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{TRADENAME}<®™™> (brolucizumab)
120 mg/mL selution for injection
120 ma/mL solution for injection in pre-filled syringe

Core Data Sheet (CDS)
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FEmE

T7)VXVEZ MEETHBEZ)ELTIHDAZY 2ng
(0.05mL) Z 1 AP 53 5. 5, 1% AU EDHT
ArZ L.

VER R A BT 2HE

7 7Y RVET b GEETHEEZ) E LT 2ng (0.05nL) % 1 #
R ZEiz 1, ik 5 M RNk 53 5. Eo%iL, @,
2 AZEIC1IE, MV AR5 T 5. &b, ERICKD
PG MIRE A E ARG T 528, 12 HUEDFAZ L.

7777777777777777777777777777777777777777777777777777777777

| Bk - ARICEETAEALOEE i
| (AR ASAREAZEE (o > BBETE] |
DB EOWEE 12 A1 % BRI, TORE |
L ROHEEOIRE R L, ARG OB |
L onTHECHET S . |
R GBER, BOPRETSETIE, 12 HIC ] i
L BRI ENET L, 3
| REEARIC B U B IRAGERE ST 4 ] |
L (DEMIMICBISEWEL, ZOMERVCBHOREE |
L OEEL, AARGOEREZHNTSI L. !
| BOETIIE R R T 5T (B, BRI |
L SED LN EICERETAIERET L, i
| [23hEEdtE] |
L ARRNC & 2R BT B ICHEL, R WS XD |
L BNEOPREZEL, AARGOERLHNT S |
| k. |
L UEMICH SO SRR L, AR
L oLV EAICRBREES LEwC L. 3
| QMM G & B BIED D B Y, WIRFERE |
| BT & SRl & ORI IR L2 L CAR R3S |
L Tk, &b, WEEECB S IR H G
L, WIRTOREYEE T L2 e ARo®E |
L RIS L. |
W ERLOFE

| EERE (KOBZICIEEICERS T2 L)

(IREPIRE, FESHUESE O BE[—BECHVES LR T2k
DB n. ] ([EERIEARNIEE | R OTEK 2BVEH D E
i)

(2 H S0k — 5 i I 5614 0 AL 52 o0 i B o i Bt
WT-0hsBEMEISHObREI LS L.] (&
K FEWEH | R O Z O 3% | DS IR)

2. BEELBEANIEE

(RIS BT 2 B A L, BT RPES o3 5.
FHACHT 2 15 ik - B B 5 WHHEE O 2 A AH
AR5y aeZ L.

(20RS Tk P EESHC B LA S 2 3650 (I 73, R
O S N OO 3 25 ) ~ 0 S AOE D BEAEIE 12D T
A RB RIS S k.

BAH O TARNIEHOBICIE, FRoMIcER L4225
119 L e BT, BETHIGERT 24 SRR L LT
W, WG, A T-HRE S o EHE NS HESh
TVW2OTHEET 2. (REHIDEBR)

DR FARNIERE, BREB TR s, (FRAFE
BB EIT, WETS 39 SRIREH, Wi
FL—7 ROWE RS S E T2 L.)

) ARFBE GG, T4 kW & R A o3 5 %
£19 2 k. QRIRPTH SIRANE AR S 3 HiliA & 3%
E#%3HFTHRETAHAIL.)

RN OE 7 4 V& — 4 IR, WTRNIESIC
EHEHCHE LS k. (GEA Lo | 0mHBR)

)R - EHSEORGTEICIVEHTA L



4)BERG 2P <70, 5 EM0.05nLTHEH L
Haiicigitd sz . (EALOER]OESBK)

5)BFITH L, MMNEZRWET 2R (E, #i, 3%
B, BHE2HObNESIIIEBICHERT 2 X
IITHETHI L.

(OB THRNESIC X W IEZ —Btkic LR S ¢ 5 B2h)s
HBHOT, KHIPeH1%, BUARILEINLTE O & IRIE -
AOEHEZBEYNATHI 2 L.

(SAH DM T ARNITESER, —BHCEHSERHLbRE
LB B0, FORRMPEET 5 F THBEOBMESL
HEHESOEIRICEIEF IRV IIFERT LI L.

(6)A ] 8 11 70 S i P BUAR BE S R O BRI B 3B b h
% RO ERIR B 2B B~ O 5, B H 2 e s
ZELw.

ElER™
OB TIREESTENES %4> MR EEEH
E AL CHE M S N7z 85 AR ERER [ 2 3RO OF & 3T (2 4F
FDNCBWT, AFNCH YT 5N 72182461 (8T L 2ng
P51 61060, 4HIL 2mgiks 61361, 438 L 0.5mg%
5.1 601%1) 4189651 (49.1 %) \CRIVEH A3 b bz, Fix
BIVERI IR, 8 48051 (26.3%), MLG158%1 (8.7%), MR
JE 58911 (4.9%) Tdh - 7-.
ABARACEHY T S HANKEBT66] (88 & 2ng
Peh 0 2500, 4B L 2mgik : 266, 438 Z &05mgk
5.2 2561) Hp3141(40.8%) \CREIERI A3iEd Sz, £ 4Rl
TERIE, #EBEHIm166I(21.1%), 0 4 #1(5.3%), KA
J5ig% 4 81 (5.3%) Td o 7=.
(K FRE)
* PR S AR BISRAE (4 > BBTEE
MR OB IREAZRAE (C 1 > BBEZIE
HAN% &t ER 3R R T oM & 7245 AT RER (76
HRDICBWT, KH 2ngZ 5 S h7-14651 (AHIEE104
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ARA} FAVEGE 11y FHLEAI BAREERIFES

(& MEPLVEGFE / 7 v —F )LHiR—AREHFv Il ) 871319
Brik © 2~8 CCIRFF - AL EE R HE A 4
ATHEAR - 184 A (FEE—EMEOLFEZIZLVERT S Z &) pp—— —

TuNy A= 7 (BRIEFHIRZ) M RRTEFHE

RFE 1 BEFERRZSAFY b 120mg/mL

etk 20XX4EXX A

BEOVU® kit for intravitreal injection 120mg/mL

7£1) VEGF : VASCULAR ENDOTHELIAL GROWTH FACTOR (%% PN FZ HE 5 IR )

U5 NOVARTIS

2. B (ROBHRICEIRELALNIE)

2.1 KA ORI/ UBUE DREERE D & 2 8#F

2.2 IRUFIRFABICERED H D EE. H D WVITEREDFEVD H
LEE [IRNEREORERBEZBEWENSERAT IBTLN1H
%o ]

2.3 RMNICEEDORIED H 5 BE [FIENEILT D TREMEN
%o ]

3. #ARL - MK
3.1 #HRK
e A 2 i ERNER A >~ b 120mg/nL
1% b (0.165mL) FOEHE  7TrAYA~T (E
y fR1HA# ) 19. 8mg
iy HE O G R TH 50. 050 OEHE . Tuly X~
7 (R TAHURZ) 6mg
R 9. 6mg
ANl IS U T AKF 0. 43mg™
(1% » ~H) RY Y _— 180 0. 03mg
Z O, pHFEIHZ 56 2,

) 7x@g) M) wLKFIORIE, 7 UBES Y v Aok E s -

CEKFDOEFETH D,
3.2 HA DMK
R4 A 2 i ENER AR > b 120mg/mL
PR O~ B A OB T b3 TR L7k
pH 7.0~7.4
REE 240~340m0sm/kg

4. HRERITHR
PO ETIREIERFEME Z 4 5 MinEREM

5 MEEXEIHMRICEET HEE
AENC L DBRERETDICRL, BOEOTHEBE L. K
Al G OES 2 W5 2 &

6. AiERUHAE
TulvX~7 (EaEEZ) &L T6mg (0.05 nl) %4
Wil ke 3 E CEAR) M ERNkE5d 5, 20
BOMEFFIZR WL, W%, 1282 1A, RN
535, ek, ERICE VY B5MEZEE ST 558, 8 ELL
EHiFH L,

1. AZERUVAZEICEET 53R

T ABRRRBRIC BV TUE, WIREIEIT b TV, WilRIZTE
PRI L R DIRENH DAL, WIRFFEAIR O SN & fak
PEEREEICHM LU ECARIZERG T2 L, 28, WIENAH

28T D MHRE A #5138, IR TR et a oI Bl L
7o TR DR 2175 Z L,

1. 2RI W TUE, BRI R BT B ME 2 B A1 L . R RIS )
PR DFTRABRD b HEE, BEMFEzsE LT 5 2

LERERTL L, [17.1.1, 17.1.258]]

8. EELGERNIE

8.1 M UC BT 2P A A A L, T ARNIER OB 5T
BB B4y e itk - BRBR D B B IREHE O R DS AH & e 5
THZ L,

8. 2 B FIRPNTEFHCES U S 2 384 GHFSR, HRERE, b

B SRS R OV 3R 4E)  ~ DI EUE O BEAE R I SV TR

+37efBE1TH 2 L,

8. 3T T IRNTEF ORI, FROMICEE LB HITH 2 &,

8.3. 1 W ANERIZ, MESKMETCITY>Z e, (FINAT
FRWEFZITV, W T8, 3 U EREIBZEER, WE R
L— 7 ROWH B SRSE 2 H AT 52 L, )

8.3.2 AFIHEERNC, WY FREE L IRAPHO KRS, IRIg KR O
RFRAWHFRT D2DOLSRBIEEA ST 5 2
&,

8.3.3 IRNA K OMEIRFEFERNRBET LR HLHDT, =
NHDOHFEGERET DIERPBD SN-HAITIE ED
T D KO BEICEET 52 L, [1L 1L 1 3#]

8.4 T ANESHICKVIRENS @I ER T35 5,

Tz, FEMEORIE ER b S T b, AFIEEG%, B

ER OB R FALER M 2 i U R OVEE T 5 2 &,

[9.1.1 ]

8.5 AFNIDOH T ANEHN%., —RHICHRERER S bbb

ZENRH DD, FEEN I EIE T 2 F CHBOE O EE

RHBESOERICIIHESERVE I EETH L,
8.6 THIMICAHNMEZ M L, Sl PR OLENSHF T 20
LEICITEBRE B kE L2 &y

9. REDERZHIHEBICHTHIRE

9.1 ABHE - BERZOHHESH

9.1.1 ZNE, SREEDESE

(8.4 BR]

9.1. 2 NEDR(FT—BUMEMREOBREEEZDOMELDE

REFDHZDEE

[11.1.2, 15.1.1 M)

9.4 AFEREEHTSE
TEHR TR 7R 2Rl id, ARFIBE G K O B 1k 4% — 2 BT
W) BT AAT O KO FRET A L,

9.5 1147
TEIR SUTIENRE L CW A ATREVED & 5 & PEICIE, 1R Lok
WHENERRIEE BRSBTS EAIcoREE TS 2
L, KANX. F OHIVEGFIEM A & AERNT TN O
IR - R EEEZ AT D AREEREECE RV, h=s 1Y
IV AN T SE T H AR Bl R OV 2B 7% D 38 212 BE - % 3B (3
X136 mg/HR & #EHR20 H 2> & 43 £ C4ERIC LA, AR ICHY



FERABE) 12BN T, TrAV AT ORBRIBE~OBITIX
MRS, HIRK O i, MARIRSEAE, AR AL,
R, HAEBIEEICEEBIRO bk

9.6 23R
VAR L OFRMER ORI R BOF ML ZE L, HHLOME
XTIz BFT 22 &, B MR ~OBATIEIRIAT
HD, H=7 APz IEFER AR R N AER O3
EICBET 2RBRICBNT, BEMOAFPIcTrL Y X<
TR E o zb

9.7 /NR
N E G & U BB I L T2,

1. BlER
WORWERNRH HbDZ ERd 50T BEEHICiT,
WHEDPRD HNTGAICIT G 2 P i35 7 CiY i L E &
122 ¢,

NMAEXLEEA

11.1.1 RREE

IRAZE (0.7%) . IRINZIE (5 &9 %) (3.2%) | MR

FERAAL (1. 1%) . MEIERIBE (0.3%) MO (0.8%) |

WO HEREENAREAZE (0. 4%) NHOLNDZ En3d D, [8.3.3,

15. 1. 2]

11.1.2 BiRMI2ERE

iz (0. 1%) ROVLER BEERE) Bdbbbitd Z &N

b5,

[9.1.2, 15.1. 1]

1.2 ZoftiDEIER

5%24 L 1~ B%Aii 1A BN
B R i IR R TIRT | FIERIRO S | MR LR
. IRFE B R, MR, | HIEE
S RETRR FA R 5. Al
Fe, %R BORIE, K

B, GRS i,
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i,
T HIEO7 v
T RTRZ
SR AR T
TR 5

