREHEBIES
Total number of patients with at least one adverse 3 (25.0%) 1 (50.0%) 4 (28.6%)
event
Total number of events 5 1 6
Eﬁﬁﬁﬁ% 2 (16.7%) 0 2 (14.3%)
HEhE 2 (16.7%) 0 2 (14.3%)
%ﬁ%ﬁ 1 (8.3% 0 1 (7.1%
70 B % 0 1 (50.0%) 1 (7.1%

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Mu|t|p|e occurrences of the same AE in one individual are counted only once except for '
events’ row in which multiple occurrences of the same AE are counted separately.

Total number of

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet02]_se. out

08DEC2021 10:50

Page 2 of 3
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® 27491 BEZEROKF (JO42003 EBE—EMT—2 hy b4 T) ()

Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 10SEP2021

MedDRA System Organ Class COHORT1; EMICIZUMAB COHORT2; EMIGIZUMAB All

MedDRA Preferred Term (N=12) (N=2) (N=14)
mEESE

Total number of patients with at least one adverse 3 (25.0%) 1 (50.0%) 4 (28.6%)

event

Total number of events 4 1 5

EMHEME 1 (8.3% 0 1 (7.1%

ainE 0 1 (50.0%) 1 (7.1%

B 3 vy 1 (8.3%) 0 1 (7.1%

RERERAR MAR AE 1 (8.3% 0 1 (7.1%
FRRERES . .

Total number of patients with at least one adverse 3 (25.0%) 0 3 (21.4%)

event

Total number of events 5 0 5

=k =pnd 2 (16.7%) 0 2 (14.3%)

FHeER & 1 (8.3%) 0 1 (7.1%

SRS % 1 (8.3%) 0 1 (7.1%

2HERE % 1 (8.3% 0 1 (7.1%
AHEE .

Total number of patients with at least one adverse 3 (25.0%) 0 3 (21.4%)

event

Total number of events 3 0 3

BIFARE 1 (8.3% 0 1 (7.1%

kg 1 (8.3%) 0 1 (7.1%

5 DHEIK 1 (8.3% 0 1 (7.1%
FRREE . .

Total number of patients with at least one adverse 3 (25.0%) 0 3 (21.4%)

event

Total number of events 3 0 3

C—RIGHEEBIEM 1 (8.3%) 0 1 (7.1%

JORRAVEVISH AT - 28m 1 (8.3%) 0 1 (7.1%)

meEAhY o LFED 1 (8.3% 0 1 (7.1%
IRfEE

Total number of patients with at least one adverse 1 (8.3% 0 1 (7.1%

event

Total number of events 1 0 1

T LILF—tEEE 2 1 (8.3% 0 1 (7.1%
DS

Total number of patients with at least one adverse 1 (8.3% 0 1 (7.1%

event

Total number of events 1 0 1

SR 1 (8.3% 0 1 (7.1%
HERES

Total number of patients with at least one adverse 1 (8.3% 0 1 (7.1%

event

Total number of events 1 0 1

GIEErS 1 (8.3% 0 1 (7.1%
BB L URBESR

Total number of patients with at least one adverse 1 (8.3% 0 1 (7.1%

event

Total number of events 1 0 1

1214 B iR 1 (8.3% 0 1 (7.1%

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_LTS/prod/output/aet02]_se. out
08DEGC2021 10:50 Page 3 of 3



TIVAST 2.7.5 ZEICHEK Page 1



TIVAST 2.7.5 ZEICHEK Page 2

275 SE R
1) 2.7.1 THIH L7=3C#k
[2.7.1.4 Z2ECHR) 2R

2) 272 THIH L0k
[2.7.2.5 Z2E3H) 2R

3) 2.7.3 THIMH L7= 3k
[2.7.3.7 2 k) S

4) 2.7.4 THIH L7730k
[2.7.4.8 ZE k) R

5) 2.7.6 THIH L7z 3CHk
[2.7.6.2 ZE k) R



TIVAST 2.7.6 il 2 DFRBROE & D Page 1
B
2.7.6 B 2 DIFRBR D TE & 8D ettt ettt e e eeeann 3
2.7.6.1 ettt ettt ettt e eaeaeen 5
2.7.6.1.1 % RIYEIM AR A BE 254 L-EWNE I fHEEERER (J042003
/) [OOSR 5
2.7.6.1.1.1 B ettt eneeas 5
2.7.6.1.1.2 T DN AR ettt et 10
2.7.6.1.1.3 S U 10
2.7.6.1.1.4 S L OO 10
2.7.6.1.1.5 FEIIITIEE oottt 11
2.7.6.1.1.6 B LSOO 11
2.7.6.1.1.7 AN ettt ettt 11
2.7.6.1.1.8 B U 15
2.7.6.1.1.9 B oottt ettt e et e e e eranen 15
2.7.6.1.2 MEEERE S VI [NFIoxtT 514 v b BEX—%2RH L7 WERE XX
FRASED IMAR A B x4 L U5 I AHER IR ER (BO41423 3
) IR TSP 16
2.7.6.1.2.1 L ettt rernen 16
2.7.6.12.2 T D PN AR ettt ettt ettt 18
2.7.6.12.3 S = OO 18
2.7.6.1.2.4 B T ettt ettt ettt enees 18
276125 AN ettt ettt 19
2.7.6.1.2.6 B ottt ettt e et n e eranen 20
2.7.6.2 BT SRR ettt ettt ettt ettt et ettt e ettt et et 21
2.7.6.3 ST 3N 22
2l
2. 7.6- 1 B R R R oottt ettt ettt 4
# 2.7.6.1.1.7-1 AEFELOBIE (JOA2003FRBR)  ooooeeeeeeeeeeeeeeeeeeeee e 13
# 2761251 HEFLOBIE (BOALA23FRER) oo 20
F 2.7.63-1 HEFLOEF (JOA2003FRBR) oo 22
# 2.7.63-2 BWEFADEEE (JOA2003FRER)  cooeoeeeeeeeeeeeeeee ettt 24



