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301 VHTVSYGDDE DSLSSAYIQR VNTELMKAAA RGLTLLFASG DSGAGCWSVS
351 GRHQFRPTFP ASSPYVTTVG GTSFQEPFLI TNEIVDYISG GGFSNVFPRP
401 SYQEEAVTKF LSSSPHLPPS SYFNASGRAY PDVAALSDGY WVVSNRVPIP
451 WVSGTEASTP VFGGILSLIN EHRILSGRPP LGFLNPRLYQ QHGAGLFDVT
501 RG?HES&LDE EVEGQGF?SG PGWDPVTGWG TPNFPALLKT LLNP

rhTPP1O T 3 / BRELYI

AR EIBR SN ANKRUGDLT6MHD T I VBRI ) %2 5 70X TF Fe 7 L —TR§ o EHMERII77HFH O
Leur 53687 I V RTHEM SN Bbo T ¥ H ARG A HHEE SN AN G RBEHOMEREL T ~ & —
N—"T, CysZKF T, MEDOIEE O =50k % S GEREM T/ T o VAN T 4 FRGZHTRT

4. FFRARUPTE
5513 ¢ CassrHaoaN73aOrosSu (HESH % B <)
Fa $966,000

5. k%4 (w&E) XIIXE
V) RF—E TUT 7iE, @z Ze b V) RTFIONKRTF - CIREMRETH ), Fr 4 =—X
INAAZ —PREABIC X VRSN D, BV RF—F T 7 71E, AU T IV BERIEN S o oy
B (i £966,000) TH 5

6. BA%K. &, KBS, B5ES
f¥ =2 — F : BMN 190



M. Exhk2 Y 21EH
1. YEL2HNY
(1) 48 - Bk
A8 ~ B 8 D
(2) BfEM
MR L
(3) WiEM
MR L
(4) Bh= (9EER). Ha. BE=
MR L
(5) ERiEEMBETEE
MR L
(6) PEEREL
MR L
(7) ZDMOELRME
SEE 60 B ES TRV VX2 BEOT I BRI X 2 EFEfE)
WA %L - 1.3mL/ (mg-cm) (B$H % & % 20\ rh TPP1OWOURE O R 5AH)

2. FMRDOBRERGTICE T IREN

Bt RERMA RERSH REHIE R
R PR A 5kl —60CLLF RV FL 8]0, 30 6.9, 12, | 36 » HETLE

(N aryy— |18, 24, 36 »
V) L125mLo K
) H—F A — MK
w7 I AR 5C +3TC Ay F L@ 0.3 67H 6 7 HTRRANEE
(N ary—
V) r125mLo
) H— R A — MK
Ses e R Tl % - 180 ] AN SE
(il o3 5 ) (120K lux - hr)
WEMH MR, 27V ObZetiRBRz B ). IE. MR SMAT, MY Asg Otz k).
y oSy B, FRRWE. BER. 5. pH ObRENRBREKR ). BEE OtREMRRBREKR ).
RTF N2 v T ObEtm RO R), BH 707 74V OLZERRBEDH)

3. ERWRAOERRERE. EEE
RN RES
RTF Ry 7
HHra< v 7574 —
(P Ty v 551#)

€ Rk
y oy B R VTR E D (27~33mg/mL)
Wintk - SR E O (BRIGIEL © 7~13U/mg)



V. ®XEICBY 31EHB
1. #IW
(1) FREOXZ
ARVETEBF
(2) BFIDHER MR
PEIR et~ W~ S I O
3) #HAa—F
FAAPE/AR
(4) B DY
pH :62~68
BB 1 09~12 (ERfTHiKR )
(5) Z0ft
BAAPE/AR

2. REOMEK
(1) AS CEERD) OEERUFEMA

= _=® m:% S Ik T
Wi 7)) =2 — T IRE PSR
150mg
) 3470 (5mL) Ho
AN
s A
o W) RF—E¥ TILVT 7
2 b 4 -
AT Capap ) 150mg
U UBIKEZT M) T A 055m
AR oM
Y UBRTAKFZEF M) T A
3 KA 0.40mg
WAL g v o 4 4385mg
LA ) 7 A 1.10mg
X [ A/ A VAV BN 0.80mg
AL 7V > 2 2K 1.05mg