IMBEUE (SRR -
[N N
FEAE, FLBE)

e - -

T &

13. BERE
13.1 54K
AR OWERGIZEY | IRERN LR 28201352,
13.2 &
WERGNEZ S ERICIREZRIE L. BESRDO LN
e BT ) LB 21T 5 &,

14 BRLOZE
141 ZHARFDTE

1411 RBNE, S AT ARBH S OIRRE TR THRAFTE 228,

FIR CRAE LIRS 24 BER 2B 2 720 K 9 I3
HT &,

14.1. 2 SRURIC AR 7, 80 IEAEZRD A2
EA LRV &,

14.1.3 7 ) 22 —@3ENITIRE ST 572, i ERTE
TR Lgnz &,

141,47 ) 27 —AEIFS LT 4V R U ORIER, X
BRI OB A ITITFER Laans &,

14.2 ZRHBREHOIFE

14. 2.1 AKENIW RN OBREETHZ L,

14.2.2 30 =V ORBHAHZFERT L Z &,

14.23 1>V 231 (FIR) OAOERETH L,

15. ZOhoEE

15.1 BRERERICE D < 1EFHR

15. 1.1 AFIF G2 L v, 250 VEGF JRLE I K- % Bk
egEfe S (M2Ed, D REING) NSRBI D afEetkn
B 5, BN R AR 2 5t 5 & Lo B ISR
(€001 FBR K Y €002 FBR) 1ZI\\ T, AHI0D 96 J# it
BG5BT D EMRIMAR e RO R BIZRIE, AF# 5
BERIRT1.2% (9/730 f5)) TH-o7=, [9.1.2, 11.1.2
2]

15.1. 2 BHBRUNESHBEE MBS 2 %15 & L2 B ITHHRR
(CO01 #BR L TN C002 §RER) 2BV T, AFEGA1IZE
FBHT 0L R~ T HURB B OFIE 1 35%~52%
Th-olz, KO 88 #5142 F 1T 2 FKAFEFHMED
PL7 a v X~ THURB % BRE OFIE 1T 23%~25% T dH
ST, RBNOREVEICB T 27 v v X~ THiARBL
DEFRMB TIPS N TRV L OO, A RMEOHT
7a Ay R 7 HUR R CIEEME A I TR
NRIEDREBBE N E o7z, [11.1.1 BR]

16. E¥ENRE

16.1 MmeERE
A A KON BN 55 B 28 4 R 35 LS R 75 6mg & BRIl -
RNEL LTz & x| MIEHVECFIEEAE T r L v Xv 7k
ERHERS R OSSR BNRE R T A — X I FDO L BY TH o7z,
F72, AHI6 mgA 4 T L3RG Lk &, MiEPVEGE
FREEHT RN AT REORFETRD N7

2)

M5 HVEGFIERE AT 7 m L o X~ TR EHER
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o
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g oo . : . .
g 0 7 14 pal 28

B (H)

CRATTR R ERE)
MIEPVEGFIERS BT 7 m Ly X~ 7 OIRMBIE /ST A — &

bR Cmax Tmax AUCinf T1/2
(ng/mL) (hr) (hrsng/mL) (hr)

6mg (n=25) 49.0 21.7 6000 103
(1.21) (5.05-73.0) (1.22)% (52.5) %

Tamx(ZH gLl (HEPH) | TU/2133R T (R | 2 OMIZ&MF0E

(BEUERRFE) | * 1 n=24

16. 4 13
TNV A TIXE ) sa—FAERT T TA L N TH
D, XFFREQRT I BIHREND EEZ6N5Y,
16.5 ittt
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N Rl
b,

17. BRERRLIE

17.1 BEHHERVREMEICET 558

17.1.1 [EBLFESE AR (C001 #bR)
BB BB 7206 (AARALLBBIEETe) &
KRG, T 7V M etfe Lz v AL HE
R L BRI A I L 7=, ARFlemg XL T 7 U~k
homgZ AW & L CHRMEIC3RIEE G L, £ D% OMER:
HIZBWT, AFIF G128, 77 ULt 7 M
HREISEEIC6E IR G Lz as, AFI S5 EETIRBIE
EVEREM™ 1SS X R SRR A SRMmIC AT 45 2 &8
AIRE & STz, FEFHEE Td 5 548 FE O i =
ERA T ONR—=ZF A it O LR (KN F]F
VIl E A ERR 2E) 1%, ARFIZGHE (360f1) 1X6.60.71
XF, 77V T MEERE (36041) 146.8+0. 71
XFTholz, AFEHRELET 7V~ v 7 NGO
REMIZE D ISUE X EIE-2. 10F~1.8LFTH Y, 95%
XM O FERNBIESLHERIE (-430F) & ERl-72 2
EMNS ARBIBEREOT 7 ) vk T N EEREICRTT D
FELHMENR TR ENT- (p< 0.0001, HEH) » 7B, &
FIHEEBETIE, 56%D BH A48T H £ T, 45%0D B 2396
B * L2l Eo 5 2k L=,
AFNBE GBI BWTERLL LD BHE TH L= RBATO
BIEMIL, #EEEHIMT. 2% (26/360f) Tdh o7z, £z,
mw*ﬁ(m%ﬁ SR O BARNEM TOR
BUBEE(X1L. 7% (7/60M1) | SME AR CORBUFEE X
4%(MB%W)T%ot”“

) REBISEMEL, AP LY T T 0 — L R, OB

TR GRS/ M T, M@k ERCT) & & e B Lo %

m %Oéﬁméhto
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17.1.2 ¥4 B MARRBR (C002 3ER)
B RN BB E BB T390 A R, T T U Lk
T NERBLE LT o & 2 e T ElE R LR & L
L7z, AFl6mg XL 7 7V~ )Lt 7 Fomgm 8 A & LT
GEAEZ3EE S L, ZO%OMERICRW T, KA
B2, 77U~k 7 NG EEIXSIE A 2961
B U7 s, ARG R IR ISR (c ko &
BHMRESHMBICAEETHZ ENAREE Sfz, 1
FAMIE B Td> 5B 5-ASWEIE D K im B IER ) A a7 Do~
— AT A PG OEAE (B TIREHE AR ER )
1Z. AFIFGHE (37061) 136.9+0.613CF, 77 U ~Ub
7 MEGRE (3696]) 127.610.61LFTH -7, AHl
BHERET 7 U087 NGO RERM 2 D95%E X

ME-2. 40T~ 1. 03T TH Y | 95%F X M D TR HE
EYERFE (4XF) & B2 & 0h, ARG
DT 7 VT MEGBHCHT D IES N RS Lz
(p<0.0001, 43#R4IHT) o 7ok, AAIFEGEETIZ, 51%
DOBENISGHE £ T, 39%DHENIGH H £ T121 8D
&5 ke Lz,
AENF 5BV THRL_E OB TH SN ZIRBATO
BITERIE R 12557
W) REJEEEIL, HehLY T T = RIE, MO BH
R GREMEN /MBI T, MERR R ERCT) % & e BT i o2
4 %ogﬁﬁénto

104 —8— 7o A%7 6mg(N=370)  =-Bk-77U<e7F 2 mg (N = 369)
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18. FEzhEER
18.1 EFARF
TaAv AT (B TREEZ) X S EAKI26kDad b
Mb—AREEHUE T T 7 A 2 h T IROIFIINLE B A< fi &
TR BB A E & 7= 3 VEGF-AZ PRET % 2 & T, BH
BUANER S BEAME T3 L CIRIE IR &2 RfE 9 5,
18.2 VEGF-AI=xt9 B PAE/EA
TunlyA~T GEETFHERZ) (X, VEGF-ADT A Y 7
— 2 (VEGF 0. VEGF 2} ONWEGF 65) 1Z56F L C i WS A 8L fn
MR L. VEGF-A & VEGFZ 781K (VEGFR1 } ON'EGFR2) D f& A
FHELEYY, 7y X< B z) 13, VEGF-A
12 & o CTHFHF S 7= M N R I o0 845 2 Il L7210, (in
vitro)
18.3 BMETIVIZE TSR
TaNy AT (BEEEZ) X Ty MEBRFEFHEREE
FEE T VRN U A L — W — 3 ARG L B AR T v
BWC, WOMEFEOTHMEME L P, E72, T
I VEGF #%%& MENSE & 2 M TLE £ 7 VTV T, B %R
MOTTEZIHE L=, (in vivo)
19. BRESICET SBEZHMR
WA FR . TRV AT (Bs TR )
Brolucizumab (Genetical Recombination)
A TRV AT E BB ARSPUE (scFv)
THY . 2-111F BT Mebie b iR 5mA 1
(VEGF) &/ 7 u—F )L Hifk OLEH o> n] 45 figdek |
133-252F&% Hix b MbHit RVEGFE / 7 v —F AHi
EOH ORI LN SR 5, TrLy X< 71E,
252MHOT X ) WRREN DD X LRI ETH D,

20. BIRLVEDEE
WHDT-DAEDOEERGFT DL,

22. A%
1% b
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CTD4.2.3.5.3-1)  [XXXXXXXXXX]

2) *EWNEERE : EERIEFE S TR (E0033ER)  (20XX4FEXX
AXXH AR, CTD2.7.6-2.3.1)  [XXXXXXXXXX]

3) HENE R - 2R A0S L CoRE R o i & iR - SRmEhne

(20XXAEXX H XX H KR, CTD2.7.2.-3.1)  [XXXXXXXXXX]
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CTD 1.8.2 hee - R () , A& - A8 () RUZDHRERN RTH258/Brolucizumab

H TR ettt 2
e TSSOSO 3
T R DD T T oottt 3
1 ZHRESUTBN R L O DFETEFRIL. ... 4
1.1 BIBE SLUT NI oottt 4
1.2 FNRE SUUTZNTE D BETEFRIL ..o 4
2 FHER OB OZ DOFETEARIML ..o 6
2.1 FHTE L OV B oottt 6

2.2 FAVE B OV B DD FRTERRIL <. oottt ettt eeeaeeaes 6



Novartis Confidential Page 3
CTD 1.8.2 %fe - MR (F) , A& - AE () RUZORFERM RTH258/Brolucizumab
5%

W5 B LTV RWREL (35) AL TWRWREL (B)

AMD age-related macular degeneration i o B 2

BCVA best-corrected visual acuity e IR )

CI confidence interval X [H

CNV choroidal neovascularization PR BT A 1 A2

CSFT central subfield thickness Y77 4 —L RIE

DA disease activity PR BTGB ME

FDA Food and Drug Administration K E AT E SR

nAMD neovascular age-related macular degeneration 15 BN o 5 BEZAS P

ql2w once every 12 weeks R\ E

q4w once every 4 weeks 4T

q8w once every 8 weeks W &

scFv single-chain Fv (antibody fragment) —REPUL T Z 7 A b

VEGF vascular endothelial growth factor 1 PN R B i IR 1

VEGF-A vascular endothelial growth factor-A 158 PN R HEBEIR 7 A

VEGFR vascular endothelial growth factor receptor 187 PN R BB R 152 348

= .
B TE %

WHIL e HHEHIKIL, AETEUFDOLBY KL L,
o [EHFEMRIATR : Aflibercept, AARDEILH—BALFR : 77 U~ b GEIEFHHBLZ) BT
WYESHE—AFL
o [EFR—RAIA TR : Brolucizumab, HADEIM—RILT : 7oLy A<T7 (B FHEMZ) HF&
WIESR, BA%E=— K : RTH258 (7 /v = 4L TEA L72B% = — F : ESBA1008, AL-86810) —BRO
REA e HEEBAIE, AFETREUTOERYRLLE,
e RTH258-C001 3XBR—C001 7Bk
e RTH258-C002 #Br—C002 RBR
A e CO01 3BR, C002 RERDOKEEIL, RETIHLTOEEBY R LI,

e RTH258 3 mg/50 uL #—BRO 3 mg #f
e RTH258 6 mg/50 uL #—BRO 6 mg #f
o T 77U LET b 2mgs50 uL BE—AFL 2 mg Bf




Novartis Confidential Page 4
CTD 1.8.2 hee - R () , A& - A8 () RUZDHRERN RTH258/Brolucizumab

1 DRI R RV EDRERL

1.1 MEE TR
oD T R ISR A I 2 o 5 I B2 bk

1.2 SHEER (I3 R D ER B IR AL

Il EBEZME (AMD) 1E, SIS > CTRAET S B REETOAMREB CTH Y, HEDOHT)
KT 2 k7o T HHAMEIREHEE CTh 5, AMD [3FEMR LB RO 2 SICKFI S i1, BHA AMD
(nAMD) 1%, ARI&ICHTAIME (CNV) ZREE L, EITNR, SRR CIXREICEE M)
HEHAZHE D, nAMD DJFK, CNV ZFHK T HRE S WELMA I TRV, LA LR b,
A, ME N EEGEINF (VEGF) F DB F 235 L TWnWD Z &R I TR Y, VEGF
PRI AL L o TR EE ORI R OB G TR T Lz,