TIVAYT

2.7.6 fH % DFEROE Lo

Page 2

BEE—E
W& 55 FA 4
APTT activated partial thormboplastin time TEMEALE Sy e AR T T AT Ik
3]
aPCC activated prothrombin complex concentrate | PR 7 0 ko v v A IRELA]
AST aspartate aminotransferase TANTX BT I ) VT AT
= 7—1
BMI body mass index P FE FE
CATCH Comprehensive  Assessment  Tool of | —
Challenges in Hemophilia
CLCr creatinine clearance JVTF= 0T TR
COVID-19 coronavirus disease 2019 B o v T A L A EGYE
ECOG-PS Eastern Cooperative Oncology Group | —
Performance Status
EmiPref Emicizumab Preference Survey T I VAR TR EY— A
F1+2 prothrombin fragment 142 abar eI 7 A M2
FIX factor IX Afi 5 B 251X K] -
FVIIa/FX — s PR bt N ML EE I 55 X [N
PEALES VI A7
FVIII factor VIII LU [ 275 VI [A] -
FX factor X 1 5 e [ 55 X R
HJHS Hemophilia Joint Health Score —
HRQoL Health-related quality of life —
MBQ Menstrual Bleeding Questionnaire H % H 1 B R 2
MD Menstruation Diary Hi#% A&
NCI-ODWG National ~ Cancer  Institute  Organ NEDS ABFFERT Organ Dysfunction
Dysfunction Working Group Working Group
PBAC Pictorial Blood Assessment Chart
PT prothrombin time =0 N = A 1 =53
PT-INR prothrombin time-international normalized | 7’2 k& > & 2 REH][E AR HE L
ratio
Q2w every 2 weeks PRl
Q4w every 4 weeks 43 ]
QW weekly L3 )
rFVIla recombinant activated factor VII AR 7RI 2 T MR i R R [ 55 VT
K-+
SOC system organ class FRE IR
TMA thrombotic microangiopathy AR PERU ML E E
TTP thrombotic thrombocytopenic purpura A i N M SR B
VAS visual analog scale Yo TNNT a S A r—)
WHO world health organization S O G A
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2.7.6 BrDBREDEEH
2761%, =ITVA~7 (BlaFM#z) U, =3I X<7 354 RO5534262,
ACE910) Fz FyESIAl (LI, AHKD) o [ RMEMEEEE S VI K7 KZBF BT 5 i
MO DORRE « AR ZBINT 5 70 ORGEIRFE KGR H A TRR S (DI, AW
DEETH D,
KHFEOHKT —Z o r—VICEENHEHRRBE B EE 27.6-11ITR LT,
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= 2.7.6-1 BRRABR—E
%[/ AT A HRBE E3 BHELUAY BRI AR
ARV S T # b
o 7H
H |1 % i i i 1875% LA _E oD 1% KM 1. fé‘l‘ilbﬁ@z‘@: Day 1126 mg/kg & Of Day 212 ak— R 12f  FEhET
A 11042003 L R AN A B FOBERORI) 3 mo/kg DRIRTH TG (AR ak— 1o o 2021F4A
5350.1 fr, H7 ¥ #4) L, Day8’5 1.5 mgkg O 23H
e e FB:C B RRR IS TR R TG
LR (HEFF 5-)
aR— M SRR S T
a7R— R2 SRR IE I i
-
W | 111 % i B¢ 3t FVII A & 5 — 2k HOME, 3 meke # R c4lE, 43R 7261 It 1
571\ B0O41423 IEJ, %ﬁ; 3551%75@@5%!?1@‘43 %#@%ﬁﬁﬁ&@%ﬁ &‘F&’j—i L7 (ﬁ?’ﬁ&lﬁ—i) f"ﬁ’ 2021 45'5 4
53541 HEM FIED e RYEMLAR % BE OIS L TL5 mgkg & H16H
S %g A B LERIRE, 3 me/kg % 238 B X ix
SHEEF 6 mg/kg & 4HMFEO VT AT
TG (MR 5
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2.7.6.1 BEZ
27611  #XMMRS A BEEHRE LENE Il MEERRE (JO420035
)

FHm&Er - 5.3.5.2-1)

2.7.6.1.1.1 Bz
158 O BRYEMAR A BEZRIGUS, IV AT ORENE, FohE, EPEhELk o)
FNF e i o ZhEsdtFE, EEWR, FET 7 nb, B AR

St PR AR ¢ [EIPN TR

NFICHR (51 SCHR)

— Shima M, Nagami S, Yoneyama K, Nomura A, Ogawa Y, Amano K, et al. An investigational dosing
algorithm of emicizumab for prophylaxis in acquired hemophilia A. Blood 2020;136 (Supplement 1):
26-7" .

TR BRI
BUEGOFRE B : 20205456 56 H
F—HHhy FATH 202144 A23H

B 7 = — X %I

HEO R ORHIEE : #RVEM AR A BE 2RI, Aflz TG LIcRoL ek, A,
FENRE K O F e et 5,

Z2MICEYT 5 BMRUEEMHEE

AKFN % 2 TG LB 0L 2>\ T, LFOEA 2 HAW CTREICEHE+ 5,
o f[EFH

e FERe L5

MARPER N IEE  (TMA)

HESHBAL S

BEEOBEIE, 774 7F—RKOTF7 4 F7F L —kES
PR MR A T AL

INA BV A

12 LR

B R R A il

MIEEEE S VI K7 (FVID) A > b bE¥— (I v A~ 7RG, =3I v X~ T
RS — B A ZE)

o HmITX=THUE

BEICEY 5 BHIRUEFHEEB

A% B TG LTZBRO B DOWT, BUFOFHEEE %2 W CRHET 2,

o EHIMIN O M REERE K AN L D ia K2 2 L7 il R

— EWIE N O KAk T I (HE MER D FE B IR E D £ TOHIH)
—EHIMN O Mk E R A o SR (bR, &G R, &5
—EMIRN Ol oI I (i, iP5, e
—EHMN O~E T 1 B REDOHER
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o AP

o U UTF—a UYIEIFENE TOHIRM

e Eastern Cooperative Oncology Group Performance Status (ECOG-PS)
* RFNIEIE G- b AFB 54T/ ok £ TOHH

EVPRECHTSEMERVEEER
AHN e TG LIZBROSEMBIREIC DWW C, LLTF OFEE A 2 AWV TR 5,
o [P I A~ TIRE

EHZICHAT 5 BMRVEEIER

KA 2 e TG LB )22 oW T, UIFOFHMEEE 2 AW CEHiid %,
o FVIIIEME (= v X~ 7RIS ; = v X~ 7 dfn g —Bik)
FVIL{EME (= X~ 7 IEROGNE 5 7 SEE R 12 W o6 R E E)
FVIL M (= I X~ T ROGHE 5 v MERER T2 Oz A B )
A P i R E 2 IX IR (FIX)

M A e E 5 X K- (FX) JREE
ALy e v R T AT EER] (APTT)

[NA=I A i

7u ke U (PT)

7'a b v R EBREEL (PT-INR)

D-#A ~—

Juhknrerr7I 7 A 142 (F142)

T4 7N =T

BB OA &

JO42003 5Bk 1368 RIEIM AR A BE AR Z L TG Lo R e, Ak, Eyihiek
OIENFEERT D707 A v SN 2hiskItF, JFER, ET &2k, 5 I FREER
REBTH D,

JO42003758 CTl, AHKl% Day 1126 mg/kg % ) Day 2123 mgkg O & TR T L (A& 5)
L, Day 8,5 1.5 mgkg O & CUAMMRIC TG TE (MER&E) 32, JO420033 85k
BEE SN BFNL, AFIEGHET /P IEERYECRE Y T 2 UTTRBR O H Ik F COARKIB 52 Mk 3
Do AFBEHKT /LB OFEGIZHFR L, AFEEKT Ik LIZBEIE, AFIRE
T /IR 24E M ERAEEEI ORISEOBIBICHY) OZeET7+u—T7 v 7 &2 LT 5,
ARFNP 5T LT, FVIL &M (= 3 X7 IERUGHE ; = 3 3 X~ 7 Hdfn T e[ — B i)
2850 TU/AL #8, 7> DT ORI 2 B L 7= HIML T 56h3 2 Be i oD i i v [ [A] 7~ S 458 5-1% 7 2 e [ i
DB LTNWDEZ ETHD, AREEG P IIEEEL, HIREVTFARTERVWEEEFZORILTH
Do

JO420035R BRI, SoAEMNHIRIESE N N CAKZ R G3 5 a2k — &, SEMREIETR T
TAFNZHEGT Hak— 20, 2200 ak— N THEERIND, RIS, TRBRREERE S TRZim
HIRE 2 B BB T E T ER T D185 L LD R AR A B %, 2h— b IR0
BIEERT 5, 2R — MO KO2F] B O EBFBHEIX, [FHOYEEE OEEEZEET 2 #E
WCEDSE T HMENDH D,

BRMEMAT A BFIZB T A ARKOEBEHE - HEZHRT 5720, HRRMOAR A B
(BT B MEHE - AEOBEUIMEZ T T — % L v a—ICCTiHMiid %, IBRIKEE 1L, 2h—
b LTk S T2 B ) D 651 D3 A $ G- BRABA L (228 - 7o IR i, AT BT IR U TEALLLRNIZ,
FNETOREME, A, EYBELROE) 74, EFEMELBHRO L, BEIIHMEL,
Mk - HEOMEUIEZ BT 2, AL - HEOEENLE L SN 5HE81E, 28— MIZ
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BICRER 288k L, Hil-/2HiE - HEZ R 2 aletEnd 5,