H) FrA=—ZANA AT —FIEMIEA S B SR D,
(2) EMmMEENERE

ML n
Q) #=

BN

3. RMIBBROERRUVURE
T Z 2 — S IHMENESHELS0meH 7 5 v ¥ 2B OAKIE. RS RS T hWI ERBRE T ) D a—FNE
PESHE150mgDHLK & Fl—TH %,

4. Hifi
ZMULan

5. IBAY PR D& 5 Y
AREONFRIIFEIEOBE TR TETRET T 5720, A OAMY) DR IZFER L T2,



6. HEADEBEXRHTICHTH2REM

<AH>
B RIEEMH RERSH R EAR HERFER
S H R T %k
FIA | EAESHL/mLO Z A T A o
“XER —20C+5C | 7 ABH T ANAT IV, 7t n 247 A 24 n HE TR
S RV —WETFIVA b 28—
T E R 5C «£3C [q] I~ 67 H 6 7 HTRRARE

WEEE R, ANEERRLT (RIS A), FIE, BESHREGEARAT, & > 87 BiaE, JRWE. BRI,
SrfEYn. MR pH. REE

<7 T v aiEw>

HER RS MG RERS RTFHAME HERIER
WA FEHERESML/10mLD ¥ 4 7T K7
S ~20C +5C | ZAMATANA TN, Thtu | 24 24 7 B ¥ TRE
A RV —E7TF VA b v 3=
B | 5C 3T il I 6 7 /i 6 7 HE TRE

WEIEHE « vk, REERR T (RERERBROA), WH (REIRGERBOA), pH, RET

7. AELERVBHBHBOREM
L Zen

8. fhMEDEATIL MEELFHELL)
BB L

9. A
FHLew

10. &&s - Q%

(1) FBPDELRSR - L. SEBIHHRERES - BEICEAT 21EHR
M LRn

(2 aE
7 =2 — YN ENEN150mg (5mL) 254 TR OTT ) = 2 — F  MEPESHEIS0mgH 7 T v ¥ 2
i (5mL) 134 7

Q) FiHEE=E
FALRw

(4) REBOME
NATN :HF A
Thte: 79 ER)I—% =T 4 YT LT FNVT LTI
Fyrov T TIVIZTA

1. FlBRHt S 3 EME
FLL v

12. ZOft
HM L0



V. AEICEEd BIEH
1. zHEEXIIHR
oA FYRT AT Vg2

(F3)
O KHID Z DIEE - WRIZBUT 2 ARVER OV, ARGEIGEARRE G TR L7257 — & J OGRS

iy V)%'fﬂ‘b-}ﬁ)n(h‘%o

2. DEEIIRHRICEET EE
MESNTWARW

3. RERUVAE

(1) AERUAEDHEH
WHE, V) RSP —¥ T 7 7 GEEFMHIRR) & LT, 300mgZ 2 M1, MENEKGT 5. 6. &
BOIREE, IS U GEEIRET %,

(2) RERVAEDEREE - 1RIL

(f3t)

02kl Lot g FYRTAF VE2R (CLN2) HHFHICBF % AF300mgD W= N3k 512 X 2 45 551 J OV a1

(& ABRGEGERGEH G TIRIN L 723 T — 7 RO RIS L DD 6 Tw b,
® I V) AR HE D B T B i IS AU, (7. M - BB 23] ISRRL Twa,



4. RERUVHEICEHET %R

7. Bi& - AECEETZEE
710 2RAMOEETIE, TEREZSEZIRET S Lo [9.75H]

A i I EEESS
HiE ~ 27464 H i 100mg
%67 H~ 1A 150mg
1~ 25 Al MODO4E H F ToKGE  200mg
5l H DL o 5.3 300mg

7.2 Gl EAR Y T2 C25mL/RFH OFETHR G 455 BBEOREIZIS U T, K5EEZ T TS
5T L,

7.3 AANZ. WEABG OHGE, R D 5 ARG §5 2 Lo

74 FAROBEGIZEINTF 74 7F 0 -2 GURBEESUSHRIT H 2 LD H Lo HIRZEIKSE L7720, B
FOREZ L L2 LT, i X ¥ 3 V2 BMOUI 2SR H] & O 0F 1 TAFHIE: B 4630~ 60751 L2 Fif
BhH5352 &, [1LLIZH]