AFl (LLF, BRO) 1%, scFv THY, VEGF-A OZEEEASHNAIHEST D2 &2k, mE
NI R SRR 5% AR (VEGFRI & O VEGFR2) ~® VEGF-A 04 #H5%E3 5, BRO
1%, BEARRO VEGF [HEHE L A THFEN NS, BIARIE LY 10~20 fFRWELRETO
BN TH D, IEMIKRBROFER, PIARIKE L FBREDOYEI TH L Z LRI TERY,
EIRERGICEDEHRHZER TE 5 Z LIRS ND, £, IR EMIEE ORICEWIE
AN & D Z &0 DIEHT DRI ~O Y AN ML, CNVEZIRfEEE 52 L1287,
FRE P 70 R BTG E) (PR IR, M TiRE) Zleicar he—v L, ERFET 52
ERHIRE S LB [2.5-1.1],

A%, nAMD BFE 2 5IZ AFL 2 mg (23 2454 (LLF, BRO) DIEFME K OZE A % 3l
T5HZ L AEHME L ERRELES I FERBR (C001 3RER) & 4MESS I AHRER (C002 3BR) % 4%
E O E OO EEE Lz, WTNORBE Y Week 48 O BCVA DX— 2T A b DA
{bE% EHEFHMBEE & LT, AFL2mg 259 % BRO OIELMEERGELTZ [2.5-12.2], ZDFER,
Week 48 O BCVA OX—2 T A L inb DR (B/h5¥) O (BRO # - AFL 2 mg
) 1%, C001 7% T BRO 3 mg FET—0.6 5, BRO 6 mg A T—02 LFTH Y, 95%CI O FERAE
IXBRO3mg, 6mg & HiZ—4 5% kA7, C002 3Bk TH BRO 6 mg #ET-0.7 LT, 95%CI
DO FREIT-4 5% ERl-7-, MR T AFL 2 mg (ZX%9 % BRO 6 mg DOIELMENMEES N,
BRO 6 mg £ 5-RFDAFEM S RAF T - 72[2.5-4.3.3],

F£72, C001 REROFER, 2H5R#E & HARANT BRO OFIMER DL EMEICKE EWNIIA LR
T, BARANTH AR LR R S 7[2.5-4.5.1],

LIEXD, AR OREX TR Z THuLE FARKS IS M8 2 4 5 Il sa pE 28 ) & R0E LTz,
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CTD1.8.2 »hie - IR (F) , Ak - AE () RUZTDOHREIRN RTH258/Brolucizumab

1.3 MREX IS RICEET HFE
AHNC L HIREE BT BT L, MEOTHEEE L, ARG OBEGZ AR5 2 L,
1.4 MEER T RICEET 3 EEDHRTERM

AANS & DIERBLEDIRNEF K L TR ICHREG SN X ), K L FRRICEEYIE 2
TONEEER, ADREEIITRICBIES DR 2 HE L7,
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CTD 1.8.2 hee - R () , A& - A8 () RUZDHRERN RTH258/Brolucizumab

2 BERVHAZERVZEOHRTIEMN
2.1 HZERURE

Tuny X< B z) L LT 6mg (005mL) % 4 @I &2 1 [\, @t 3 [
CGEAM) RN T 5, TOBOMFICEWTIE, @, 12 8221 1 F, fiE
NG5, 7ok, IERICE Y REHBELZEEFHET 52, 8 WU LEHITHZ &,

2.2 RERUVHAEDORERR

BRO O HEL O &1L, nAMD B Z 38 & L7256 N AHRBR Th 5 C001 7Bk J Y C002 5
DOFEFICIESEFRIE L7z, C001 3B & OV C002 5Bk CTHW - B OH &, 5 THRERO C-10-
083 FkBR & 45 I AHRRBR O C-12-006 FRBR DG RICHK S E L

nAMD HBE & % G2 i L 7= 55 THIFRBR C-10-083 3Bk <, TEFEAHIEH Td 5 Month 1 @ CSFT
DR—=ATA O EOREMZE (BRO #f- 7= X~7 05mg #f) 2B\ T, BRO 6 mg
B, 45mg FEO T =X~ 7 0.5 mg #ECHT 2IELMER R ENTZ, VT BRO HHETHEA
PRSI LN o Te 2 & D, LIBEORRKAIR TIE BRO 6 mg A fitd 52 & & Lz,

for < 26 11 FHFBR C-12-006 BT, BRO 6 mg ($£5-451L1% qdw T 3 G4, q8w T 3 [H],
ql2w T 1 [\E#5) O AFL 2 mg (85 51E1% gd4w T 3 BG4, q8w TS5 EIFEE) x4 5SS
MARENTZ, £72, BRO 6 mg FETIE q8w 7205 ql2w ICZE T & K5 O wiR & 2 B INER &
AL, WELIHENEMRF LT,

PLEX Y, AR CHiETT 2 BRODHEZ 6 mg & L7z, C-12-006 kB OfE R 2B E %,
BRO # q4w |2 3 [ERE ARG L7c1%, ql2w & 525K L U72 EC DA BIURDUCIE U T g8w #%5-
HATHEZR ql2w/q8w 5 LU A U AR RIEICERRA LTz, 7235, FDA nb7e &b 2 HEEZHRFT
HE OSSN0, C001 FBRTIE, C-10-083 R TAMMENHR SN TV D KIEHETH
% BRO3 mg & TRETT 52 & & L7z[2.54.2],

5 I AEERER C001 3R K& OY C002 5k C EZRHMIIE H Td 5 Week 48 O BCVA DX—Z T A
MHDELEIZIB VT AFL 2 mg 1Z%F9 5 BRO 3 mg & 6 mg DIELVENRFE X 472[2.5-4.3.3],

C001 FRERDAE RIS E, BRO3mg & 6mg OARMEA I Lz, T ORISR, AT
HE (BCVA) , ql2w %525k rlRE 22 B E OEIL, M52 M H (CSFT, CNV JiRZH
A X, WEEBHR) L OVDA O hu—)V SO 72T H T, BRO 6 mg #1X BRO 3 mg #f &
EEARTEWAERIEZ R LT2[2.7.3-4],

BRO 6 mg B T?D, Week 48 £ T DA &I T ql2w THRGAkGE iTRE R ERE OFIGIE, K¢
HTh Y, q8w ~DOUIEEZ NLE L AR HWRE D% <13, HIE ql2w 5O DA FHIiTZ o
VMR SN D Z &, IREBIIERYIC DA A LNRWEAICIE, EchZY ql2w T
Bk rlRE Th D Z L /RS Tz, DA FEBUIRPLIL, AFL 2 mg #f & H<"CT BRO 6 mg #£ T/ 720>
S22 E0G, MR OB G/ q8w TREED AFL 2mg & T, BEORWIZIEG U TS
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CTD 1.8.2 hee - R () , A& - A8 () RUZDHRERN RTH258/Brolucizumab

Mg % ql2w X q8w IZFH% 9% BRO 6 mg D57, K VEHREZa L hu—/La[fETHDH Z &N
TR X7 [2.5-4.3.3],

INHOZ LD, AFIOEBEHEIT 6mg T, FAEILE O ARRER E FEED, AL L T4
W 3 mIEG%, HERFINT 2 B oG 2EEL LT, BB cRERRAZZEE T
XL ENWYTHD LB X, ek, HEFFIC 8 AWM ORIME CORGRBN 2\, Ka
PEZEL, BERRBIESHEM L T2 Z L &B x 7,

UEXY, AFORERCHEIL, [TrrsXA~v7 (EaF#z) & LT 6mg (0.05mL)
Z 4T LT 1 E, ke 3 [E CEAMD MARNERLET S, ZoBOMSEIICHE VLTI, @
W, 12 BRI 1 B, MENEET S, ok, ERICE Y RGHREAEEFRET 525, 8
ULEHiTdzl, | DREEZZRELE,

2.3 RERVR=ICEET H5FE

7.1 BEERBICE O T, WIREEII T Ty, WIRICIEER G & R D WEN D D56
1, WHRFERHER DA M & fERIE 2 BB ICTHE L7 B CARZ R G T2 2 &, ek, PIENA
I T HMIRIA B 5130881, RIR TOZeMZ +0IZ5 il L7z ECTHRIIRDOIRRZ1T 5 2
Eo

7.2 HMEFFENC IV TIE, EMIRNCR BISBIME &GN U, RERISEIE A2 RE T ST AR D b
e, BERREZ LTI EFELEET L L, [17.1.1, 17.12 2]

2.4 FRERUVHAEICEET 5 TBEDHRTEIRM

7.1 BERRBRIC B W TR ICAA & R G L2 Bo a9k L aidmat s h Tonin s &
i E x, JEEE L FIRRICERRE 21T 9 & LB 25 LT,

7.2 C001 FRER MY C002 FERIZIEBWT, AHIEHE 96 W E T 12 MRHFMREZ G THEFFTE 72
PWBRE TR TH -T2 2 L 2B E 2, HERICB O TIE, SR BEEIEZ L L, RE
TEEME A RBT DT RO DG, HEHRE S LT ¢E2EETHEOMIEK
UOHEICEET HIEEEZRE LT,



1.83 FALDEE () RUZDHRERL
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CTD1.8.3 FRALMDEE () RUZTDHRERM RTH258/Brolucizumab
H Yk

1 2SN (/ﬁ:@%% TG LR T E) 1 A e 4

1.1 B (ROBEITIIEEG LRV T ) | e 4

1.2 o ROBEITEG LRI L) | OBRERI e 4

2 8. EE&%Z&E’JEEJ B et snen 4

2.1 (8. EETEZRHEAIITETE ] oottt 4

2.2 I8, BEE/RFEARMITER ] DORETEMRIL .o.oooooeeeeeeeeeeeeeeeeeeeee e 5

3 9. KrEDH a2 AT DEEINTET DTEE L Ml 5

3.1 [9.1 BOHE « BEFEREZED B D] M oo 5

3.1.1 9.1 BOHE « BEEESE DB DI oo 5

3.1.2 9.1 B0HE « BEFEREEOREDOH DB ] BRERI..oovieeee 5

3.2 (9.4 AEFHBEZ AT T DI ] M oo 6

32.1 (9.4 AEFHBREZ AT T D] oo 6

322 (9.4 AFHAEZ AT DH | DOFXTERIML oo 6

3.3 FO5 BRI | A .ottt 6

33.1 FO5 BRI | oottt 6

332 (9.5 LA | DFRTEFRIL ..o 6

3.4 FO.6 FZFLIT | A oot 7

3.4.1 FO.6 FZFLII ] oot 7

342 [9.6 FZFLA ] DFXTEARIL oo 7

3.5 [O.7 JINVEZEE ] M oottt 7

3.5.1 FO.7 IINJBEE | et 7

352 (9.7 /INVBZE ] DFRTEFRIL ..ot 7

4 L1 BIFEF T A e 7

4.1 FLL. BIEF 1 B oo 7

4.1.1 N TR = OO OO OO O OO 7

4.1.2 F11. BWEF LT DFRRIEARIL ooooooeeeeeeeeeeeeeeee e 7

42 TILT BERZZEERT | A oot 7

42.1 TILT BERZZEERT | oot 7

422 M1 ERZREWER ] OFRERRML oo 8

43 M11.2 ZOMDEIVEF L FH oot 8

43.1 M11.2 ZOMDENVEF ] oot 8

432 M1.2 ZOMOENIER ] OBETERRIL oo 9

5 [3. iﬂ&ﬁj B ettt 9

5.1 N B T == 572 [OOSR 9

5.2 M3, MEEE G| OFRTEARIL ..o 9

6 L4, TB T DT L ettt ettt ettt ettt et ee e e et ee et eeaen 9
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CTD1.83 FALDIFE () RUZDHRTEREN RTH258/Brolucizumab
6.1 T4, JEH E O TETE L oo 9

6.2 (14, A EOTEBE ] ORBETEARML ..o 9

7 15, Z DD TET L HH oottt neen 10
7.1 (151 BREEEEFIZHES SEEHL M oo 10
7.1.1 M15.1 BEARAE AT D KIFE oo 10

7.1.2 151 BEAREEAICEED <THHL ORRERML .o, 10

8 [20. BB L OTETE ] Moo 10
8.1 (20, BN L DTEE ] oo 10

8.2 [20. BB EOTEE ] OFETEFRIL ..oooeeeeeeeeeeeeeeeeeeeee e 10

O 1 NSO OO 10
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CTD1.8.3 FRLEMIE () RUZDHRTEIRM RTH258/Brolucizumab
1 2. 23 (ROBHEICITTRELEGWNIE) 1 1F
1.1 2. #2 (ROEFBIZIFH/ELLGWNI L) |