L - AENEYTH 5 Ml S-%IC, TRBRSEIE R CIRBREML () ERilC X%
FE NI O T2 AN IR B2 25 08 & fIl S 7218 LA E ot KRB AR A BB O a7k — h2~0D
Bera B L, 110N EXRERT D,

THEMENTIE, LLTOT X CTORMNEZ SN T-R R CEET 5D, HE - HEOEE N LI L
W S NTEEEX, ERZOHE - HRICTRRA G L72BF BT, UFOTXTOS5
DT S-S CERT 5,

o IR— b 1ITHIE 10 BIRAEESN TV D,

o IR — b 1 D3 BILLEDSAKRFIEGHK THEREICEE YR, BT ru—T v 7 (KEIES

BTH% 24 R 25T IR 7+ a0 —7 v 7 FIcERE I LT 5,
o  IR— b 1LIZBWT 1 ETHIEBREORE 2521772 10 BINAFIZ ST ik, KA
5% 24 UL EfkRE, SUFTBERFIEOWTHNICEREL T D,

TRBRIR I, AFEICBET 2 E®R (BE58, B4k, BEE, S0, &53F) 2z, Hin
(BRI oGS (EE, 0, HOmERZSELE R, HOmE RS O B RE, JRIA, K~ Y
M), BER Lo A B AN BT o e (38414, 55, HAY, AR , ABRICBET 5
Bk (ABEH, BFH) KONUAE Y FT—3 g BT 21E® (FEEMRD) 2S84 5, #
TR, A2V A, R, KE, BIRRE, 1255.0%KX, ECOG-PS #EHliX, IAHR
Fhi A Y 2 — > TEMT 5, BREREICITL RGN, Rypshbe k O =
FEAM A O M HARAR ORI E F D, BB I LG ERER L ORI OHE,
MG IE A BUST D, FEHIZRBIE - MBED A7V a— ik, {BRIEEA 7Y 22—V B
THI L,

JO420035R TiZ, ML FRIZ BRI E L TARAZ &G T 5720, A4 CGa1iE, &
PG U C i e [ IR - 8K 2 & D b 1k s & £ 95, mPoxI v X~ 7 13BEED
EEERE 2 BRI 2 AIREMEN B D 72, AAIFE 5T C ikt E K 78K 2 3 2B, ©3
EaEFEEEICBWT, HilL TWA Z & 2R L7 ETREGZITV, BBRE_RA T V2 —b
(MR EEE K - 3A B GO =2 U 7)) ([ZH > TEMOBERMREICL2ET=4 U V7 %17
), BAGFHAHA Z TR PR EEE S VII [N+ (FVIIa) A% FVIT 8ANIC L 2 885 oE
W, EWA A SUXM KRN 72 TG 21T 5 %6, & L <X 0o B /YT ik el K 15
Fa2RAWBHEAS, BBRERA 7Y 2—/v (EEEE N RAREEOT=4 1 7)) ([Zit->
TEMDBRARBREICL D=2V T &(TO, RFEGERT /FILE 7+ —7 v 7HHF S
FAROXSIEEAT 90 NANARBNZMEHT 2551TIEMTE S &2 b b &EEHED rFVIa
P EEHA L, EER T 2 b e s B EA A (aPCC) K ONMZERME A kB 2 X K1
IEMEALE VI N7 (FVIa/FX) RAIOMFE AT ARE/RRV BTS2 & 9%, FVIII A > b &
K —DHAMEL, 20 FVIITEES R S 258121, FVITESIOEH b BE S,

7083, JO42003FABRICEIT D TR EEE R -84 &%, FVIL 8A], A 3288 ((FVila
A aPCC KON FVIHa/FX 8K , 7 VA4S Lo vr— b, 2milm, FrefmssmE, ~a
0 A REAL T 07U = U BE K OV EXIT A L ERT D,

E OB B

adR— b1 BEGIEEARI06, BEEIE26, 611261, BRIEMRTSRER 1261, 24t
AT R SREEH 12451, SR BHREARMT X SRR 12001, SKIJAFRMT S AE R 1201, o JEAMEMRAT x5 4E
[H1245]

ad— b2 BEFEFICLE, BEREIEop]

PHRUOETELGHAARLE .
1) BeRALTE
TREOEHDOTRXTITiEY T 2 BE % JO42003 B DX 5 & LT,
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FIERACEIZEA L TCWDE, BERANILZFEENEELWEAIE, RGEEPORE
BB LD EBRBINORENMF LN TV DHE,

FES N KPR, 1REGE, BERE, LOZOMOTIEEZETT5Z ENARETHD
#,
A& B OAEER Y 18 L ETHh DA,

BRMEM AR A L2l S Cnb3,

BERAT 7 BN OEIEORAE T FVIL {EME 50 TU/AL A&# & Y FVIIL 1 > B B4 —0.6
BU/mL Ll (FVII A v e X —HE&ED D~ F4 7% 1.0 BUmL & L TWAEERTD
BAIX1.0BUmML LLE) THDHHE,

e RMEM AR A (ZBSE U 7= i B O/ SO AER 23 8V, 1REREEkRAT 24 # o H
i & — R & OV R [ K] - AN X IR BRI OFLER N R STV baE, (ks
B A - BA 2 U7z 2 &R0 RO RIEMLAIR A OFFREEN 24 3 A O DX
L AREL T 5)

PARE GRIRICESARWEARN 12 DA B L CTEBY, M OMRUSOE RS HE
SN ITESTELT, 2ORETFN (MAPIFRLEO /I +E Ofb) %07
ZENRWEEOSE

A7) == FREO MIEEIRRAE CEETH 2F, BEHIM & OVEBRE O R&HE 50
AR Y 24 WX, ZEET 5 (FRMERIMEAR ZRET 2) D RIBEE R DY 1%ATH
THHMHE S EEFAND Z LIZEET D Z L, ERBEEELICRD 1%KR0 T 5B
Lofl L LCiE, meEsEitk, BTN, ASUE AR T PR R, #RAH
FE PR B o EF AN S5,

TRBB SRR S CREMHIRIE 2 E O IR T EIIFER T OF, (ZF— K1 DOH)
TRBROB SRR CIEBREE () [EATIC K 0 S P HRE 20 23 IR #E 22 75 e & f I S
-#, (ahR—F20H)

2)  FRphAELE
TREIHE OWTIUNIIEE Y T 5 BE 1L, 104200378870 5 FRA LT,

a.
b.
c.

d.