75 AFRGAIC, BUE. CEBO, MR, RRRIEOZALSE OREIRIZ X 0 5P OEBENED AL T b &
Wr S Ha, 5OWE, 5HEEEZ T AFOMY 2R NEZIT) 2 Lo

76 AHGMR WET 7 LA TN 2 GHRGREGNOBRIFEBZ G LTNET 7 X 734 XD HfF
MM T 2720, BEBRBZAHLLZT Iy V2 BHTHET 7 LA TN, A2 505 BEGENE 7 7 v
Y295, [14432H]

()

® 27 R D T3 B ¢ 2R O B OHESE . Mk 0190-203F Ak TH WV B HEICHEDO (. AR
B BERIFLET M E 1L, IEAMOBEITRERIISBIMNTE 5 X ) ICWET N7z CLN2132~45% THEIRASFE I T
b 720, AR OIFEALTHIFRD LN H/NENDHFOMES SN L, 612, BIETEZWHFICL D iEE
T EN TV LIREMEATAZED SN VWNE BIERBOWHRE) LEBEONRETRETH D, X ) RIS
WERBT A LICLYVRBETZIH T LI LB TELLEZOLND,

O 2% K D EE XTI AHESE A EIE, PIRARCRAAR CHEM L 72 3EMRIE L 2 5 X O IINERZ IR ICPE L. ik
YL 25 A Ol ClEASEOFMASTRE L 205 £ 9. IEHEOE L HEREL 72,
EATMOBE 2N RIHIZRINHE: - HRE., ShFET BRINEES, 9794 F F—=ZX 507, 797
VRO AF T TIZBWTRIBENTVS,

O KK R N7 T v ¥ il G-#4E (25mL/FEH) (X, 190-201/2028 8% TL &ML ST W b,

O RER R E LRI X 585 MET 7 Y AT A2l L 7285 O R PEIE NS R R IS B 0 B 5 A PHE
FEUHEEFRITTHHGPROBESHEOEZEOE=5 )  FOLE,EZET 5 L, AFNIIWMENEG K
HWLEREREE L > TORKGEND I ENEETHLLEZDOND,

©® KAV 5-BHIR30~600 R DL A ¥ 3 VHIFRE CUIMBGERAIOBH) OHESE - o Pl Ed. BRRBRT
TS, BEWEIHERIN TS,

O AN EZRELVEEITIE, HROWELZMET5Z L 52T 42 & UIEARELZ X D s S
BHILNTES  ZOERIT. BHEZERTBELXMLZDDOTH S,

07Ty, MENRG VAT LAHNOERKNZ 7Ty 2L, WMET 7 AT A ZAOBGFT MR 572
DT 2LESH Y. ZOEHRIE, G HELHHT L7-20ICEETH S,



5. BRIRBLE

(1) BBERT -2y r—2

R TE A BR 7 | A ER A | ThERSE B pE e P 51
REEROM f > JH H 2575 BEk/5ET
T it ]
(G &R/ =%
EED
190-201" JEEML. |MLRE |14H IR TRENS | B8k 2450 3~15i% OCLN2E | =i - %0
551/241 JH i Ho GBI /H4 | 58T 2360 E4 BOEM L E (4~
A, B, (L3551 2238 1)
KE. 47T W 30mg. i 2 JH 4 5
GRiEg) 100mg M U°300mg % A K
FHEGEMD L (2
FLLE) P25
1 A -1 < 300
mg % 4831 [ ¥ 5-
190-202? JEHEM. |MLRE |300mg% 14 H MIFE T | B 4% © 190-20138 55 | 190-20138858 % 52 T | ;4223938 (ki)
551/2H1 ke 5- RN G- 250 | 258 T L7223610" L 72CLN2&## (RFZ161B 5, &)
A, B, R A 4
KEL 4507
(FTAE )
190-203° FEH  |MLRE |300mgZ14H MR T | 7F—% v M7 | CLN2EFEEZ WS | 96 (Hker)
24 MBS $ 585 | (20164E11H1H) T |41, 190-2013ERIC | (FRE3SHSR T KM
FAL K EilESSEL ] X400 3% §k S, | B ks vz Wi il
(FTAIHE ) B &2 72, A4 L v 51
U Lo gE
190-901” FARFGH | HMLRE | fi590% 20D L7z B | IEFEPEFLIE A B30
FA K BlgEnrse BT — 7 R—2% | CLN2EH
(ZEEHR) il N TN a
A—1F30fl=2—3
— 27 a7k — 494
190-901° B ok | HMLR E | ik 2tk D496 (34 | CLN2EH Ml L
fifiit BlEEnse D190-901 7 B T xf
FAY, A4%YT GrholonrT
(ZEZERD) VT DD B,
2651 HSE M)
CLN2 : tu A FYETAF Va2, HML : N> 7V 7 5EE) - S3, ML : &8 - S35