2.1 AN DRI 6F LIS BUE DRERERE D & 2 B

22 IRSUIIRA RIS D & 2 8, HDWIIEBERORNOH 5B [IRNKFEOEE LRI
ANRERTLBZNDRD D, ]

23 MRANNCHEDRIED & D A [RIEDVEALT D aIREMD H 5, ]

1.2 2. £ (ROBHICEFESLEWNI L) | OFRFRH

2.1 SEEUE DRI AT B 728, AFI ORI KT UIBEUE DB & 2 BE ~D R 5255 L
L7,

22 BT RNEESRHIE VN BV 5ETH Y, B 5 WIERBICRMED H 5 BE, LR
YSEN BN D BE ~DOAFE 51F, RYSEOFHR L OBALE KT REMER B 0, Al
Lzl Lz,

23 IRMICEEDORIED & 5 BETIE, AFIEGIC X 50 T RNEROREIC X - CTRENE(
THMHEMNEZ DN, 20U A7 ERT D -0AROR S 2R L L,

2 8. EELERNITIE] &

2.1 8. EELGEFIE]

8.1 MAMTZERICBIT MM A A L, M- EANENOEGFEICET 5 o7 sk - RBRo b
HIRBHED B PARZFKESTHZ L,

8.2 AT IRPNTESCER LA S 23641 (TS, MR, PUBmIRSE R OB SE)  ~ i
EDPEERRIZ DWW CHERTNC 722 2175 Z &,

8.3 - IARNTER DB, TROMIIIEE LA BIT 2 &,

8.3.1 AT IAWNTERIE, BWEEMHTTITO 2 &, (FMMHAFRHEELITY, BHEFE, 3 vHESR
PEARAR AL, IR N L —7 RO FE RSS2 52 &, )

8.3.2 AAKIFG-RIZ, WUZRRRE & IRJEPAO KRS, ARG K OMRE A4 TH T 5 72 0 O IR R Tt
[P S A R R

8.3.3 IRNA L OMEIEHBES N BT D2 ER8HDHDOT, T HDOHERERIET HIERBGED 5
NI EITE, EbICE{T 2 KB ICHRET2 2L, [11.1.1 2]

8.4 W T ARNESIC L VIRIES B I ERTHZ 08355, £70, FtEORE LA H#lE S
LTS, AR G%, IRER O FLIA IR 2 MO B2 R OE T 5 2 &, [9.1.1 ]
8.5 AFI O TARNTERE, —FCHREEER S HbbDd Z ERH D7, FHREN 5312 E
W 5 F CTHEEOB/ESCHBHEDEIRICIINFIERVEHI>TETH &,
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CTD1.8.3 FAEMDIE (F) RUZDHRERM RTH258/Brolucizumab

8.6 IR AN Z RN L, 1) T1& OUENHIG TE RWIGEITITEBAR L &b ki L e
Z &

2.2 (8. EELERNIE] DORTEEN

8.1 MM ABIZRET 2 HRFEA A L, A AENENOREFHICET 25075 - #BRo b
HIRBHED I Lo TRFNIE G SN VLENH D B L2 EEE LT,

8.2 WMBUEDFHUZDNT, FHNTZT TR, BAOMFRNERICE LEH Sh 234 (EE
S, FREREE, P IR N OBk SRAE) (2 X BRBUE ORI 2R T B2, TR L7z,

8.3.1 A TN B IR L CO— A E S HIZ DWW TRt L 72,

8.3.2 FRFRIT DALE L Z D\ TRk L7z,

8.3.3 IR K ONEIEHIBES: N s SN T WA 728, HeXIERFEBLO " RENE K O iz >
TERPBEICHAL, BE»00OREICLVAFFZORMIL L NGRNTOND L5 TR
MAE L7z,

8.4 AF|IOEHIZL Y, BIEEANEEHTLIZ ENHFEINTNDZ LD, AARGZITIETE
F O ALIADO M 2 M8 L, B RO S GEIIERIE ER OIS, @Y/ @ 217
5 &) EEMLE LT,

8.5 AAIDHS M FHFAER (C001 3R K Y C002 3ER) (23T, ARAIDREIRNIESF#ZICFEHE D
RRFEENBRD LN TND Z End, BREENR T D BIEHCEE O BREC B B85 o s
IR SR L D FEMLE LTz,

8.6 RAINEMEL SNLHEAITHD & DOBAND, EHICHIIFIZE SO TRAIO A %
EBNZFHE L, AFNC X D0 B RO DO TG4 HWr 5 Z N EELEEZ, S THROK
ENFCE ARV AITITBAR RS L2 L 2 EERE LT,

3 9. BRENERZEITHEREFICEAT R
3.1 9.1 G6HE - EEEBEFEDOHDEE]

3.1.1 9.1 S0HE - BEEFDHSHEAE]

9.1.1 SRR, RS O B

(8.4 2]

9.1.2 AR 3 — 1@ ik e . 8 1 oD BEAE IR S5 D i 25 D FE R IR F- D & 5 1R
[11.1.2, 15.1.1 ]

3.1.2 9.1 &6t - BERZEDEZEDHSEE| HEHEMN
9.1.1 ARANDOE I AHFRER (C001 FBER KL O C002 #BR) TiE, HEWNEUIEIREED S D « BEfED
D EBE CTEIECUIEEL T AEMIRD b2 no720, Zhb0BRELIIB LN Tz,
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CTD1.8.3 FAEMDIE (F) RUZDHRERM RTH258/Brolucizumab

£7-, WBR CIEIRE 25 mmHg % E[F 5% 0 =t b o — LR B OfENEBRE TR S Tz,
BT, FHHEEE UAFITIRIE LFAOY 27 BMENZ L IIRBINRhoT- 2 2B E 2, H
3L AR RRNBE, S ERIEIE O B O 2 R 2 Fidk L 7=,

9.1.2 AFNOF I FHFRER (C001 3Bk & U8 C002 3BR) Ti, %3 » A LAWNITIMAS T &2 FIE L 72
BB SN Tz, IR OERIR 1239 2 IBE TG L2 GA1, BaEh b &b s A
REMEZ SERICEE TE RV, FA3E L RRRICIM AR T O fEBRR 1 D & 2 BF 15T 5 R W &
FLE L7z,

3.2 (9.4 £JEReZH T 5E1 &

3.2.1 9.4 £hEREAE I HE]
W AT RE 70 Lo PRI IE, ASHIEE G- rh R OV 5 (4% — i BT i B Ao AT 247 5 & 5 fgilid 5 =
ko

3.2.2 9.4 &hERE%HT 551 DRTEBH

AFNE, # OB VEGF YEFIN HIETERICAR I QN IR « W VR B2 A 5 WTREMAS &G E T
TR0, IEIRATREAR LM, ARG R O G 1kt —E IR, AR 1T 9 X
5 PR 2 2 L AR LT,

3.3 9.5 1¥4%1 &

3.3.1 9.5 1% |

HEbm XATHER LT B ATBEME O & 5 e EICiE, 1AW oA RN a4 Bl 5 &l s b
BRI OREEGT 5 Z L, KANE, ZFOH VEGF 1EM 2> b IBERNTHEH T QNI IR « B Rt
EHTDHAREMENGRE TER, W=7 A Pz ORI AR R AR OREIZBET 5
B (3 X 6 mg/iRAATHR 20 A0S0 E T 4 BRI 1A, FIRICH T ARNES) 280,
TaN T AT OIRRA~OBATIIMR ST, TIRE O, WIRERA, HAEROMAE, KE,
HIZE SR I B IRED Do T,

3.3.2 9.5 11 DFRERHL

AFNELVEGF WEMRHAZETSHZ LD, TOHVEGF1ER & IBERNHE T LI NS -
IR AR T D AEMESBE TEX 22V, L > T, RIBICHT 2 ZRMENMESL ST
ZEEFABE L BT, AR X DIERBLERBFICOLMER T2 L O EERE L, 1=
7 A P R IEF R A R R O AE % OF A BT 2 B O #E R A4 Fodl L7z,
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CTD 183 FHLEMDIEE () RUFNDHTEIREMN RTH258/Brolucizumab
3.4 9.6 ZEL.im1 &
3.4.1 9.6 #ZFLIF

IR E OISR ORI R OGS Z B L, BLofEE TP IEamatds oL, b Mt

HP~OBATIIRHATH D, H=7 A Pz R AR R O AR O3 AT 253 B
WCBWT, BEWOILt TR T ey X< TR S e o T,

3.4.2 9.6 1%FLiF1 DHREBH

b NP AOAKIOBITIIRHTH Y, R EOERER LR EOE R ZEL, &
O T I 2 E T2 & 9 B Lz, 7 =2 o P& AT BE SR A i R OV AR 1
DR BT 2 RER O R AT L=,

3.5 9.7 NRZ) &

3.5.1 r9.7 /NE%Z)
AN Ak e b U T BRI M LT R,

3.5.2 9.7 NNR%H OFRTEIEHL
AN kg b U BR BRI M LT RN b B aE LT,

4 M1. 8IERA] #&
4.1 M1. BI{ER] &

411 1. Bl
WROBIWERNH LoD ERHHDT, BELE 5TV, BRENBD ONT-HEIZITRE
AT 5 P E AT 2k,

4.1.2 M1. B/EA1 DOFRTERBL
AT SCEHGEEHEEO T 7 L— NI LT3, S L7,

4.2 M1.1 EXGEER]

4.2.1 MM1.1 EXZEMER

11.1.1 RpEE

IRNZE (0.7%) , IBNRIE (SE RS (3.2%) , MEGFE EREAL (1.1%) , HEEREE
(0.3%) MOWEREZRIL (0.8%) , WNIHEEINRIAZE (04%) BHLONLLZEndH D, [833,
15.1.2 /8]

11.1.2 Bk ifn A% FEARE
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CTD1.8.3 FAEMDIE (F) RUZDHRERM RTH258/Brolucizumab

AET (0.1%) KOVDVHEI BEEARR) 2" obhbd 2 Endb b, [9.1.2, 15.1.1 0]

4.2.2 M1.1 EXGEIERI OFRTERNL

1111 IRAZ%, IRANKIE (5E 9 MRK%) |, Ml LR, MRk O FL, SO

HEAMEEIRPAZE L, AFIOZ T FRFER (C001 FERL TN C002 #ER) DOAFIFEIZIB T, HEND

R LB SV & SN FLPNEEPNCRO LN TRY, @it BN S & EE ORI

FIZERDBENR DD, LoT, ThooFEGEET IREE] 2ERREIEM L L TR

e,

11.1.2 VEGF FHFEEMICHEET 52 2O FEFFRIZHONT, INOHEBNG, AT RO

eI G Te TEIRIMARZEMRAE | 2 ERZ2FIER & U TR L7,

o ARAIOHE M FHFER (CO01 3B OF C002 #ER) OAFIFHZINT, BRI EEEH Y & X
- R IAR AR FEDEEFNCFRO D TEY, 209 HKIMAERIEIC L 25T HIRFRD
biviz,

o VAN TAEEAER (C-12-006 FER) OARAIFEZIBWT, HERHE L BEEH VY & SN LHE M
K DB FRD BTz,

4.3 1.2 ZOHOEIER] &
4.3.1 M1.2 Z0OOBEIER]

5%LL 1 1~ 5% AT 1% AT B
HRBRE T | A B i HRR, ATl IR, AR MR o 3 b R e
W, WRIE ES, BT | B MRS, AR
RFIRE, TR W15, HiEDRIE,

KW, REIRTEML, ¥R
JRYEIN, A i,
WO, AiEO~
LT, R, AT
FERRIAR, KA
IRo%, fHF- R,
AN, AR

B - - ECE GRS, % -
%, %9 FER, AL
)
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CTD1.83 FALDIFE () RUZDHRTEREN RTH258/Brolucizumab

4.3.2 MM1.2 ZO4OEIERAI OEREBRL

oD RS TBEET A M 45° % 5 IR B BEZSVEAE 225k 5 & L7255 TIAREABR (C001 35k K U €002
HER) L HESNAWERICES T RHE L, REBUEEIL, MRRT — % O MTIC T
BHL, RBBHESHMICRS X5 ISR L,

5 3. BERE]

5.1 M3. BERE
13.1 SER
AENOWERGIZLY, RED EATL28E00H 5,
13.2 AL
WG Z S EBRICITIREZRIE L, BEDRD ONTHGEIIT@OR0MEEZITH 2 &,

5.2 M3. BERES ] ORTFIRM
AHN T B ERG LB E SR TORVR, BEEESAFEAICIEE (St 2X~<7)
LA USRS U B ATREMEDS & 5 7=, [RIREOD 1 5 WAt 2 20k L 7=,