B RV AR A LSO H M PER BN S 5 H,

BERAT 12 7 B AN AR AR BT T~ B IRIE  (TRHIRIEIZBRS) &= 7%,

B 7 —FPURRIE T 7 m 7 ) BRI G O BRR R AR EOE OBEE N &
RE

TMA [ifnAetEf /MO PSRBT (TTP) |, FESLBIER ME IR B A RS ] DI U
FIEERHL2FOHMIC LY, IRBRET () EMICLY TMA OU X7 BE L]
W < 7=

AREBRWIRE TP TF Gtl, UIBRHEIES O 2/ R ) O T ERH D HE,
TRBRBERET 15 BELINICERE ¢ 707 ) UEE U Tl Ess s it S h - &,
SAFTEBREEIE S TRy 7 a7 ) VRS L MR O TO T EN H HHE,
BRI ZHE LT RBRN S D H,

AHNDA DB A G LTV DHFE, XITRREZ IR EICHKE L TV TE D ) bk
HHMNS 30 B U O 5 UL EOWTF RV 2 RE L TR0,

T hi M OV AL,

Z O, JO42003 FEROX G L LT E LRV ERBREML () ERI2VHIN L7235,
Bz, M IIMAED Y A7 2 L EMESE 2 a0 b 558 GEEEE, ity
VIBEPIREGERS) A0 LTV AFIZHONWTIE, BEORAMHREOBEND, E
EIZHE5 2 &,

WERE, RERUKRERE
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A% Day 1126 mg/kg X O Day 2123 mg/kg [ F#45- (Afi#45) L, Day 8/)H1.5 mg/kg
Z MR CR T &G MERHRE) Uic, ARFNTMEE, KB R O ERiick b Lz, 2720,
BEVPEREZT 5L, B~ ThRnwZ & & L,

*EE AERUOERSEHE:
ML,

A OE OB M
BEWAR] « RBIRGHET /IR EEAEICE M T 5 F TUTIBRBRO F 1k F TARAR 5 2 {3 5,
BEVET +a—T7 v TR KRG T S IE%24

it F &
1) Az

HIWEFRAT R RERNL, AFN OG- %207 EH1RZ T T-T_XToOBEE L L,

JO420037R T, KA 5 ORI 2 F MM E SN TRME L7z, RREZZE LN
MAZ DWW TOH ML, AFYIEE GO ARKFERGET /R i E TCOMMICHT 5, ik
R 3IRNC L D182 B L HioE$k & U CER Iz, HilnmE, Wiz, KOSk H i
~OFYMEIZHONWT, BEI LI EER LT,

ZDOMOFZHMEIZEET 2 FEAME B (26 Ui, SEdlfHc S S RAHOMEE (EHA K
K OVFEZES) (S U CHEAFHEHEEZHWTENTLIZ L& LT,

A X S DORBUEED D 72N GETE, BEHIFER L 2WEERH D & LT,

WP R ARGAR E I TA T O R o 72,

2) HAEhRE
SEWENREIAT S RENE, AFI DG 2D < L H1EZIT, &E5%IC1ET S Ry Biea
HHAHUES NS XTOBE L Ui, EYBERERHGE B OBEAREH R 2R Lz, BEIS
UTC, EMBIREDIRET MIC K DT 2 M L, HlgREETHRET LI L& L,

3)
MR R SRR, ARG 2D L B1EZT

, BHRIZIEIT b TSR i
DHE SN T _RTOBE L Uie, FFaHmE A o BRIHE

HEARE LT,

13

Tl

4) et
LA RIGEERNY, AAOR G2V Eb1RZ T T XToREE L L,
FEfES PEPRETTR, SA XA, RFELER, EREEMEO FVIL A v b
X — DR ERN A @ L, et AE R L,
HEHEGIZOWTIAA O 72 L2 EZ I T 572012, BRI (SOC) & HA
FECEZRINT-FLN, KOEEEZ L— RN E £ LT,
FERRAEIC OV T, BN EZ R L, EiZ, R AEERE (WHO) #HM%EZ7 L— R
DEAT =N EHNT, XR=Z27 A4 b0 ERRTH 7 M —T Vv EER LT,

5) SR

G RN R REEMNT, AFNOEEZ2/D7< b1z, &5RIUIREZICIRTEHHT
T I VAT THRPHAE SN TR ToOBHFE L,

R—=RA T A VR OR—R T A RIZBIT P X v X~ THURGEB] & OB 0 %5 & 5
B (R=2AT A VIRRAERERLOR—RAT A VERBLR) B LT, N—RA T4 VERBBERL
BT DEE, N—RTA VT 2 U A~ THRRRE I T = RITH 720, _R—RA 7
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A UBICBRIBENT 1O EOREITH = I v A~ 7THEBRME Th > - B (GRER5HR
PEOFEMBPUREOER) , X, N—AT A VEHIH T I VA~ THIRBETH Y, =R T4
VIRITERBRE N1 EOREITH D IV X THURMEN R — R T A VEEOARELL L o7
BE (RBRIRE 585 O PUEMPUARON) 1%, PlT 2 ¥ X~ THURBRMER & r2x Lz, —7,
NR—=R T A VEFIZH I VA~ THRENE I T — 2 KPITH Y, X—R2 T A UHICERE
W FRORETHLHT I v A~ THiREETH - 72 BE FEEMPUARSZR L) , Xk, X
— AT A VI S VA THURBEETH o T2, R—Z2 T A VBRI EN W0
BCHi I U A~ THRMNR—R T A VBFOMELL L 72 5o - BE (RBRER 5O
WEEZ T 72 o TR HERMPURSOR) 1E, Pl I v XA~ T HURRRMER] & A7p LTz,

Pl I U X~ THUAN L &M, Ao, EWERE K ORI RIFTREIZ OV TR LT,

2.76.11.2 BEDRAER
FHEMENTOFT — 2Ty FATH (Q0214E4H23H) £ TIZ, aA— MUTIREPEES -, &
SR SN T BHNIARAN OB G- BMG STz, AFO#KE % Filk LB XV o7z,

2.7.6.1.1.3 BEER
2BION, Bidgehl, Fhof Rl (FHPH) 1376.05% (50~92) THV, 1T A DB
1) »65mLl ECTh o7, REOHIE (HPH) 1351.45kg (38.4~85.2) , BT FE 454K
(BMD) O gefii (#PH) 1321.08 kg/m? (16.3~30.2) THh-o7z (F 2.7.4.1.3-1) ,
JO42003 54 BR TIX B HERE R E J ORTFHERERE E IC O W TRRAMEHER R 1T T\ e o 7o, TRAEJE
REMEEERSEZE  (Cockeroft Gault formula (255 7 LT F =07 U T T A4 FEILUET30 < CLCr
< 60 mL/min) FBE 4B, &EEHEEREE (R T CLCr < 30 mL/min) B3 32618 &k I 41
Too PEEERERES (RE Y L E S KO AST (IZE-S < ESLA AMFZERT Organ Dysfunction
Working Group (NCI-ODWG) JEUETHE U L v v 28N EEUEME LR D 1.56% % 8 2 0> D35 LT ]
BEMMEEN PNEEEBEHEREH V) |, sEERERESE (FEETRE Y LE R
YEME ERRO3MEZH 2 22 D105 L0 F) BEITE EhinoTz,
BRMEMATR A OBZEHGIRFREEIF £ CoOMB oP Rl &) X17.58 (2~2167) T
BHolz, WO FVILIEMEO RSl (FPH) 131.0 TU/L (< 0.8~36.6) Th 7=, ZWiEFD
FVII A > & B —0O#iHIZ1~149 BUML Th > 7=, {REREERAT240 I Hfn Rk fgdk &
L C I 7% V6% [ (K] - 451 A 46 SR I, 247 - 7= B 1R 12480 8] (66.7%) T o712, FDN
UL, rFVIa BAA7HIC, FVIa/FX BF 232612, aPCC, FrEsRs A, JR i ERE & Ot
JRER I A E BN ST (58 2.7.4.1.3-2)

276114 Bk

KA G-BAAG TR DA ZPERHEBIR T, 1B a2 Lo 2aidh26] (16.7%) THRIL,
R ZE LR, $_NTORHMOWFHEIER L2207,

a2 % Lo il oF RS, 1268011461 (91.7%) T, AKHIEGR AR OF DT
MHAHE TRD T 20, BrDEETHo72, FRHMRBOEMEBITIHREZE L, 15
WA B LRI, A, 3 ToORMIMm N OMEHR 2 2 U7 R i < — & L TR
ZRDTo, 1EHEE U i & 8L U7 B TR B ARKI G- BRAART % O A 2Sh: AR I L sk
T iR 2 % L7z i o HiERIEGEH R OFI &, WONS e 2R3 L7 BA 281 % AHA
P 5-BhaR T OA BWEREAG I 3 2 4 i i o i e ARSI OB &1, ARFIEG-BR LA
B3 DA DR bz,