a: W OT—% 7y M+ 71k 190203 ORI ERTmHE A UET L. FHAZUTO LB Y EHE L 72,

K RWERE W R OERE LB~ 1SRRI E L, 190-201 5RERIZ B8k S N7z Wi itk As 144 DL b 2 B & o5 2 s L 7z
SRR 10BILL RI2E] & RIF7e,
505 e e kN Lz (66 H Am100mg. 68 H DL 1R 150mg, DL F25E R 15200mg  [3Re) D4m] ],
300mg [5M HEPARE]. 2/ LL 1300mg) .
PG 144EENCIER L7,
*HARNBERE 162 5

(2) ERPRZEIEER

AR L



(3) RERICHRZHBR
BAAEECEAA NUKRT ZAF U E2E (CLN2) BEEMRE L BSERRHER [190-2015K8%. 551/2403F 51
AEIEHER] RUBRRIRSHER [190-20255. F1/2AFFRMER®R5H%,. #ith Q016F11AT—4h v b

*7)1"

Htg 190-201548
RANDHIE, ZARtE R OBAEE TS 2o
190-20255%

KA O T %2 5§ 5.

AERT A~ | JEERL T

POE S 190-2015K5%
3~8EDCLN2HE © 2461 OHEWIHMY + M HER S0 1080 (HAANLBD™, FMEHERSY :
14%1)
¥ak— 1136, aF—b2:360 (HARALB), ar—F3:46]
190-2025:E&

190-20158k % 52 7 L 7=CLN2# « 2361 (H A A1)

F 2 EPULHE | 190-201 54

O N RTFINARTFF—¥] (TPP1) BEEWYE GBI AR Y b)) KO CLNZE =T RIFHT
OMFIHEIE, CLN2LIEEZM SN2 BE

O I RCLNZERRFHIE R EIC X 2200 FALRE GEB) [RAT] - S [ML] REE) 253~68T, i
R OSEREIVFNRD LU ETH 8B E~ P& FCLN2#E T h o B

© SR SRR O AR AI3~ 153k D B

O CLN2DIAMZ, B I RBAR AR T 25 1 SR T BZNo b 2 EEEZH L T Eg

s

190-202548%

©190-201 ;AR C48 A M O AR HKHe 5 (300mg. 14H k@) 2% T L&

0 190-201 i EE D X — 2 5 4 ¥ H 5 ikBisE T F T3 EOMLNE TR & e o 72 E T
BEFAMEMIZ L DRBESIC L > TREAT 4 PR OLNLWES ) LKW X ol

B
O MLREEAOM T A\ EH
nE

R 190-201545%

FHE WS 0 A5%030, 100 UF300mg % 45 H f 43 [ DL 114 H B R T NP - (7 AR E2.5mL/ R
M. #948RH) . Tk — FITIE30. 100, 300mg®MEIC @G, =k — F2TIZ100. 300mg NI @b,
% — F3TIX300men S H5-ih

i 5 F e 51 - ARFI300me % 14 H I CASHE M, MBS (R AEEE25mL/RER ., FI4mER)
190-202:E&

ARAN300mg % 14 H HFE CRE NS (3 AEEE25mL/REEL #4R5R)

XIRR161ARE S (RiERE)

190-201545% 190-20251 5%
| imraEs N I RIS
-= N A 4
(14BL1W) - 5 " (BE161EES, ARE)
. . 300 | 300 Il |
aF—k1 : 100 '
= 30 !
a5—t2 [ 300 | 300 Il |
[ s ] ] [ 100 | .
Jk—b3 ! ! !
EEARE | . ) H
P I
ZMLEI—

19020158~ Tlddi e X & I YA DHiH G- 24T\ GRS R ORI & o THEESEITHISE O i i
Hbirbhiz,