6 M4, BRLOIE] &
6.1 M4. BREDZE]

14.1 FEHIFRRREOEE

14.1.1 AFNE, EHANTARBRAE ORI TERIR TRFETE 5725, FEIR TR LICRFHRD 24 K 248
AWK IR T 52 &,

14.1.2 SERIZAEMRRL 1, Y UIEAEZROTGEITIIEH LnZ &,

1413 7V 2 Z —@ENTREE SN TV DHT720, ﬁ% mif%ﬂbﬁw:&

1414 7V AZ—EHE X7V 7 4V KU U URHE, USRI OBAITIIERA Lianz
&

14.2 A HEREOEE

14.2.1 AANIIEFAERNIZ OGS H 2 &,

1422 30 7 —TYOIRBHE 2T Z &,

1423 1V 2F1E (FIR) OROFERETLZ L,

6.2 M4. BREDZFE] ORFERRL

14.1 B 50— H EodEERE S L Citdi L,

14.2.1 KENZGETRALSS (] fEET) (RS LIERT A STy, iR LL
SMCEEG- SN D fElR A RET 5 T2 ORE LT,
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CTD1.83 FALDIFE () RUZDHRTEREN RTH258/Brolucizumab

1422 BEHRHZIZ 30 F—VORBHHAFERT 2 Z & 2L L,
1423 KD 1 U B EBEIOR G 21ThR0 L5 JHMRUET 572D E LT,

7 [15. ZD/DZFE]

7.1 5.1 BEERERICED C1HEHRI

7.1.1 5.1 ERERERIZE D < 1FR)

15.1.1 ARAMEEIZE Y, 250 VEGF [HEFICERNT 2 8hARMAeER TS (s, DA m %)
WHBLT 5 ATREMEN D 5, BHANMM B ERFE x5 L L8 I /R (Cool RBE O
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4 4 : Brolucizumab (Genetical Recombination)

AERCH

AAY  7aly X7, @i —ASEHUE (scFv) THY, 2-111 FHIZE Mb
Pie MENEIEER T (VEGF) £/ 7 u—F A Hiko L ${o 258k, 133-252 FHIZE b
{bFie b VEGF &/ 7 0 —FAHUkD H SO EHEIRN 525, 7 aLy X< 7L, 252 fEo
TR IR O IR D BF N TETHS.
4 4 : Brolucizumab is a recombinant single-chain antibody (scFv) composed of variable regions of
an L-chain derived from humanized anti-human vascular endothelial growth factor (VEGF) monoclonal
antibody at positions 2-111, and an H-chain derived from humanized anti-human VEGF monoclonal antibody

at positions 133-252. Brolucizumab is a protein consisting of 252 amino acid residues.
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252

SS

2 INN
brolucizumab  (r-INN) WHO Drug Information, Vol. 29, No. 3, 2015(List 74)



HA KGRI 0703 & 4 &
Rpk 30 4/ 7 H 3 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

EERCIZ DWW T, TEIES O — AL RO BT DWW T (R 18 42 3 A 31 A 3E
RHEHF 0331001 ZEAETBE EERMFEEM) JBIZLOVERVFHE->TnWHEZAT
HOHM, A, BOENCBIT HEHEL A (LLF TJAN] £ H,) 1220 T,
BB O LBV EDT=OT, #HTMmO L, & FEMRERICHEMG LA L < HE
JEREVNZ U,

(M)

HARES G — x4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5 6, JAN DA ORFTOERIX, YikT —F X—2ADEF R THIET
HZELELTWET,)



(3% 2) INN IZUH S 7= dh B TS ENCR T 5 EIR G — A4 7
(“FRk 18 4F 3 A 31 HERAFAIF 0331001 =245 @E ER AN AFEEEHMEE BN THIE2)

B 29-4-B6

JAN (HAA4)
JAN (B %)

T2 BRI RN AV T 4 REES

L$H

HEH

QSVLTQPPSV

DNNKRPSGIP

FGGGTKLTVL

AWKADGSPVK

HEGSTVEKTV

QVQLVESGGG

ISFDGSIKYS

LNYYDSSGYY

STAALGCLVK

SAAPGQKVTI

DRESGSKSGT

GQOPKANPTVT

AGVETTKPSK

APTECS

VVQPGRSLRL

VDSVKGRFTI

HYKYYGMAVW

DYFPEPVTVS

I—I

VPSSNEGTQT

LFPPKPKDTL

REEQEFNSTFEFR

QPREPQVYTL

KTTPPMLDSD

SLSPGK

YTCNVDHKPS

MISRTPEVTC
L

L X GEiGRRHRZ)

: Erenumab (Genetical Recombination)
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Erenumab is a recombinant human 1gG2 monoclonal antibody against human calcitonin gene-related peptide (CGRP)
type 1 receptor. Erenumab is produced in Chinese hamster ovary cells. Erenumab is a glycoprotein (molecular weight:
ca. 149,000) composed of 2H-chains (y2-chains) consisting of 456 amino acid residues each and 2L-chains (A-chains)
consisting of 216 amino acid residues each.
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JAN (3% 44) : Crenezumab (Genetical Recombination)
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Crenezumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human amyloid beta peptide antibody, human framework regions and human 1gG4 constant
regions, whose amino acid residue at position 220 is substituted by Pro, and C-terminal Lys is deleted in the H-chain.
Crenezumab is produced in Chinese hamster ovary cells. Crenezumab is a glycoprotein (molecular weight: ca. 146,000)
composed of 2 H-chains (y4-chains) consisting of 438 amino acid residues each and 2 L-chains (kx-chains) consisting

of 219 amino acid residues each.
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JAN (5% 44) : Nemolizumab (Genetical Recombination)
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Nemolizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human interleukin-31 receptor antibody, human framework regions and human IgG2 constant
regions. In the H-chain, amino acid residues at position 134, 136, 140, 141, 222, 267, 354 and 418 are substituted by
Ser, Lys, Gly, Gly, Ser, GIn, GIn and Glu, respectively, and Gly and Lys at the C-terminus are deleted. Nemolizumab
is produced in Chinese hamster ovary cells. Nemolizumab is a glycoprotein (molecular weight: ca. 147,000) composed
of 2 H-chains (y2-chains) consisting of 445 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino
acid residues each.
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2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-methylthiazole-5-carboxylic acid hemihydrate
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JAN (3% 44) : Anifrolumab (Genetical Recombination)
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Anifrolumab is a recombinant human IgG1 monoclonal antibody against type | interferon receptor 1 (interferon
alpha, beta and omega receptor 1), whose amino acid residues at position 234, 235 and 331 are substituted by Phe,
Glu and Ser, respectively, in the H-chain. Anifrolumab is produced in mouse myeloma (NSO0) cells. Anifrolumab is a
glycoprotein (molecular weight: ca. 148,000) composed of 2 H-chains (y1-chains) consisting of 447 amino acid
residues each and 2 L-chains (k-chains) consisting of 215 amino acid residues each.
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Brolucizumab is a recombinant single-chain antibody (scFv) composed of variable regions of an L-chain derived
from humanized anti-human vascular endothelial growth factor (VEGF) monoclonal antibody at positions 2-111, and

an H-chain derived from humanized anti-human VEGF monoclonal antibody at positions 133-252. Brolucizumab is a

protein consisting of 252 amino acid residues.
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International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 74

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection
of Recommended International Nonproprietary Names for Pharmaceutical Substances [Off.
Rec. WId Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9);
Resolution EB115.R4 (EB115/2005/REC/1)], the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of
Recommended International Nonproprietary Names does not imply any recommendation of
the use of the substance in medicine or pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can
be found in Cumulative List No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 74

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en
vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7);
1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que
dénominations communes internationales recommandées. L’inclusion d’'une dénomination
dans les listes de DCl recommandées n’implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-109) et
recommandées (1-70) dans la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM
seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 74

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias
Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10
(Resolucién EB43.R9); Résolution EB115.R4  (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a
continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominacién en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del
empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) vy
Recomendadas (1-70) se encuentran reunidas en Cumulative List No. 15, 2013 (disponible
s6lo en CD-ROM).

385



Recommended INN: List 74

WHO Drug Information, Vol. 29, No. 3, 2015

bovhyaluronidasum azoximerum #
bovhyaluronidase azoximer

bovhyaluronidase azoximere

bovhialuronidasa azoximero

brolucizumabum #
brolucizumab

CasaH118N24021S;
NH,

AIa—Cys—Ser—AIa—D-Pro—H Arg
1

|
His—Tyr—Pro—D-Pro—Lys—GIn— Tyr—Cys—Tyr
16 10

hyaluronidase-2 bovine (hyaluronoglucosaminidase-2,
Hyal-2, EC 3.2.1.35) Bos taurus precursor protein linked to
poly{[1-(carboxymethyl)piperazin-1-ium-1,4-diyl
bromide]ethylene-co-[(piperazine-1,4-diyl
1-oxide)ethylene]} by an amido covalent bond

précurseur de la hyaluronidase-2 bovine
(hyaluronoglucosaminidase-2, Hyal-2, EC 3.2.1.35) Bos
taurus lié au poly{[bromure de 1-(carboxyméthyl)pipérazin-
1-ium-1,4-diyl]éthyléne-co-[(1-oxyde de pipérazin-
1,4-diyl)éthylene]} par une liaison covalente amide

precursor de la hialuronidasa-2 bovina
(hialuronoglucosaminidasa-2, Hyal-2, EC 3.2.1.35) Bos
taurus unido al poli{[bromuro de 1-(carboximetil)piperazin-
1-io-1,4-diilletileno-co-[(1-6xido de piperazin-
1,4-diil)etileno]} por un enlace covalente amida

Hyal-2 Bos taurus seq. (HyN-Enz) / Hyal-2 Bos taurus seq. (H,N-Enz) / Hyal-2 Bos taurus
seq. (H,N-Enz)

MWTGLGPAVT LALVLVVAWA TELKPTAPPI FTGRPFVVAW DVPTQDCGPR 50
HKMPLDPKDM KAFDVQASPN EGFVNQNITI FYRDRLGMYP HFNSVGRSVH 100
GGVPQNGSLW VHLEMLKGHV EHYIRTQEPA GLAVIDWEDW RPVWVRNWQD 150
KDVYRRLSRH LVAIRHPDWP PERVAKEAQY EFEFAARQFM LETLRFVKAF 200
RPRHLWGFYL FPDCYNHDYV QNWETYTGRC PDVEVSRNDQ LAWLWAESTA 250
LFPSVYLEET LASSTHGRNF VSFRVQEALR VADVHHANHA LPVYVFTRPT 300
YSRGLTGLSE MDLISTIGES AALGAAGVIL WGDAGFTTSN ETCRRLKDYL 350
TRSLVPYVVN VSWAAQYCSW AQCHGHGRCV RRDPNAHTFL HLSASSFRLV 400
PSHAPDEPRL RPEGELSWAD RNHLQMHFRC QCYLGWGGEQ CQWDRRRAAG 450
GASGAWAGSH LTGLLAVAVL AFT 473

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
47-343 214-230 368-379 373-430 432-441

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-77 Asn-106 Asn-340 Asn-360

Carrier & Hyal-2 (H,N-Enz) / Transporteur & Hyal-2 (H,N-Enz) / Transportador &
Hyal-2 (H,N-Enz)

O,
—om ?—R
—R = or/ou/o N’/\
—NH-Enz Br K/N > N/_\N
g —
n

immunoglobulin scFv, anti-[Homo sapiens VEGFA
(vascular endothelial growth factor A, VEGF-A, VEGF)],
humanized monoclonal antibody single chain;

scFv (1-252) [methionyl (1) -humanized V-KAPPA (Homo
sapiens IGKV1-5*01 (87.60%)-IGKJ2*01 E125>T (108),
126>V (109), K127>L (110) [6.3.12] (2-111) -21-mer
(glycyl-tetrakis(tetraglycyl-seryl)) linker (112-132) -
humanized VH (Homo sapiens IGHV3-66*01 (80.40%)-
(IGHD)-IGHJ1*01 [9.7.13] (133-252)
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brolucizumab immunoglobuline scFv, anti-{[Homo sapiens VEGFA
(facteur de croissance A de I'endothélium vasculaire,
VEGF-A, VEGF)], anticorps monoclonal humanisé a
chaine unique;
scFv (1-252) [méthionyl (1) -V-KAPPA humanisé (Homo
sapiens IGKV1-5*01 (87.60%)- IGKJ2*01 E125>T (108),
126>V (109), K127>L (110) [6.3.12] (2-111) -21-mer
(glycyl-tétrakis(tétraglycyl-séryl)) linker (112-132) -VH
humanisé (Homo sapiens IGHV3-66*01 (80.40%)-(IGHD)-
IGHJ1*01 [9.7.13] (133-252)

brolucizumab inmunoglobulina scFv, anti-[VEGFA de Homo sapiens
(factor de crecimiento A del endotelio vascular, VEGF-A,
VEGF)], anticuerpo monoclonal humanizado
monocatenario;
scFv (1-252) [metionil (1) -V-KAPPA humanizado (Homo
sapiens IGKV1-5*01 (87.60%)- IGKJ2*01E125>T (108),
126>V (109), K127>L (110) [6.3.12] (2-111) -21-mer
(glicil-tetrakis(tetraglicil-seril)) conector (112-132) -VH
humanizado (Homo sapiens IGHV3-66*01 (80.40%)-
(IGHD)-IGHJ1*01 [9.7.13] (133-252)