AL Y 15 K] - B oD 5 1 e OV, 2 4B & U 72 S8 OB AR A & 5B AR AT O A 20 MERFA
TR 2338 0 DAL, ARG T i B ) K] - B 2 6 e Oviif 247 - 72 B IS
BT 2 IR OO B Je O 5[0 T IIASHI -5 BR A6 1T 0D A 2 Pt 490 e 2 o 998 26 1 ] - ]
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OF I} O\, 247 - 7278 O, 1612 Bk < 661 Tl LTz,

NET O Y REIIARFERGHGLFIZE AL EDOBRETHEML,

B RYEMAH A (ZBIE L CTAPE L7REE CTARAI OB 52 Bits L7129l o, 361 (33.3%) 1%
AHN G4 T HEEE 7= T RNIBPE T & 7=,

TR VNAEY T — g COBERR -T2 BE 261) KT Day 1RHCEEIZY ~"EY 77— 3
CEBMBLTCWERE G 2B L T, Day WY ANE Y T—3 a VEBBL TR T
THION, HELL L (56]) DBFEDARAR GG OR2EMZIITY N Y T —a & B
HTET,

ECOG-PS iHMfi Clx, 741 —7 v 7 Week 1DFERNH - 72 11FIHF3FNZIBNTIA 2T Dk
ERBO O, PALNREERDOTEE TN 2o T,

2.76.1.1.5 e/
AR DG 2= F, &ERKERIC EP:E IV AT TRENPE S NTZ 12810, 84
(66.7%) Tﬂiﬁl%‘%%ﬁﬁﬁﬂuﬁif P I VA~ TRE N T TEN BEGRE T
%éw;@m;ﬁ @%Ltﬁfbﬂouifﬁi,9@(%0%)Ti$ﬁ%5%ﬁ%L%i?
WP I VA7 RE N7 7EN30 pg/mL BICHE LZRESS DLl EFEE Lz, g
T3 /X77%fb77ﬁ®$wﬁi AFIP 5-BAAA 1 % OBF T30 pg/mL % k> TH Y,
Z D% G EFIRE THERF STz, AFIEGBMBI~4RBICBIT 2MEh = I v A~ TRE T
T EOFEIMEIL, 36.5~38.7 ug/mL (9~12f1) O#HPHTH - 7=,

276116 FEhE
Day 112 FVII EPEAY50 IU/L A3 T - 721151106 Tk, T—F v b4 7 B E TIZ
FVII {EME2350 TU/AL BEIZ R LT, AAIGRGE, 7P~ —H—0N, APTT XU k=
VB VAR TN A BV, PT, NHR,DE4V~,Hﬂ TA4TV )=,
FIX KON FX TIIAFFE 5 L 2 BITZRO LR o 72, in vivo EE[EIRETLIHE &2 /RIB T 5 KK
LEE L7 FVIL X35 Sz tFVIa 85 & 03208 BRI S =2y, BERER
EUIBE L T\ o T,

2.7.6.1.1.7 Z&H

HEHEZLOMEEZE 2.761.1.7-112, BEEROELEHZE 2.7.63-112, BIEHOEHZE
2.7.6321ZFNEhR LTz,

FEMHTOT —F Ty AT HETIZRBAT R TORETHEESNHBERDO LN, A
EHOOEEML L, EIC Gmmtiﬂf%otoErrﬁGmmIZM@ﬁ$$%i%ﬂd0
HRH LT (MRS, AR, M/ VRIsE, FE, SVERE BN 2%, IHA
fE, ity g v 7, FEWEL PERBVE K OGRS 1) o ZOW, ﬂwmiGmmwmm\
WIETCH Y, IFEETH -T2, IS OVERREES SSITFRD bZenoT-, 1F
& EDOFEREGIIAAE ORFEBEBEAGE S, BWERIE3G] (25.0%) 1234 (iR
JE, 7 bhuar 7T 7 A M 2B OVEERIRIM AR ES 1) 38 bl

AR OF G IEIZE > - HFEHEGII o7, IBBRPILICE ST HEFRITIFNIHRD S
, FOEGIIEBEENEN (EAGLHEFS4, © chronic renal failure aggravate) ThH Y, ZDHE
FIL Day 61 (KREIO MG GI8H %) ICHDHEDRMER R OBL O 7= DI TIZE -
7o RBHIEPICHE LEBE I ZOREDORTH-1-, ARFITEEBE RS, BIEORE
OBHEMZ G L T2 &0 n, BHEBIBR & AR & ORRERITEE R L &l &7,
HELRAEFRITI EROETHZ2E D T4 (33.3%) 1260F (IHNIFED B iLT- SR % &
OMEMEIRE K, BIOBENIERS AV IAE K OIS 3~ 7, 5% 2 261 ili28 M OV B ik
WA ) RO, EERAEFRGIT, WL AL L ORFERIZEEZ L & &
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i,

WRIIZE > - B EFLIIIRREH B OREHEICHEY L TREICE ST HEELD 1
(8.3%) IZ1ff (EIEARMARIE) 8D bz, AFEFEEG L AHK & ORREBEFRITERETE
Bl L VB S &Hlr S =2y, BEAEFEIX Grade 1 THEETHY, BFELZETHZ &<
FENHTHZICEE Lz, ARFITHBRYIMHIC aPCC ZEH LT\ ho 7z, EEFIRIL
FIEIT AESI OIieZERMEFRICHE SNz, TMA 13380 SR o 7z, ke E K 7545
PERBEGHOBMOBEBRET =2 U 7 Mb, TMA BHEZRETDHHRITRD SRR ho
77

ANE T 0B PR K OVERE B E R A A2 BRUV T, UL ETTHIE S5 B TTOREKR
AN DO IE DOHERB BB N A NS DD, JO42003 788k D BB 23\ THERI 22 fEH ]
STERRIIZ W%&@éﬁm IRO LN o T, DERK L ONA Z LA B W THRRR
G:Fltﬁ%k fcﬁé%’ﬂﬁ L)) %ﬂiﬁf))/) 71:_0

PLEXY, BRMEMAR A Tk L TR LG FIETOARRBEE X, #BRMEMAR A B
HIZBWTHLTLEZETHY, AEMIIRIFTH-T-,



TIVAYT

Safety Summary

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

Period: All period

* 2.76.1.1.71

2.7.6 4 OFREROE LD

EEEZRDOHE (JO42003:KER)

COHORTT; EM;CIZUMAB

Total number
Total number
Total number
Total number

Total number

Serious AE

Serious AE leading to withdrawal from treatment
Serious AE leading to dose modification/interruption

of patients with at least one AE

of AEs
of deaths

of patients withdrawn from study due to an AE

of patients with at least one
AE with fatal outcome

Related Serious AE

AE leading to withdrawal from treatment
AE leading to dose modification/interruption

Related AE

Related AE leading to withdrawal from treatment
Related AE leading to dose modification/interruption
Grade >=3 related AE

Local injection site reaction

Systemic injection reaction

Special Interest AE

12

1

—_

—_— W —

(100%)
18

(8. 3%
0

(8.3%)
(38.3%)

0
0

0
(8. 3%)
(28.0%)

(8. 3%)
(8. 3%)
0
0
(8. 3%)

Page 13

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately
“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from

the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
8;58E56250?§(8$inicalfstudies/R05534262/CDT70020/J042003/data7anaIysis/CSRfPrimary/prod/output/aet017se.out

Page 1 of 3
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& 2761171 BEEROME (JO420035ER) ()

Safety Summary
Protocol: J042003
Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021
Period: Efficacy period after first emicizumab administration