Al H 190-201/20255%

E Rl 2 H

HE) - Fik (ML) RE (VAR Y5 —T)
Rl R ZH H

e sk, CSFA ., RERKHAEA R, HHARZLE
LA VERTHliH H

AERR, R (AR, AL, IRIRAE, CSFA) . Suiilhs &

FEAT & 190-201/2025458

FHEFHIE H o 2T 1. Intent-to-treatfE ] ITTHRE) I35V ARY F—fifhre Lz, L
ARV T —OEFENRH e LA, %5 PG4 £ TICMLRE T300mg R — A 5 4 ¥ 95208
VEORWHHEK T AR LN BN E (R=Z2 54 V25 OMLRENINA T, A% 3dE).
SOIMLREDOS E 25w & & L7 (300mgRX— AT 4 YIREOMLREDSLEOIH T, AR
BRI oM T L nwZ e L) $72,0 LS LRI T A2 5 W w4 2 a)
L7

VAR —OEEIEM EREICE )V BEEHETHAH050L L, 1D EOKTRRSNE
Mol BEOEEIFETEEATH H0258 B L7ze MLNEOM T IE, B M5 LR SOk 1o 5
DO LASHEM B 72 ) E2m FUEB TR I TR T A2ERIHR) CHEESNL, 202 L IERED
H RSB TOMET (190-901305°) 12 & 0 EAHT S i, HEE S N AMLRE F RO T
A8 & 72 D FI25TH ), HEHEAFAEIZINTH o 720 EMTRPIERDAIHED) EET B &
FARFE MR E D50% T TR D2MRIM & 2 0, 16% TLERIIC R 2 LB ENL, 2O ERH,
IREME D 728 DBEEFUE % 050 /2 F0.2512 588, L ARV ¥ — o8GR &G %2 [Ho: <0501 &
O [Ho: £025] & L7z

MLRE (0~6:)

FxA4 v =lvs EFR

3 IEHIZHAT. 74 b BB o BB S SR 2 s A3 7% o

Mok EWEE (B % LICI0BBL LT %) CTH DA WOPITRZE A &), B oOfR
BT22&0H5,

s
&

1 B LICIERAT T E W LI DB VWD A,

HBAT I DB WA TE B\

1B §abbUE»OERMICOSHZHE L, SHRIOERTRILZRDSNZ .

WMo EL2R0b, TbLIB LIS VEENSH S, 72720, 2. HE, LEE
bOEZHENLTIEAL I LI TE b,

EL AKRAa7IEd, IhFETOMEETE (T ThoBAE RS MR L72HEL) 250K T
BT %o

1 ZE A CBEARRE, Tab LM TELEREZIILEALTEL 2\,

0 M TE L EEROTEED L\,




WEEES
E=N
N

4%\%;%5 aiU\—F@ﬁV)VG%Of:o

AOBEH 2 S LUN—2 T 1 DB OREBSM

PRI
g 15* (63%)
Fik 9 (38%)
BEREER (%)
FgfE (SD) 43 (1.24)
ALl (/M IR RAH) 40 (3.0, 80)
A7) ==V T 300mg
(N=24) N—=254 ~
(N=23%)
MLREE (50
6 2 (8%) 2 (9%)
5 2 (8%) 2 (9%)
4 7 (29%) 5 (22%)
3 13* (54%) 11* (48%)
2 - 2 (9%)
1 - 1 (4%)
BEK 24* 23"
FHfE (SD) 3.7 (0.95) 35 (1.20)
L (Ml BKE) 30 (3,6) 30 (1, 6)
M5 TR
¢622C>T 5 (21%)
¢509-1G>C 2 (8%)
€.622C>T K U'c.509-1G> 2 (8%)
c622C>T R U Z D25 5 4 (17%)
¢509-1G>CH N F D fthd %5 5 4 (17%)
Z A 7" (29%)
*HARNBEI % 5T,




EEvjcd

WL XK 54— (190-201/202545%. = EFHEER)
4838 (300mg G-Blah A H340H) 1ZHB1F 5 L AR Y ¥ —0E41387% (20/2311) (95% X 1 66~97
%) THH., WiHEOARKEEEEOEEHGTH 550%% A EIC LN 572 (p=0.0002, 1EME HE), %
7oy B G BIRASHEK I B\ T LR LA EOARTHIR T A3 S e WEIE1365% (15/2361) THh h . HHHOH
BB OB EH G TH 525%% FHEIZ LNl 72 (p<0.0001. 1EME IHMRIE) o

B 5 RIR4SEEDMLREDELE

1R EQREENETHRSNEVEEDES
65% (15/231)

+1 p<0.0001 vs 25% (EEEERDEE RS | [EfE—IBRE)