MEIVMTQSPS TLSASVGDRV IITCQASEII HSWLAWYQQK PGKAPKLLIY 50
LASTLASGVP SRFSGSGSGA EFTLTISSLQ PDDFATYYCQ NVYLASTNGA 100
NEGQGTKLTV LGGGGGSGGG GSGGGGSGGG GSEVQLVESG GGLVQPGGSL 150
RLSCTASGFS LTDYYYMTWV RQAPGKGLEW VGFIDPDDDP YYATWAKGRF 200
TISRDNSKNT LYLQMNSLRA EDTAVYYCAG GDHNSGWGLD IWGQGTLVTV 250
EX 252

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain C23 C104 24-89 154-228

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
None

centanafadinum
centanafadine (1R,5S)-1-(naphthalen-2-yl)-3-azabicyclo[3.1.0]hexane
centanafadine (1R,5S)-1-(naphtalén-2-yl)-3-azabicyclo[3.1.0]hexane
centanafadina (1R,5S)-1-(naftalen-2-il)-3-azabiciclo[3.1.0]Jhexane
CisHisN
H
N
crisaborolum
crisaborole 4-[(1-hydroxy-1,3-dihydro-2,1-benzoxaborol-
5-yl)oxy]benzonitrile
crisaborole 4-[(1-hydroxy-1,3-dihydro-2,1-benzoxaborol-
5-yl)oxy]benzonitrile
crisaborol 4-[(1-hidroxi-1,3-dihidro-2,1-benzoxaborol-
5-il)oxi]benzonitrilo
C14H10BNO;
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b4 - B4 | 7l X~T7 (BGHHETRZ)
& | TIBESIRPVANLT ¢ RiEE
MEIVMTQSPS TLSASVGDRV IITCQASEII HSWLAWYQQK PGKAPKLLIY
[
|
LASTLASGVP SRFSGSGSGA EFTLTISSLQ PDDFATYYCQ NVYLASTNGA
NFGQGTKLTV LGGGGGSGGG GSGGGGSGGG GSEVQLVESG GGLVQPGGSL
RLS?TASGFS LTDYYYMTWV RQAPGKGLEW VGFIDPDDDP YYATWAKGRF
|
TISRDNSKNT LYLQMNSLRA EDTAVYYCAG GDHNSGWGLD IWGQGTLVTV
Ss
e - B R | PLE T RSB A M & L D N s B A
A& - A& | 7ervX~7 (Earlfiz) LT 6mg (005mL) % 4 X 1 [8], HkE 3 [ (G
AH) FFENFRET 5, TO%OMERIICREOTIE, @, 12 BILIiC 1 E, MERRE
595, 7eB, IMRICEVRSMRBEETHRE T8, 8§ B EHITHZ &,
W& D E
ik & Q| JFIK . 7T ey X~ GEIETHRZ)
GELZ R

A NA T ENERAS Y b 120mgmL[1% >k (0165mL) FOEFE : 7l
VAT (EETHEH#Z) 198 mg ]

s PE | BAER SRR (RO R SR I T ARRR G Th 57120, SHRE LM 25 Bl
BRITSEHE LT 72 )
TS O E A B (mg/kg) ERa ‘N
AR T >6 mg/lR (&H | R L)
i3 >6 mg/iR (BH TR L)
= 4% M >6 mg/fiR (BHFHEMFT R L)
i3 >6 mg/lR (& HwIEAT R L)
A R
Ehip BeE5M | R | 5 MmEMRE | TR
=74 | 3EMFE | AN |0, 05, 6 mg/lR B : 7e L, —ARIREEMLE,
Fu 3 =] 1, 3KRW REWHE, RBEORE, I
6 mg/iR RIRTE K& OYRERIRES « FIEiT
WL
4EM | AN (0, 1, 3 | 6mglR B : 7e L, —ARIREEMLLE,
6 [Al KO REWHE, RBEORE, O
6 mg/iR B, BRI K OYREL
WA FERTRZR L
BlOfE A | 5 AR

WARIR D FIEHFEBLFE 169/730=23.2% R LIS D Bl VE R B 9/730=1.2%

B 1EH o fiE % BIVE OfEE B>
MG 1. 39 =il 2
AR 24 b 2
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32 FEXIWEE
328 R
3.2.8.1 —BER
3.2.8.1.1 Drug Substance Nomenclature JN)VT 4 A s HANE R FEAt
3.2.8.1.2 Drug substance Structure JN)VT 4 A s HANE R FEAt
3.2.8.1.3 Drug substance General properties JN)VT 4 A s HANE R FEAt
3282 i
3.2.8.2.1 Manufacturer(s) JVT 4 A Wik R AL
32822 Description of manufacturing process and process controls DT 4 A Wik R AL
3.2.8.2.3-1 |Drug substance Control of materials JLT 4 A Wik R AL
3.2.8.2.3-2  |Certificate of analysis for MCB C-094601 (release) - revision 01 JVT 4 A Wik R AL
3.2.8.2.3-3  |Certificate of analysis for WCB C-100801 (release) - revision 02 D IULTF 4 R sk P =TAf
3.2.8.2.3-4  |Certificate of analysis for WCB C-100801 (retest) - revision 01 D IULTF 4 R sk P =TAf
325824 Control of critical steps and intermediates D IULTF 4 R sk P =TAf
3.2.8.2.5-1  |Drug substance Process validation D IULTF 4 R sk P =TAf
3.2.8.2.5-2  |Process validation - Qualification of scale-down model of upstream process D IULTF 4 R sk P =TAf
3.2.8.2.5-3  |Process validation - Qualification of scale-down model of downstream process D IULTF 4 R sk P =TAf
3.2.8.2.6-1 |Manufacturing process development DT 4 R Wik R AL
3.2.8.2.6-2  |Drug substance process characterization DT 4 R Wik R AL
3.2.8.2.6-3  |Process characterization summary DT 4 A Wik R AL
3.2.5.2.6-4 |Control strategy DT 4 R ok PN B STAf
3.2.8.2.6-5 |Control strategy JVT 4 A Wik R AL
3.2.8.2.6-6  |Comparability study results of brolucizumab manufacturing process C to F JVT 4 A Wik R AL
3.2.8.2.6-7 |Comparability Report: Process F to Process G D IULTF 4 R sk P =TAf
3.2.83 Hk
3.2.8.3.1-1  |Elucidation of Structure and Other Characteristics D IULTF 4 R sk P =TAf
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32.8.3.1-2 |Elucidation of Structure and other Characteristics ST 4 R HEok s STAR
3.2.53.2-1 |Drug substance Impurities ST A o HAER ST
32.8.3.2-2 |Characterization of product related variants/impurities ST 4 R HEot HrEE SEAT
3254 REROTHE
32.54.1-1 |Specifications ST A HEok HAER ST A
32.84.1-2 |Testing Monograph AT A HE4t HrEE STAH
32.54.1-3  |Testing Monograph ST A e HAREE ST
32542 Analytical Procedures ST A HEok HREE ST A
32.84.3-1 |Validation of Analytical Procedures 2T 4 A i HREE STAT
32.84.3-2 [Validation Report: Appearance of the solution by ratio turbidimetry ST 4 A e HrEE SEAT
32.854.3-3 |Validation Report:-and purity by_Chromatography - JRAT 4 A . NS ST
32.54.3-4 [Validation Report: Identity by Peptide Mapping FIULT 4 A MR H s E LA
32.84.3-5 [Validation Report: Purity by_Chromatography - ST g R o HrEE SEAHR
32.54.3-6 |[Method Validation Reporl;:-and Purity b_ F I T 4 A A H s E AT
32.834.3-7 |Method validation report: Determination 0_ J LT 4 R HEok s STAR
32.5.4.3-8 [Validation Report: Bacterial Endotoxins Test (BET) ST 4 A HEot HrEE SEAT
3.2.54.3-9 |Validation Report: Microbial Enumeration Test (MET) AT A HE4t HrEE STAH
3.2.5.4.3-10 |Validation report: Activit_ ST A HEok s ST AT
32.5.4.3-11 [Validation Report: Assay of protein by UV absorption ST g R HE4 HrEE SEAT
3.2.54.3-12 |Validation Report: Assay 0_ ST A o HAEs ST
32544 Drug substance Batch analysis ST A HEok s ST A
32845 Justification of specifications AT A HEot HrEE STAf
32.8.5 BESLEENR
325851 Drug Substance Reference standard ST 4 R HEok s ST AT
32852 Drug substance Reference standard - Addendum ST 4 R HE4 HrEE SEAH
3286 EBRREUHERR
32886 Drug Substance Container closure system S SATF A A HREE R
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3287 &HEHE

32.5.7.1-1 |Stability Summary and Conclusions ST 4 A HEok HREE STAR
32.8.7.1-2 |Registration Stability Report - Summary and Conclusions ST 4 R e HrEE SEAT
3.2.8.7.1-3  |Registration Stability Report - Data AT A HEot HAREE STAf
3.2.5.7.1-4  |Registration Stability Report - Summary and Conclusions J LT 4 R ok HREE STAT
32.8.7.1-5 |Registration Stability Report - Data FIULT 4 A MR H s E LA
32872 Post-Approval Stability Protocol and Stability Commitment ST g R e HrEE SEAT
3128.7.3 Stability Data S ST R HES HREE B2

32.P MF  (vial)

32P1 BEBULE

32P1 |Description and Composition of the Drug Product ST R 5 HREE FEAM
32.P2 BIFIBIRORR

32P2-1 Pharmaceutical Development ST A o HAER ST AT
32P2-2 Critical Quality Attributes AT A HEot HrEE STAf
32P2-3 Control Strategy AT A HEot HAREE STAf
32P24 Control Strategy ST A HEok HAER ST A
32725 |Comparability report (D AT 4 A i AR i
32P2-6 Clinical Trial Formulae AT 4 A HE4 HAREE ST A
32P3 g

32P31 Manufacturer(s) ST A HEA HHEE T4
32P32 Batch Formula AT A HEot HAREE STAf
32P33 Description of Manufacturing Process and Process Controls AT A HEot HrEE SEATR
32P34 Controls of Critical Steps and Intermediates ST 4 R HEok s STAR
32P3.5-1 |Process Validation and/or Evaluation ST g A ity s THEEE ST
32P3.5-2 |Transport validation protocol AT A HEot HrEE STAf
32P4 BNFOFE

32P4.1-1 |[Control of Compendial Excipients AT A HEot HrEE STAf
32P4.1-2 |Method suitability report - Microbial enumeration tests LT 4 A g HrEE SEAH
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32P4.1-3 |Validation report: Bacterial endotoxins test, BET I AT g A HEAh s SEfH
32P4.1-4 [Method suitability report: Microbial enumeration DT g A ol s E Endan
32P4.1-5 |Method suitability report - Microbial enumeration tests I AT g A AL s SEfH
32P4.1-6 |Validation report: Bacterial endotoxins test, BET J ST g A A G E i
32P4.1-7 |Method suitability report - Microbial enumeration tests J ST g A HEAh s End i
32P4.1-8 |Validation report: Bacterial endotoxins test, BET J ST g A A G E i
32P45 Excipients of Human or Animal Origin J T g A WIS PR ZL{H
32P458 Novel excipients e i HEE T
32pP5 HAOER

32P.51-1 [Specifications DT g A WIS G E End
32.P.5.1-2 |Testing Monograph J AT A TN G E i
32P52 Analytical Procedures DT g A A G E i
32P.53-1 |Validation of Analytical Procedures I AT g A HEAh s Eoa i
32P.53-2 [Validation Report: Appearance of the solution by ratio turbidimetry J UL A o R ZL{T
32P.53-3 |Validation Report: Volume in container - I AT g A HEAh s SEfH

32P.53-4 [Validation Report:-and purity by_Chromatography - J AT A AL HNEE AT

327535 |Method Validation Report {Nnd urity o () AT A i whEs | B

32P.53-6¢ |Validation Report: Purity by-hromatography -

)T R o wPEE B
32P.5.3-7 |Validation report: Bacterial Endotoxins Test, BET J ST g A o G E i
3.2P.5.3-8 [Validation report: Sterility 7T 4 A HEAh HRiEsE Eoa i
32p539 |validation report: Activity{ GGG 2T g A B HRER il
32P53-10 |Validation Report: Activity (T J ST g A gt N L
32P.53-11 |Validation Report: Assay of protein by UV absorption I AT g A AL HNEE SEfH
32P.5.3-12 |Validation Report: Assay 0_ ST g A A HREE Ead