COHORTT; EM;CIZUMAB

Total number of patients with at least one AE 10 (83.3%)
Total number of AEs 51
Total number of deaths 0
Total number of patients withdrawn from study due to an AE 0

Total number of patients with at least one

AE with fatal outcome 1 (8.3%)
Serious AE 4 (33.3%
Serious AE leading to withdrawal from treatment 0
Serious AE leading to dose modification/interruption 0
Related Serious AE 0
AE leading to withdrawal from treatment 0
AE leading to dose modification/interruption 1 (8.3%)
Related AE 3 (25.0%
Related AE leading to withdrawal from treatment 0
Related AE leading to dose modification/interruption 1 (8.3%)
Grade >=3 related AE 1 (8.3%)
Local injection site reaction 0
Systemic injection reaction 0
Special Interest AE 1 (8.3%)

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet01_se. out
09JUL2021 18:09 Page 2 of 3
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& 2761171 BEEROME (JO420035ER) ()

Safety Summary
Protocol: J042003
Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021
Period: Safety fol low-up period

COHORTT; EM;CIZUMAB

Total number of patients entered in Safety follow-up period 11
Total number of patients with at least one AE 8 (72.7%)
Total number of AEs 27
Total number of deaths 1 09.1%
Total number of patients withdrawn from study due to an AE 0

Total number of patients with at least one
AE with fatal outcome
Serious AE
Serious AE leading to withdrawal from treatment
Serious AE leading to dose modification/interruption
Related Serious AE
AE leading to withdrawal from treatment
AE leading to dose modification/interruption
Related AE
Related AE leading to withdrawal from treatment
Related AE leading to dose modification/interruption
Grade >=3 related AE
Local injection site reaction
Systemic injection reaction
Special Interest AE

OO OOOOOOOOOOO

Percentages except for the safety fol low-up period are based on N in the column headings. Percentages only for
the safety follow-up period are based on “Total number of patients entered in Safety follow-up period”
Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

“Total number of patients withdrawn from study due to an AE” does not include patients who discontinued from
the study with the reason given as death

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet01. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet01_se. out
09JUL2021 18:09 Page 3 of 3

[5.3.5.2-1 Table 12.2.1-1% P48

2.76.1.1.8 BEEM
P I v A~ THIEOR—R T 4 VHBEHRITRI% THoT-, Mo IV A THRICL DA
ik, SRWENRE, K%, M T AWM EEITRD SRR o T,

2.76.1.1.9 Lt

AREFMRITOFER LY, BRIEMAR A ORFRERLOERREICEST 2 L) IChkE L
L - HETARZEG LI &, AROBEANREICERET D5 Z LRI, RESN
TARRIREGERETIREL LB, KX T4y b URT - NTURFIRFTHDL I EDRREIN
7=

INHORERIL, A e X —ERAT DIERMEMA A BEFICBW ORI NIZAMEE#%
RYEMANR A BE LT 22 L 2XFRd 5,
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2.7.6.1.2 mZRHRESE VIl RFIZxT 24 EES—ZFREBLAEVREXR(IHE
SEDMAR A EBEZEEZNRE L-F Il HHERRGER (BO4142355%)
(ZEEE : 5.3.54-1)

2.76.1.21 BE

1R B o = E M EREEE S VI K265 A > b B2 —ZARH L 2R WVBE X% T A5 E o 1f &K
KA BEENGL Lo v AT OReM, Bt RWEhiek O % FHl 9 5 £ sk
JL[F I 5 kiR

S it [ HEREEE ¢ 10 [E22 i 5%
INFESCHER (BIFSCHR) @ 7L

TR ) ]

FUEFIDBEER : 2020452 H10H

T—HNy NATH 202154 A16H
APRIEREEIIT— 2y A7 HETCOTF—2 258 (F—F B b
A7 R FEIEDOIM AR A BEDREH506030 7 < &L 24 B E5E T,
ik, UTBBIREEL 72 o 7ok b O )

BAR D 7 = — X : %5 111 F

HE9M OGHIE H - X COEMO TR G N MER, FVII (T 54 e B4 —%8A L7
WERSE  (FVIILIEMED> 5%030< 40%) IFHESE (FVILIEMED> 1%0>0< 5%) DI A &
HraeE LI AFOZeN, B, HWEHREN O3 ) %23 Mh+ 5,

ZE&H

HE) : A v B EX —Z{E LR WEE TIEAR WA A BEICB T AERF O T 0 7 7
ANEFNT 5,

FHmIEE

o fAEFH
A FERR M
AR L ESE  (TMA)
PR A T A
TS S

FIEICE > = FEES
FEEOBEIE, 7774 7F—RKOTF7 4 FF L —kES
INA BV A

12 FHELEX
By DA A A i L
FVIII A > & EX —DH7-7238 8
o I v X~ 7HiK

FELEDMN

HIY) : KA OAIEZ T 5,

M E

o —TEHMNOIBE ZE L= i olE% (i)
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BIREIE =4

HY « AHOFRMEZ G 5,

FHIEE

o —EHIFINOAHIM (DFV, FVII IZXD1REEZELIZHIME NERIZES ol
HiIf)  o[al%k

o —TEHIMIPN o B H I oD [E1 4K
o EHMHWNOIERIBIEI O Hif o[ % GUBREREKERTO 24 IR —BIEI T 3 \LLEO
HA I 23 & > 7= BAFE )EEIE LTl W B 2 2R B & 5 5)
[F4E L TR W BIEIY, ke 32120 H B 2[BI LA T O H i FEUE 2 i 7= < 7
WEiI & T D,
o —EMIBINORPEMEH ML OEIE (FRRMEH I 2R)
o  HEDEESIZIIT D Hemophilia Joint Health Score (HJHS) % fifi - 7= B & D FFAM
e  Comprehensive Assessment Tool of Challenges in Hemophilia (CATCH) % fi - CTRHi3 %
— EHIM N D Health-related quality of life (HRQoL)
o RAIELFE (EmiPref) T—A &7z 17 WRFIZIS1T 23 BRBALART O FVIL 15 & L
NI ARHNP G0 D A DA
o FIKIEENZRITHRN—RAT A LR ARFIELER G O M
o HARHMERZ (MBQ) MUAHKHST (MD) % Pictorial Blood Assessment Chart
(PBAC) & & I~ TR L 72 4 MR D AIREME D & 2 B FE 1T BT 5 — EHIR N O
AROES & AT 2 A OBIZB T 5 AKIE MG 0430

g RE

HEY . = v X~ 7 OEYENRERE 2 FHI T 5,
FHmIEE

o IMHEhT I A~ TEE

RERMYE

HEY » RANZxE 9 5 B ROG % 7l 5,
FHmIEE

o N—XTA UK UGRBREIEZE Ui 2 v X~ T HURO R HAEE
e PHIFVIIA v bEEX— (XA X — >06BUmML) ZRHELI-EBEHEOHELEE

N FT—Hh— (FRH)

HEY : EIFERT A — 5 — T DARFN OB Z TN T 5,

FHMmIEE

o JRERF SR ONEE 2 E LI HIMERCI 5 e B ERL, FVIL M, FVIIL &H,
D-# A ~— KO FIR2 ZE50N ZIVHIZRE LRWIE ) FRT A —4 —

KA (FERM)

HEY : AF 2G5 Sz BEORFIRER 27 23+ 5,

FHMmEE

o HEFFAIZEITD EQ-SDSL A VT w7 AAAT RO a7 VTl Ar—u
(VAS) AaTIZBITDHX—AT A b DAL

BB A %
FVII (2T 254 > b B X —%RA L7aWIIE X EIED M AN A BEZ x5 L LI AH
DZEVE, ARE, EWENRE K O3 )52 % 5Pl 2 2 hi ak 2[R AL IE B Mk,
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BE  (FVIL{EMEDY> 5%2030< 40%) XITXHESE (FVILIEYED> 1%7>2< 5%) O FVILIZ%f