TLE

— 28U EORTHMETARSNEVEEDLS
87% (20/234)
p=0.0002 vs 50% (FEAERERDBEIEEE ; [EREZIBIRE)

o
N
S
[=)}
-]
-
o
-
N
-
S

FEBIEL

9638 1 (190-201 3 Bk > [l 52 4% 5- 1] 0 300mg# 5- Bl tE 2> 5679H ) I2BIF AL AK Y ¥ —DHEE51387%
(20/2361) (95%BHHIX R : 66~97%) TH Y. MHEHEHOHRBEHEE OB EEH A TH 550% % FHEIC LR -
72 (p=0.0002. I1EHE IEMRE) o

LARY T —DER

1) MLREE (0~68) H»R—RAF A ¥ (300mg#z 5B 220 LORWHMKTARL SN (R=2F 4 ~
M OMLR AT, AZdess)

2) R=AF4 YOMLRED1IHETH 7206, 05 ebhn

_13_




BEVMLREDAERATHN—ZF A L 528U EOFRTAEMETHFAShEV, REIN—-XF71 DX
PH1ETH--5E. 0RICES EVWEREDES (190-201/202585%. HABBBEMRE & DIEEK)
190-201/202: Bk £ 35 A L dt 1 4 R R 7 XA F V2B B HE 2B 1) 5 H IR EIEZE ™ & o RS- R g %
W RET L7zo 190-201/202305% & A BL L 7242 F1 0 B R FE B BIE7e O 45 B % ik L 72 & & ®Kaplan-Meierik:
WX DHESINIMLREDOERIA AT BR=ZA T4 52U LR T 2SR LR, LidR— 2
TAVOFREAITHBIETH o726, 0ROV EZOHGIZILUTOLEBY THH, N F— it [95%
BIEIX ] 12005 [001,0.18] TH -7 (CoxkbfiiNnt— FEF L) Y,

#%190-901 388"
MLREDASHZAATHINR—R51 > H 528U EORTHIETFTHHSh KV, RIIX—Z51 2D
AEHAATMETH--HE. 0EICES BVEENDEIS (Kaplan-Meierik)

1.0 _:.—I . I
|
! I—'-| 190-201/202558
0.8 - | ———+ i
LA
|
|
4 LA
0.6 b
L—n
L4
I
0.4 1 !
I
At risk#g L— . .
190-201/2025%E8 | BARBERRME
1 94 Aan . EEEEE= L]
0.2 21 20 | 12 7 5 1
AR RETIZ L
21 20 19 10 8 Hn
0.0 7 1
T T T T T T T T T T T T
1 20 180 270 360 450 540 630 720 810 900 9290 (=)

BEMLREDZE(LE (190-201/2025 5. BARBHEMRE & OLLE)
190-201/202:88% L 3Ll Lot a4 B R 7 AF VHERBEIZ BT 5 HIAFGBEIEEITE ™ & ORI - R E o
RERE AL Z LLE L 720 5% 5-BAR48B R IZ B 1T 5190-201 /202 B BB TOXR—=A T 4 ' Hh 6D b -04
£07984 CFHfE+SD. DTHE) THY, EHEOHRBBEZ ON=25 4 ¥ 9508 LRIE-22+
1098 TH - 720 FH-FAIET2HEE T O AL E13190-201/202: 87 E T — 050894, MEVAEE O HRFLREH T
-32% 1155 THh 0. #5-BliH6HIKE TIl3190-201/2025 U5 83 T — 06 £ 0.8047. HARMEH T -39+ 11351
Tho7",

3%190-901 3R
MLREODNX—Z5 4 > 55 NELEDHT
2,
P +SE
1,
0@
3 S
el Ny 190-201/2025358
(N T
l;n \\i
£y -2 ~
N b 1Y
x S
o Te
r~|< 37 R—RSA4E(TfEESD) T ~¢ .
. 190-201/202588 & 3,541,205 T-e o .
< . EAROAREBEE 454077 ~6__ 1 BARBEHEME
e T
-5-{ 190-201/2025:%528
n=23 23 23 23 23 23 23 23 23 23 23 23 23 18 13 11 9 9
EAROERERRE
-6- =42 42 42 42 41 40 39 38 38 37 37 37 36 35 34 33 33 31
1 9 17 25 33 41 49 57 65 73 8 8 97 105 113 121 129 137
b}