27531y [V eparor et s [ e e | s

TS o o A G o T e | nan | e

7275515 [Vardaion Repor o A G S Snr i | wn | ueew | @6

32P54 Batch Analyses ST A ity THEE ER i
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32P3.5 Characterisation of Impurities ST A HEok s ST AT
32P56 Justification of Specifications ST A HEok HREE ST AT
32P6 BEEXEEDE
32Ps |Reference Standards or Materials | T A | A | g | ST
32.P7 BHRRUHER
32P7 |Container Closure System | JRAAF 4R | MRk | HEE | Ediid
32P8 EEH
32P81-1 |Stability Summary and Conclusions ST A o HriEs ST
32P81-2 |Registration Stability Report - Summary and Conclusions J T 4 R bk HHEE STAT
32P8.1-3 |[Stability commitment report: Summary and conclusion ST 4 A e HrEE SEAT
32P82 Post-Approval Stability Protocol and Stability Commitment UL 4 R e HrEE SEATR
32P.83-1 |Stability Data ST A HEok HAER ST AT
3.2P.83-2 |Registration Stability Report - Data ST 4 A HEok HREE STAR
32P83-3 |Stability commitment report: Data tables ST 4 R HEot HrEE SEAT

32.P BH (pfs)

32P1 BHEUNE

32P1 |Descripti0n and Composition of the Drug Product ST 4 A g SR i
32P2 BFABROREE

32P2-1 Pharmaceutical Development AT A HEot HAREE STAf
32P2-2 Critical Quality Attributes FOULT 4 A HE A H s E LA
32P23 Control Strategy AT A e HAREE STAf
32P24 Control Strategy Summary AT A B HREE STAM
32025 |Comparability report | J ST 4 2 41 HAER #21
32P26 Development Stability F I T 4 A HE A s E LA
32P2.7 Container Closure System ST 4 R e HrEE SEAT
32P3 B

32P31 Manufacturer(s) ST 4 A HEot HrEE SEAH
32P32 Batch Formula LT 4 A HE4t HrEE SEAH
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32P33 Description of Manufacturing Process and Process Controls ST 4 R ok G LA
32P34 Controls of Critical Steps and Intermediates ST 4 A o HHER STAR
32P.3.51 |Process Validation and/or Evaluation ST 4 R e HNEE SEAT
3.2P.3.5-2 |Validation protocol (Summary) AT A HEot HAREE STAf
32.P4 HNAOEHE

32P4.1-1 |Control of Compendial Excipients FIULT 4 A MR H s E LA
32P4.1-2 |Validation of the bioburden test for Sucrose raw material ST g R e HNEE STLAT
32P4.1-3 |Validation of the kinetic-chromogenic endotoxin test for Sucrose raw material I AT g A o HREE Ediin
32P4.1-4 |Validation of the bioburden test for Trisodium Citrate Dihydrate raw material DT 4 R bk HHEER AT
32P4.1-5 |Validation of the kinetic-chromogenic endotoxin test for Trisodium Citrate Dihydrate raw material J ST 4R A MG E SLAT
32P4.1-6 |Validation of the bioburden test for Polysorbate 80 Raw Material ST 4 A e HNEE SEAT
32P4.1-7 |Validation of the kinetic-chromogenic endotoxin test for Polysorbate 80 raw material DT 4 A gy G LA
32P45 Excipients of Human or Animal Origin ST 4 A ok HEER STAR
32P46 Novel excipients ST 4 R e HrEE SEAT
32.P5 BFOER

3.2P.5.1-1 |Specifications ST A A HAEE SEAR
3.2.P.5.1-2 |Testing Monograph ST 4 A g8 N EE STLAR
3.2.P.5.1-3 [Testing Monograph ST A e HAREE ST A
32.P.52 |Analytical Procedures ST A B HAREE STAf
32P5.3-1 [Validation of Analytical Procedures FOULT 4 A HE A H s E LA
32P.5.3-2 [Validation Report: Appearance of the solution by ratio turbidimetry ST 4 A e NG SEAT
32.P.5.3-3 [Validation Report:-and purity by_Chromatography - UL 4 R HEot HrEE SEATR
32P.5.34 |Validation report: Purity by_W ST 4 R ok G STAR
32P.53-5 |Method Validation chort:-and Purity b_ JrT g A gy HHEE B
322536 |Validation report: Purity by (G G J ST 4 R st AR il
32.P.5.3-7 [Validation Report: Purity by_Chromatography - ST 4 A e Mg STATG
32P.5.3-8 [Validation report: Purity by_W ST 4 A b HEE SEAH
32P53-9 |Method Validation Report: Bacterial Endotoxing Test, BET LT 4 A g HNEE SEAT
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3.2P.5.3-10 |Method Validation Report: Sterility ST A e HAER ST AT
3.2P.5.3-11 |Validation report: Activit_ ST A o HAES ST
3275312 |validation Report: Activity/{ 2T 4 A o HAER i
3.2P.5.3-13 |Validation Report: Assay of protein by UV absorption AT A HEot HrEE STAf
3.2P.5.3-14 |Validation report: Assay of protein by UV absmption— ST A HEok HREE ST A
32P.5.3-15 [Validation Report: Assay 0_ AT A A TRESE LA
32P.5.3-16 [Validation report: Assay o_ AT 4 A e HAREE ST

3275317 |validation Report- (NG J ST 4 A st e B

3225318 [Method validation /AT 4R 4t whEE |

3275315 [RTE-25S (-« o summary J AT 4R W4t R H

32P.5.3-20 |Validation Report Summary: Determination o. UL 4 R HEot HrEE SEATR

32P54 Batch Analyses ST A HEok HAES ST AT
32P55 Characterisation of Impurities ST A HEok s ST A
32P5.6-1 [Justification of Specifications AT A HEot HrEE STAf
32P5.6-2 |Development Stability Report - Data UL 4 R HEot HrEE STAM
32P.5.6-3 |Development Stability Report - Data ST 4 R HEok s ST AT
32.P.6 HEERLIIRESDE

32Ps |Reference Standards or Materials | AT A | HEot | HrEE | STAf
32.P7 BRREUHEER

32P7 |C0ntajner Closure System | ST A | HEok | HREE | ST A
32.p8 EEH

32P81-1 |Stability Summary and Conclusions AT A HEo HAREE STAM
32P81-2 |Registration Stability Report - Summary and Conclusions ST 4 A o HREE STAR
32P8.1-3 |[Stability Commitment Report: Summary and Conclusion ST g A o HAEE ST A
32P81-4 |Registration Stability Report - Summary and Conclusions ST 4 A e HrEE SEAT
32P82 Post-Approval Stability Protocol and Stability Commitment ST g A o HAER ST A
32P83-1 |Stability Data ST A HEok HAEE ST 1
32P83-2 |Registration Stability Report - Data ST 4 R HE4 HrEE ST A
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3.2P.83-3 |Stability Commitment Report: Data Tables J AT g A WA A EE T

3.2P.83+4 |Registration Stability Report - Data T g A WA ARG E T
324 £0OHM

Facilities and equipment -— P AT A AL HRmEE ST

i L SAT 4 A il HREREE il

ST 4 A 5 e E il

ST A ES HHREE i

[Appendix 4] ST 4 A iz TRREE ATl

[Appendix 5] ST 4R iz HARRET AT

AT 4 A ZAN HRREE ATl

SINTF 4 A HES HHBREE il

AT 4R ot HREEE Rl

32A1-10 DT A i HRAEE || P

32.A.1-11 |Facilities and equipment ST A it 8 HimEE AT

32A112 AT A W HRAEE || P

32A113 T o e E i

32.A1-14 |DS_storage RTH258 LIVI J T g A gy HRMEE B

32.A.1-15 |DP_storage RTH258 LIVI e VR HREEE e

32.A1-16  |Facilities and equipment ST A #E5}- HAREE LA

3za1 (N TR 4 A A HAREE |

32421 Adventitious Agents Safety Evaluation ST A #E5}- HAREE STAM

32.A22 Adventitious Agents Safety Evaluation - Reports for cell banks ST 4 A g HRMEE i

32A23 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 1_English S ST R BH HRHEE ST

32.A24 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 1 _German ST 4 A g HRMmEE i

32.A25 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 2_English F ST R 1B HRHEE ST

32.A2:6 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 2_German J T 4 A A THRMEE i

32.A27 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 3_English S ST R 1B HHRHEE ST

32.A2-8 Adventitious agents test reports for brolucizumab master cell bank (C-094601): Appendix 3_German ST 4 A A HRMEE i

32A28 Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 4 English S ST R BH HHRHEE ST

32.A2-10  |Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 4 German ST A B HRHREE i

32.A2-11 |Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 5_English AT A HES- HHREE ZTAHh

3.2.A.2-12  |Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 5_German J T 4 A g HRMEE L4

3.2.A.2-13  |Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 6 English J AT A Fista 8 HismeE AT
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3.2.A.2-14  |Adventitious agents test reports for brolucizumab working cell bank (C-100801): Appendix 6 German JN)VT 4 A biT%4N TN FEAT
3.2.A.2-15  |Adventitious Agents Safety Evaluation JN)VT 4 A s PR ST
3.2.A.2-16  |Adventitious Agents Safety Evaluation JN)VT 4 A s FEP R ST
32.A3 Excipients JIS)VT A sk RN B
3.2.R FBOERER
32.R1 YA EHEL | _ | _ ‘ _ ‘ _
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4.2.1.1 FAHZEMT HRR
42.1.1-1 |Binding stoichiometry of RTH258 in complex with huVEGF J VT ¢ A | 201849 H 13 A K sk FENERE | FFl
4.2.1.1-2 | Affinity and potency of ESBS1008 ESBA Tech 201849 A 19 H AA A Mi%4S NGB SEAT
Revised report
4.2.1.1-3  |Affinity and Potency Comparison of Brolucizumab with other VEGF antagonists JN)VT 4 A 201849 A 27 H K s+ RN R B
4.2.1.1-4 |Isoform selectivity of ESBA 1008 ESBATech 2010 410 H 20 A AA A WEsh & B B
4.2.1.1-5 |[Species cross-reactivity of ESBA 1008 ESBATech 2010 4£ 10 H 20 H AA A vaN HAEB A
4.2.1.1-6  |Preclinical in vitro and in vivo efficacy pharmacology of AL-86810, a single-chain anti- TIva 201141 H 25 H P NEs| s R R B
VEGF-A antibody fragment
4.2.1.1-7 |Specificity of Brolucizumab ESBATech 2019410 H 17 A AA A Yy s Gk e
4.2.1.2 BIRKZEERR
4.2.1.2-1 |EpiScreen™ Immunogenicity Analysis of Single Chain Antibody Fragments Antitope Ltd. 2008 -8 A 26 A HE[E] sk PR 2%
42.1.2-2 [Immunogenicity analysis of ESBA1008-DHP ESBATech 2011461 A3 H AA A o+ HNEE | 55
4213 RLMUIEFERR
e L — — — — — —
4.2.14 FFIEHTRMEEERRR
[zt L — — — — — —
4.2.2 EYBEIERR
4221 HTHERONY F—va VREE
4.22.1-1 |Validation of an ELISA Method for the Determination of AL-86810 (ESBA1008) in PPD 2011 -3 H 25 H /S %A HNEE | 25
Cynomolgus Monkey Serum at PPD
4.2.2.1-2 |Validation of an ELISA Method for the Determination of Anti-Drug Antibodies for AL- PPD 2011 4£3 A 25 H >k s HNEE | 25
86810 (ESBA1008) in Cynomolgus Monkey Serum at PPD
422.1-3 |Validation of an ELISA Method for the Determination of AL-86810 (ESBA1008) in PPD 20114£3 A 25 H KE s+ HNEE | 35
Cynomolgus Monkey Vitreous Humor at PPD
4.2.2.1-4 |Validation of an ELISA Method for the Determination of Anti-Drup Antibodies for AL- PPD 2011 43 H 25 H KIE vaN HAEB S
86810 (ESBA1008) in Cynomolgus Monkey Vitrous Humor at PPD
4.2.2.1-5 |Qualification of an ELISA Method for the Determination of AL-86810 (ESBA1008) in PPD 201144 A 8 A * sk HNEE | 55
Cynomolgus Monkey Aqueous Humor, Neuroretina and RPE-Choroid at PPD
4222 WX
4.2.2.2-1 |Pharmacokinetics of AL-86810 (ESBA1008) Following Intravenous Administration of AL- Alcon Research 201143 A 31 H ¥ WEsh & B B
86810 to Non-Human Primates Ltd.
4223 o7
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4.2.2.3-1 |Systemic Pharmacokinetics and Ocular Tissue Distribution of anti-VEGF scFv 1008 Covance 2010812 8 22 B HE B S HHE Fodin
Following a Single Intravitreal Injection to New Zealand White Rabbits Laboratories Inc.

4.2.2.3-2 |Ocular Pharmacokinetics of AL-86810 Following Single Intravitreal Injection of AL-86810 PPD 2011 =4 A 6 H HE A HTHE Fadin
in Cynomolgus Monkeys — Pilot Study

4223-3 |Ccular Pharmacokinetics of AL-86810 (ESBA1008) in Cynomolgus Monkeys Following Alcon Research | 2014229 H 16 B HE B HrEs | AR
Intravitreal Injection — Dose, Dose Volume and Formulation Effects Ltd.