THA LB EX —FBEA LARWEREMAR A BEEZNGE Lz, BEOHLAICESE, K
DT D3 DDMFFEGEONDI OIS SN« 1.5 mgkg AR (QW) K T#EE, 3
mg/kg 2 MR (Q2W) B¢ FH:5-ix6 mg/kg 4 RIME (Q4W) F& F# 5,

E OB B

H G  FH7061 (BEDIM AR A : £9200, HEIEOMANN A : K506, LEx b7 &b
SHPEERT A E T, XIZTEEBFTOTODOT =2y b4 7 HOWTHNEWE £ Ttk se
T 7)

BERBIERT20, WEHITIE (F—H2 Ty MA TR

BN MEFRAT R REE TR, 22 VMR ST R T 141, SRYENRERRHT I S EE 7161, 38T 2R %t
GUEMTIE, Sy R AT i SR B [ 7 1451,

PRV EEGHARLE .

e FVII (X954 b BEX—%RA LRVEE (FVIL {EER> 5%700< 40%) T EAE
(FVIIL{ETED> 1%032<5%) DIERMEMAR A BE EZIs T 5

BB B AL EAT DM I S X EHEEOLENH 5

o BEHT8WMLIND A B X —Di&E Tt (O£, <0.6BUmML) ThHD

RERE, HERUVESAE:

A& & LTARKI3 mykeg 2 AR T4, 48K L TR L%, 1.5 mg/kg & 1K,
3 mg/kg Z2HAMNE L6 mg/kg ZAEMEOWTNNOMERIR 5 & TR TG LT, HFFkE
BIXBEOHLIIESNT,

*EEE AERUVERSEAE:
ML,

AR 8 M
FHEHRITD 7 L b2 & FE LT,

276.1.2.2 BHEDAR
PRI, FON, TIICAFIO®RE NG Iz, D7 L b24lMREBREZE T L7z
BEIISBICTh o7, MRS %1.5 mgkg QW TIT o 72 BH 132441, 3 mgkg Q2W TIT-7-
B39, 6 mgkg QAW TITH = EBE I8 TH - 7=,

2.7.6.1.2.3 BEES
BHEBIOIZE LT [695] (972%) 1 THY, iEIF2fH] (2.8%) Thol-, FHhioH
Sl () 1323.05% (2~71) TH Y, 18mAT A 306] (42.3%) , 18mLL L3414 (57.7%)
Tholo, IKEOTIE GEPH) 13750 kg (13.5~141.0) TH Y, BMI OHRAE (HiPH) 1%
25.16 kg/m? (14.1~45.0) Th o7z, AFEIZIZEALENHAN (84.5%) Th-o7-, 2061 (28.2%)
DNBRE D MAIE A, S (71.8%) MHEIEDIMAN A TH-7,

276.1.24 b=y g
ARKG-BRG%, b MEERTE2 AW A BOS GEEE THIE L FVIL GO E X
ML, SHEIFICE L 238 UdL I2EL Bo0&E k%@ U EHE O : 34.50~38.46
U/dL) , VIR, —ETHR L7, FVIIL EEOERE e EANF8 O bz, s BRI
FVII #A| 2 LR TH o 7=,
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7 LR[E R F 2 T T2 A R3S 0 B A CHIE L= NIRME FVIL & 1ME & O FVIL & [ L -Uuid
L CREEIZ®BLC—EThHoT,

276125 T4

BIRT, AFEHE G YR OPIE (FPH) 1326148 (4.1~61.1) Tholo, HE5EHKD
RO QW TT27.5[E], Q2W T16.0[5], Q4W T10.5[ETH -7,

HEFEGOMEEFE 2.7.6.12511T~ LT,

T_NCOFRG HiExaE L TAFRGIILZETHY, BREMEIRHTH-oT-, AHNTHOWTH
RO 7 F TR D e h o Tz,

JETC, AESI (TMA, IfiieZEfetEHEs, 2HMEREUENKS, KOTF 74 9% — /T F 7
4 TR BRIS, RBRIEE I LT Z S 72 IREME D & 2 Y EIREIR ORRE,  SEA M B
DEEDNDHIER]) , BEGFILICESTAEFERSR, AELEE IKREICE TG EEZILRD L
NIRRT,

HELDHEFLIIMMICIRD LT, EONRIL, Grade 3DOMMIEE K OVE IFE, W ONZ
Grade 2D R 2381 L 72 145, Grade 20D ER 2581 L7214, Grade 20D#E %25 EL L7141,
KON Grade 200 COVID-19% B L7216 TH 7=, EELRAZEFRIIOTIE AR & ORI
FRIZBEEZ L & S, Wb EliE Lz, Hi, BRI FIc et EoBRaErNran-
B IE B 1372 o T2,

5%LL FOBFICROONT-AEFEGLITEm (141%) , BEHE (7.0%) , COVID-19
(7.0%) , MR (5.6%) , TESEAALEE (5.6%) & ONERTALL (5.6%) Th o7z,
Grade 3D i#Z%, Grade 3D &EMLbE ([Fl—d14) ZFr&, FEIEEIX Grade 1 T2 TH -7,

Fofi D B A COVID-19 DR DR X T 5D, Wb EIEE T Grade 1 X(F2TH 7=,
ZONEID COVID-19/E441T Grade 2°C, APRICESTmEHERAEEFRCThHH-oTZ, ZNHDH
Fix, WL TR < TRBERO RS K OB CORli Ak L, W bEE L,

NA BN A 2 RONERIZEWT, BRICE LWELITRRD bt o Tz, RFIEG X
BRI LEEMDNNA, F~—T— (T4 TV )=, D-Z A<=k F1+2) ORI
B9, ZNOIFRBRHEZE L THEL TLEE L T\,
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& 2761251 AEFROME (BO41423:E)

Safety Summary, Before up-titration, All Treated Patients
Protocol: B041423  Snapshot Date: 26MAY2021  Cutoff Date: 16APR2021
|

Emicizumab
(N=T71)

Total number of patients with at least one AE 49 (69. 0%)
Total number of AEs 148
Total number of patients with at least one

AE with fatal outcome 0

Serious AE 4 (5.6%)

AE leading to withdrawal from treatment 0

AE leading to dose modification/interruption 0

Grade >=3 AE 1 (1.4%)

Related AE 11 (15.5%)

Local injection reaction 9 (12.7%)

Confirmed or suspected COVID-19 infection 6 (8.5%)

AE associated with COVID-19 1 (1.4%)
Adverse events of special interest

Systemic hypersensitivity/anaphylactic/anaphylactoid reaction 0

Thromboembol ic event (TE) 0

Thrombotic microangiopathy (TMA) 0

Suspected transmission of an infectious agent by the study drug 0

Potential drug-induced liver injury 0

The numbers for systemic hypersensitivity/anaphylactic/anaphylactoid reaction using the
Sampson Criteria include only the patients that experienced indicative symptoms identified
by the Sampson’s Criteria

Percentages are based on N in the column headings

Multiple occurrences of the same AE in one individual are counted only once except for
“Total number of AEs” row in which multiple occurrences of the same AE are counted
separately

Program: root/clinical_studies/R05534262/CDT30282/B041423/share/data_analysis/prod/program/
t_ae_summaryl. sas

Output: root/clinical_studies/R05534262/CDT730282/B041423/data_analysis/202106_CSRInter im/
prod/output/t_ae_summaryl_P1_TRT_16APR2021_41423. out

28MAY2021 15:37
Source: Table adapted from t_ae_summaryl_P1_TRT_16APR2021_41423

Source Title
|_ae_TRT Listing of Adverse Events, All Treated Patents

[5.3.5.4-1 Table 12% 48]