PRI X BHEE  190-9013888° DR— 2 T 4 > =i

_14_




BiAE (190-2015K8%. BIXFHMEIER)
300mgk 5- B 49 Tld. MR DO300mgR— 2 5 4 ¥ 5 5 DOELEDOFIMEIZ-44%TdH - 720 FHE
IKHERRE R OCHERR TR, B52XR3KEVRLBR LN (2h2N-97%+808, -42% =958, ¥
i +SD, PUTFEE) . CSFARIZMML 7 (36%=1530)0 20164E12HE XM 7=CLN2EZ 20t & L 7= HR#
WS TIE, REKAEERRVIZIES 72D 145% L HESIhTWEY,

MRITEHE L =R EED300mgX— X514 > h 5 NE{LE

ALY 300me 5 i 4938
wi (om) witem) |70 ek )

2 |LE
i fA 1104.9 (18894) 1054.5 (191.27) -505 (74.88) -44 (846)
BB FTVE 452.0 (87.70) 408.3 (8853) -438 (30.70) -9.7 (8.08)
HE 3426 (54.57) 3288 (63.70) -133 (30.81) -4.2 (958)
CSF 310.3 (72.19) 3174 (70.17) 71 (40.18) 36 (15.30)

CSF : B Rl
T3t (SD)




[ReH]

190-201 3B

HEHRGUI24HF2405] (100%) TREDH SNz FRAEFRG FEHE30%LL 1) (TR (58%). 2L
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8.1 Pregnancy

Risk Summary

There are no available data on Brineura use in pregnant women to inform a drug-associated risk of
pregnancy-related outcomes. Animal reproduction studies have not been conducted using cerliponase alfa.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
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8.2 Lactation

Risk Summary

There are no data on the presence of cerliponase alfa in human milk, the effects on the breastfed child, or the
effects on milk production. The lack of clinical data during lactation precludes a clear determination of the
risk of Brineura to an infant during lactation; therefore, the development and health benefits of breastfeeding
should be considered along with the mother’s clinical need for Brineura and any potential adverse effects on
the breastfed infant from Brineura or from the underlying maternal condition.

3) BRI E R

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data on the use of Brineura in pregnant women. Animal reproduction studies have not been
conducted using Brineura. It is not known whether Brineura can cause foetal harm when administered to a
pregnant woman or can affect reproductive capacity. Brineura should be given to a pregnant woman only if
clearly needed.

Breast-feeding

There are no data on the presence of cerliponase alfa in human milk, the effects of cerliponase alfa on the
breastfed child, or the effects of cerliponase alfa on milk production. Breastfeeding should be discontinued
during treatment with Brineura.

Fertility

No fertility studies with cerliponase alfa have been conducted in animals or humans.
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8.4 Pediatric Use

Safety and effectiveness of Brineura have been established in pediatric patients 3 years of age and older.
Pediatric use of Brineura to slow the loss of ambulation in symptomatic pediatric patients 3 years of age and
older with late infantile neuronal ceroid lipofuscinosis type 2 (CLN2), also known as tripeptidyl peptidase 1
(TPP1) deficiency, is supported by a non-randomized single-arm dose escalation clinical study with extension
in patients with CLN2 disease and compared to untreated patients with CLNZ disease from an independent
natural history cohort [see Clinical Studies (14)]. Safety and effectiveness in patients less than 3 years of age
have not been established.

3) BRI E TR

4.2 Posology and method of administration

Paediatric population

The safety and efficacy of Brineura in children less than 3 years of age has not yet been established. Limited
data are available for children aged 2 years and no clinical data is available in children below 2 years of age
(see section 5.1). The posology proposed in children below 2 years has been estimated based on brain mass.

Treatment of Brineura was initiated in children 2 to 8 years of age in clinical studies. There is limited data
in patients older than 8 years of age. Treatment should be based on the benefits and risks to the individual
patient as assessed by the physician.

The posology selected for patients is based on age at time of treatment and should be adjusted accordingly
(see Table 1). In patients less than 3 years of age the recommended dose is in accordance with the posology
used in the ongoing clinical study 190-203, see section 5.1.

_42_




Table 1: Dose and volume of Brineura

Age groups Total dose administered every Volume of Brineura solution
other week (ml)
(mg)
Birth to < 6 months 100 3.3
6 months to < 1 year 150 5

1 year to < 2 years

200 (first 4 doses)
300 (subsequent doses)

6.7 (first 4 doses)
10 (subsequent doses)

2 years and older

300

10
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