4224
B L | — | — I — | - | -

422.5 Hh
B L | — | —~ N — | = || =

422.6 ROBBERARBAEERN GEEK)
BB ER AL - ] - [ = | = [ = I =

4227 FOMOEHBIERER
BEEREL | — | —~ | - | — | - | -

423 BHRR

42.3.1 HE#HSBEEHR

42311 |aL-86810 (ESBAL00S ()~ Acutc Intravitreal Screcning Evaluation in T 201311 B 68 FE s HrEs | 2=
New Zealand White Rabbits

42.3.1-2 |Exploratory Intravitreal Injection Study in Naive Monkeys with a Large-Scale Batch of T2 2010FE 618~ *E S HAEE B=E
ESBA1008 (AL-86810) With Increasing Doses of Endotoxin 011E4 868

4232 REHLEHERR

423.2-1 |Exploratory Dose Range Finding Intravitreal Injection Study in Naive Monkeys with T Al e 201038248~ H*E S HRER | &
ESBA1008 (AL-86810) 011E4 858

4.2.3.2-2 |Exploratory Ocular Toxicity Evaluation of Repeat Intermittent Intravitreal Injections =00 2010F 108 15 B~ HE B A HHE H5E
(Q6Wx2) with Various Batches of AL-86810 (ESBA1008) in Cynomolgus Monkeys 2011 4B 68

4.2.3.2-3 |Ocular Toxicity Evaluation of Repeat Intermittent Intravitreal Injections (Q3Wx3) of AL- T A3 e 2010 9 H 168~ HE i s HTHE H5E
86810 (ESBA1008) in Cynomolgus Monkeys with a 3-week Post Dose Observation Period 2011E4 8118

42324 |AL-86810 (ESBAL0O8): A Six-Month Intermittent Dose (Q4Wx6) Intravitreal Toxicity T i 2012% 9 268~ H*[E wBH HREE S
Study in Cynomolgus Monkeys with a 3-Month Interim Evaluation 20134E 98 13 8

42325 |aL-86810 (EsBA100S (G = thrcconth ntemittent Dose (QGIWx3) | 7= | 201484 A 28 B~ | #E ey TRER | #E
Intravitreal Toxicity Study with a Four Week Observation Period in Cynomolgus Monkeys 2014 & 10831 8

4233 MEBHERR
mAEE L | — | — | - | — | - | -

4234 BAFHERE
B ERG L | - | - | - ] - | - 1 -
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42353 HAERRCHAR ORAN CICBEOBERICET 23R8
4.2.3.5.3-1 |Enhanced Pre- and Postnatal Developmental Toxicity Study JN)VT 4 A | 2019462 A 14 B~ K[E] HES- HNER | R

with RTH258 following Intravitreal Administration in
Cynomolgus Monkeys with a 12-Week Post Partum Period

201948 7 14 H

42354 FHAERZRAVZREBR

[t L

4.2.3.6 JRETRIEM:EER
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4.3-1 Brown DM, Kaiser PK, Michels M, et al. (2006) Ranibizumab versus verteporfin for neovascular age-related macular degeneration. N Engl J Med; 355:1432-44. %48
4.3-2 Creasy DM (1997) Evaluation of testicular toxicity in safety evaluation studies: the appropriate use of spermatogenic staging. Toxicol Pathol; 25(2):119-31. %48
4.3-3 Fong GH, Rossant J, Gertsenstein M, et al. (1995) Role of the Flt-1 receptor tyrosine kinase in regulating the assembly of vascular endothelium. Nature; %48
376(6535):66-70.
43-4 Gerber HP, Hillan KJ, Ryan AM, et al (1999) VEGEF is required for growth and survival in neonatal mice. Development; 126(6):1149-59. sk
4.3-5 Girach A and Pakola S (2012) Vitreomacular interface diseases: pathophysiology, diagnosis and future treatment options. Expert Rev Ophthalmol; 7(4):311-23. vaN
4.3-6 Hutton-Smith LA, Gaffney EA, Byrne HM, et al. (2017) Ocular pharmacokinetics of therapeutic antibodies given by intravitreal injection: estimation of retinal biT%4N
permeabilities using a 3-compartment semi-mechanistic model. Mol Pharm; 14(8):2690-6.
4.3-7 Kaiser PK, Blodi BA, Shapiro H, et al. (2007) Angiographic and optical coherence tomographic results of the MARINA study of ranibizumab in neovascular age- 24N
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4.3-8 Peach CJ, Mignone VW, Arruda MA, et al. (2018) Molecular Pharmacology of VEGF-A Isoforms: Binding and Signaling at VEGFR2. Int J Mol Sci.; 19:1-27. 24N
4.3-9 Rosenfeld PJ, Brown DM, Heier JS, et al. (2006) Ranibizumab for neovascular age-related macular degeneration. N Engl J Med; 355:1419-31. vaN
4.3-10 Semeraro F, Morescalchi F, Duse S, et al. (2014) Systemic thromboembolic adverse events in patients treated with intravitreal anti-VEGF drugs for neovascular age- 24N
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4.3-11 Shalaby F, Rossant J, Yamaguchi TP, et al. (1995) Failure of blood-island formation and vasculogenesis in Flk-1-deficient mice. Nature; 376(6535):62-6. WEsh
4.3-12 Stewart MW (2018) Extended duration vascular endothelial growth factor inhibition in the eye: failures, successes, and future possibilities. Pharmaceutics; 10:1-12. %48
4.3-13 Struble C, Howard S, Relph J (2014) Comparison of ocular tissue weights (volumes) and tissue collection techniques in commonly used preclinical animal species. %48
Oct 1-4 2014, Nice, France. European Association for Vision and Eye Research annual meeting[abstract]. Acta Ophthalmologica; 92:s253.
4.3-14 Szabo E, Phillips DJ, Droste M, et al. (2018) Antitumor activity of DLX1008, an anti-VEGF antibody fragment with low picomolar affinity, in human glioma models. sk
J Pharmacol Exp Ther; 365:422-9.
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53.1.2 L#k BA RBRE OAMENFRSYE (BE) RABRBEE
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[t L

53.1.4 AEHRCERCZHSITERIRES

5.3.14-1

Validation of an ELISA Method for the Determination of ESBA1008
(AL-86810) in Human Serum at PPD

PPD

201644 A 17 A

K

PG

FF i

53.1.4-2

Validation of an ELISA Method for the Determination of Anti-
ESBA1008 Antibodies in Human Serum at PPD

PPD

201644 A 17 A

K

FEPE R

FF i

53.14-3

Method Validation for the Quantitation of RTH258 in Human Serum via
HPLC with MS/MS Detection at PPD

PPD

201846 H 6 H

KE

FEPNE R

FF

Method Validation Report Addendum 1
Quantitation of RTH258 in Human Serum via HPLC with MS/MS
Detection

PPD

2018 410 A 31 A

KT

FEPNE R

FF

53.14-4

Method Validations for the Detection of Anti-RTH258 Antibodies in
Human Serum Using a Bridging Ligand Binding
Electrochemiluminescence (ECL) Assay and Detection of Neutralizing
Antibodies to RTH258 in Human Serum Using a Competitive Ligand
Binding Electrochemiluminescent (ECL) Assay

Intertek
Pharmaceutical
Service

201847 A3 H

KT

FEPE R

it

Method validation report addendum 1

Long term stability for the qualitative determination of anti-RTH258
antibodies in human serum using a bridging ligand binding
electrochemiluminescence (ECL) assay

Intertek
Pharmaceutical
Service

20184F 11 A 14 H

K

o

PG

FF i

Method validation report addenduml amendment 1

Validation of a competitive ligand binding electrochemiluminescent assay
(ECL) for the detection of neutralizing antibodies to RTH258 in human
serum

Intertek
Pharmaceutical
Service

2018411 A 7 H

KT

FEPNE R
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53.2 b FMAEGREEZ AW EENBREEORRREE
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533 ERREMERE (PK) RBRESEE
5.3.3.1 EFEHEBRE BT 5 PK ROFIHIA A ERBREEE
[t L - - - - - | -1 -
5332 MEFICHBIT DS PK RO BEHRBRBEE
[t L - - - - - 1 -1 -
5333 WEMERZRH L PK RBRBEE
53.33-1 A Randomized, Double Masked, Three Dose Safety and Pharmacokinetic | Alcon Research, |2015 4 8 H 24 H~ AAR, 7AU D, N HEs HNEE AT -
Study of RTH258 Following Intravitreal (IVT) Injection in Subjects with Ltd. 201649 A 6 H =7 ek
Neovascular Age-Related Macular Degeneration
Addendum to Clinical Study Report RTH258-E003 Additional JoVT 4 A | 20194 1 H 8 H - sk KPR | RTAT -
pharmacokinetic analyses
Errata list _ _ _ _ _ _ —
5334 SRMERZREN L PK RRBEE
[t L - - - - - 1 -1 -
5335 ARtal—v a3y PKRARBEE
e L - - - - - 1 -1 -
534 ERRZEHY¥E (PD) RBRBESR
[t L - - - - - 1 -1 -
535 APERUCRLEERBREE
53.5.1 HEET OEWERET DB RARREE
5.3.5.1-1  |A two-year, randomized, double-masked, multicenter, three-arm study J2PNVT 4 A | 201412 A8 H | TIABVFL, F—R [E B L[] HNEE AT —
comparing the efficacy and safety of RTH258 versus aflibercept in ~ KNS YT, agre
subjects with neovascular age-related macular degeneration 201843 H28 0 | 7, A% o, 5F
~, AFH, ART=
N, KE, TR
a, —a—U—J
N, BA, FF212 fig
Errata list _ _ _ _ _ _ —
53512 |A two-year, randomized, double-masked, multicenter, two-arm study VT 4 A | 20154E7 A28 A [ A—A MU T, ~ULF St tEPNERE | R -
comparing the efficacy and safety of RTH258 6 mg versus aflibercept in ~ —, /aTFT, F=x
subjects with neovascular age-related macular degeneration 20184E3 A 7 H S dERE, T~ —
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Errata list — — — — — — —
Errata list 2 — — — — — — —
5.3.5.1-3  |A Prospective, Randomized, Double-Masked, Multicenter, Two-Arm 2=V 201343 H 11 H KIE, E 46 fE %48 gk SEA —
Study Comparing the Efficacy and Safety of ESBA1008 versus EYLEA® ~
in Subjects with Exudative Age Related Macular Degeneration 201445 8 A 18 H
5.3.5.1-4  |Safety and Efficacy Study of ESBA1008 versus LUCENTIS® for the 2= 2010410 A 3 B | KE, K1Y, A—=A HES HNEE FEAm —
Treatment of Exudative Age-Related Macular Degeneration ~ NUT, A XZYT, A
20383 H 13 H |ATF=x)v, #A—A T
VT, AT UK, R
NN, Trw—7,
TR, HlFH, AN
A >, &t 51 ik
Addendum 1 to Clinical Study Report C-10-083 (RTH258A2101) VT 4 A | 201848 H 23 A — s RN | —
Missing patient narrative and pharmacokinetic report
53.5.2 FEXIRRBRMEE
5.3.5.2-1  |A 24-week, double-masked, multicenter, two-arm extension study to J2NVT 4 A | 201851 H 15 A KE, & 68 fitiak %A tNEE FFAM —
collect safety and efficacy data on brolucizumab 6 mg drug product ~
intended for commercialization in subjects with neovascular age-related 201849 A 5 H
macular degeneration who have completed the CRTH258A2301 study
5.3.53 MEEORBREME L G TR LSS
5.3.5.3-1 SCS Appendix 1 (Integrated Summary of Safety, data analyses) JN)VT 4 A — — %48 BB HE -
Errata list — — — — — — —
5.3.5.3-2  |SCS Appendix 1 - Japan (Integrated Summary of Safety, data analyses) JSVT A — — 2 gk B # —
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5.3.5.4-1  |A Prospective, Two-Staged, Single-Masked Study to Evaluate the Effect Tay 201447 A 20 H [KE, #—A T sk TNEE | 3% -
of ESBA1008 Applied by Microvolume Injection or Infusion in Subjects ~ 7, RI=hfE,
with Exudative Age-Related Macular Degeneration 20154E 1 H 23 B |3 12 fasg
5.3.5.4-2  |A single-arm, open-label, multicenter, phase IIIb study to collect safety 2V T A (201946 H 7 B~ |K[E, F3 it s HNEE P = —
and electrocardiogram data on brolucizumab 6 mg intravitreal treatment 201947 A 9 A
in patients with neovascular age-related macular degeneration
Errata list — — — — — — —
53.6 HRBOEAERICET OHREE
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537 BET7—F—ERROEHRE
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