2.7.6.1.2.6 fEEm

A VB EX—EARA LR WEE X SE AR A BFICBW T,

ARNORENET 07 7 A VIZBIGFTHY, AFOBRRMEEIML TR ThoTe, RAIDZLRA

W7a 7y A M, BICEMSNZEEOMAR A BEEd5 L Lz conE clcdl

BInN-Zehrya 7y A0 E LT\, FIHROZEMET 7RO 6o T-,

o ARAIORENET T T 7 A M, Flh, BEFELKBOEEE I »POLTEEM T —HE
L CTwWi=,

o b NEEREINT-Z HW- A RCR AL CRIE Uz FVIL IEEIIARA A 5 EcsEmL, s
TR AREHERE S U7z,

o  AFFEGIINAMED FVIL, D-#A ~—, 747V ) =27 KONFI+2 OREIIR L CTRET
FIEFST, L CRERMIR 28 L TLE L T,

o b NEEMEINT-Z WA EAILEECHIE L FVIL IEMEE, BB o FVIL £ 5-1%
48 BRI LANIC BN CERI S 7= RIC BV THEIN L Tz,

e COVID-19 /X7 2 v 712 Xk % BO41423 3B ~D A & 072 5B 372 v o 7=,



TIVAYT 2.7.6 4 OFREROE LD Page 21

2.76.2 & Xk

1) Shima M, Nagami S, Yoneyama K, Nomura A, Ogawa Y, Amano K, et al. An investigational dosing
algorithm of emicizumab for prophylaxis in acquired hemophilia A. Blood 2020;136 (Supplement 1):
26-7.
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2.76.3 %

& 27631 HEEROEE (JO4200355R)

Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term (N=12)
Total number of patients with at least one adverse event 12 ( 100%)

Overall total number of events 78
BlRlEE
Total number of patients with at least one adverse event 9 (75.0%)
Total number of events 17
il 2 (16.7%)
B 2 (16.7%)
LIS ERNE 2 (16.7%)
BREFRMEEE 1 (8.3%)
T4 1 (8.3%)
O 2 1 (8.3%
Ak 1 (8.3%
FHE 1 (8.3%)
RKEBEULA 1 (8.3%
KRy —7 1 (8.3%
&t 1 (8.3%)
RIP9 BB 1 (8.3%
] 1 (8.3%)
BEES L UVFERE
Total number of patients with at least one adverse event 7 (58.3%)
Total number of events 15
WﬁJVQE 2 (16.7%)
ﬂﬁ 2 (16.7%)
JARMYDCHOL T4 74 LKEBH 1 ( 8.3%)
& M 1 (8.3%
A % 1 (8.3%
BEAVCHE 1 (8.3%)
b =F 1 (8.3%)
PR RS 1 (8.3%)
B 1 (8.3%)
ey 1 (8.3%)
—fE - 2EEESSVERSHELOKE
Total number of patients with at least one adverse event 4 (33.3%)
Total number of events 4
RIEMRE 2 (16.7%)
HE 1 (8.3%)
e 1 (8.3%
BE. PESLVUEEGHHAE
Total number of patients with at least one adverse event 4 (33.3%)
Total number of events 7
ERfE) 1 (8.3%)
GEREL 1 (8.3%)
ERAS 1 (8.3%)
RIEHRE 1 (8.3%
REE LURERES
Total number of patients with at least one adverse event 4 (33.3%)
Total number of events 5
= hE miE 1 (8.3%)
emm 1 (8.3%)
5 7K 1 (8.3%)
ﬁﬁuﬁAmr 1 (8.3%

Percentages are based on N in the column headings.

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately.

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet02j_se. out
30JUL2021 14:56 Page 1 of 3
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& 27631 HERROKE (JO42003:E8)  (#E)

Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term (N=12)
KRESLUVETHEES
Total number of patients with at least one adverse event 4 (33.3%)
Total number of events 6
% 5 FEfE 1 (8.3%)
23 1 (8.3%)
RIS % 1 (8.3%)
K5 1 (8.3%)
BREEES 1 (8.3%)
FFREE REE
Total number of patients with at least one adverse event 3 (25.0%)
Total number of events 4
FFigaeR & 1 (8.3%)
SMERE K 1 (8.3%)
B A i 1 (8.3%
BHEREE &% 1 (8.3%)
MES LV VNRREE
Total number of patients with at least one adverse event 3 (25.0%)
Total number of events 4
/MR A E 1 (8.3%
SR ZMHE M 1 (8.3%)
B M ki A iE 1 (8.3%)
FEEMME ST R ER R AME 1 (8.3%
mERES
Total number of patients with at least one adverse event 3 (25.0%)
Total number of events 3
eI MR ME 1 (8.3%)
B 3 vy 1 ( 8.3%)
REDERAR MAR AE 1 (8.3%
AEE
Total number of patients with at least one adverse event 3 (25.0%)
Total number of events 3
BERRTE 1 (8.3%)
kg 1 (8.3%)
5 DHEIK 1 (8.3%
BRRRE
Total number of patients with at least one adverse event 3 (25.0%)
Total number of events 3
C—RIGHEEBIEM 1 (8.3%)
JORRAVEVISH AT - 28m 1 (8.3%)
Ay o LFED 1 (8.3%
HERRE JUVFEEHBES
Total number of patients with at least one adverse event 2 (16.7%)
Total number of events 3
EAE 1 (8.3%)
B RAE 1 (8.3%
=81 1 (8.3%

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet02j_se. out
30JUL2021 14:56 Page 2 of 3
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& 27631 HERROKE (JO42003:E8)  (#E)

Adverse Events (Japanese)

Protocol: J042003

Analysis: Safety Evaluable Subjects
Data cutoff date: 23APR2021

MedDRA System Organ Class COHORT1; EMICIZUMAB

MedDRA Preferred Term (N=12)
IRfEE

Total number of patients with at least one adverse event 1 (8.3%

Total number of events 1

T UIILX—H#EE % 1 (8.3%
D figlEE

Total number of patients with at least one adverse event 1 (8.3%

Total number of events 1

SR 1 (8.3%)
HIERES

Total number of patients with at least one adverse event 1 (8.3%

Total number of events

GLEErS 1 (8.3%
BB L URBESE

Total number of patients with at least one adverse event 1 (8.3%

Total number of events 1

S E R 1 (8.3%)

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

Program: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/program/aet02]. sas
Output: root/clinical_studies/R05534262/CDT70020/J042003/data_analysis/CSR_Primary/prod/output/aet02j_se. out
30JUL2021 14:56 Page 3 of 3

[5.3.5.2-1 aet02j_se % 48]

& 2.7.6.3-2 EIMEADEET (JO420035K5%)

MedDRA System Organ Class COHORT1; EMICIZUMAB
MedDRA Preferred Term (N=12)
Total number of patients with at least one adverse event 3 ( 25.0%)

Overall total number of events 3
mMES LT VNRREE
Total number of patients with at least one adverse event 1 (8.3%
Total number of events 1
/MR A e 1 (8.3%)
BRERRE , ,
Total number of patients with at least one adverse event 1 (8.3%
Total number of events
T RRVEVISHT AT - 28m 1 (8.3%)
mERES
Total number of patients with at least one adverse event 1 (8.3%
Total number of events 1
R BB B%AR (42 AE 1 (8.3%)

Percentages are based on N in the column headings

Investigator text for AEs encoded using MedDRA version 22.1.

Multiple occurrences of the same AE in one individual are counted only once except for 'Total number of
events’ row in which multiple occurrences of the same AE are counted separately

[5.3.5.2-1 Table 12.2.3.1-2% &4 %]
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