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Bt . PEFRIRE - 64 1)
(74 77
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AH 0. 1% 7 V=V UlaiE,/ 1 %7V v T 3 FEABREMESIREK
BMD : 0.1% 7V &= il Al SRR
BIM: 1 %7 U > T I REREMEAIRK
PFHEE : 0. 1% 7 U E=Y U BHARBERIRELE O 1 %7 Y > T I NgEME SRR OF e
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(4) RILRIABR
1) AMERAIER

OB MbE A AR (L38) UTEIREELZ SR E Lz 0.1% 7 U £ =2 U ilaiktE
RUIR R R b (1] P9 35 IILAH AR < 3-02)

i) Xf%R

[FAEBASEE (A 27 U —=2 Z78) (20 20 meA_ECTHIIROIREAEAS 31. OmmHg LA T DJR
FEFBME AR (R#) UT@EIREESE

BEZH - 438 ., TRIE
ii) BTV A

. 355 {4

% it e (R BEAE 2 (L Bl (R ) A THER] FhiealiR

HERT U DE
2IV—=2F EREEReTH
fr=is| (oEHARER)
N #HE2Hp =4l
Bl /Dﬁ 438 438
ORITER 00.1% 7 UE=Y v BEMIESIRE 07153 FESHBERIRRELIF
(RPIRE R EOTEAIA RS DR 72 0R 0.1% 7 UE= Y BEEIS SRR
LAt @SS T B OB R ES £ U255 iR
EHEDEREEN18.0mmHg L £
31.0mmHg AT DIBS. EEH~
BIT93
iii) RERFE

B 2 0. 1% 7 U £ =2 AP BRE AR &2 WAR IS 1 (8] 1 3.

102\ [F&]Y

" (9:00+ 1HERI RO 21 - 00+ 1HERD ], 4B AR [BIEHABMGH O
WHLBEMKETH GRREYIEGE) olET] Lz, BIRYKTH (A

WEHIBAMG H) IC TRz 8 L7256,

BRI AT LT,

 ANPERFART GAR ™ 0> O Wyl fe O 2 B [HE O IR AE A 18. OmmHg LA L

31. OmmHg VLT

« FRhMERFM R SR D O RERE M OF 2 BERME O IR IEE O #2723 3. OmmHg LA
- MR & & HREAEAS 31. OmmHg LA T
IR E HEEMO 0.1% 7Y = AR A IR O AR ST RN

75%LL

* 1 BRSEHEZG 7 U, BRAMEMEICHUERE 3. oBIHIK T GRElIBs BE)
WZHIE L7z O B RME D IREAE A @V T OIRZ x5 & L, eSS 48 CUTHh
AR PERE) F T IR TR U 72, 224 OIREME AN CHaid, ARz 8 L7,



TBEH : 74 7 2 FELABREME AR XX 0. 1% 7 U & =2 VB A R SRR % i
IRIZ 1A 13, 1B 28 [ &0 (9:00+= 1 REFE &N 21:00+E 1K) ],
BIEMKTH (GREBGE) OO RIREZFG L, 4BMAR (55
W T RO ET) L, BR0E (IRE TR 2) ROV aM 2301 L7z,
TR LIS O SIREE A OFH T 2 58 1 RRIE &2 B2 1 R BR L, SRR %
10453 EE LT,

% 2 BRFEBEE, B TR QRIEIBLAA) . BHEEE 2 MR 04 (R
ETH) OFRA3METITo7, 7RI L7,
O g = FHO SMERATAD 9:00 1 IK¢fH]

2 B Al DTEBRI SRS 2 BRRE 30 9 LA A»D 12:30 £ T
7 WEEME - W OIRERIE SRR 7 RERE] = 1 REEI LA D> 18:00 £ T

iv) PHAEE A
ISRl
TEFHGE B TR 481230 D IREBRLA B 5 b OIREZ AE (2 REfEiE)
RIKEEAMGEE H - ESEMEE H 2 bR < IR G 2 18 X OV 4 I 361T 2 TR5 1B
AN OIREZEE, IREM, IREZELR
B et AEFLORERORIEE &
v) AR
FAS (Full Analysis Set) % EZEZRH ZhMEMATHFREM L LTz,
FEFHEEE : t MEICEY 74 7 I FEABREMERIRIRFEL D 0. 1% 7Y €=
D ABA B AURERE D 2 BER CHER L7 (M OREE) . 1R
WG 4 I DIRFMIBAA A 5 b OIREZE(E (2 FERfE) o
TR F R A 58 LR LIRS 4 1812 381) 2 1R 1 B
H A 55 OIREZEAE (2 FEFEE) 122\ TDZEE 2D 95%[FHEIX
B, p A ROz, I, TRFEHHE 4 BIZF T IR A >
boMREEME (2 FHEME) o XFEIZx LT LOCF (Last
Observation Carried Forward) (24 V5 —#% &5 L7,
BIVGHBEE @t REICE Y T4 7 I FEABREMESIREFEL D 0.1% 7 ) =
U ABA R SRR O 2 BER TR L7z, IRIEEIC W T, 1R
WHABRGE B LIRS 2 K R4l E GO H D t REICL Y
bt L7z,

<YEE> - 74 7 I FECARBIERIRE O AR S iz BhRESUIZNA] 13, TROBKEE T, ki
TBREEDSNRA570 56« FNBE, @IRERE) CTh D,
2 0.1% 7 ) F =V U BEABRERIRROAGR Sz (BeSUIZR] 13, NROFKEET, o
RPN IRA 43 U T E RWEE - R, ®IREE] THh 5,



vi)

ARG R

W AN

(1) EZFHLEA
RIS 4 HOIREARLE (2 R fE)

TR IIBH AR B OIREAE (2 BeHE, 9 AR ERA) 13, 74 7 2 FEE
SRR M S AR 19. 9£2. ImmHg, 0. 1% 7'V & =¥ il A Bt s AR EHE 19. 8
+2. lmmlg T o7, IREMEG 4 BB 2R B 2O OIREZ
BB (2 B[ (LOCF) 1%, 7 A 7 X RELARREME SR RE —2. 92, OmmHg,
0.1% 7V E = HAPBERIRERE —2. 422, Omng THY, 74T IR
Bl AR M S IRIEEED 0. 1% 7 ) & = il A BR S AR EE (2 )9~ 5 iRt
FHINCABRENRD b GRHEEE : —0. 6mmHg, 95% MRS HEIXMH : —
1.0~—0. ImmHg, p=0.0109, t FRE). 0.1% 7 U E = EAMEE S ARIK
BECKIT 27 A4 7 X FEA BB SR OB DS RGE S vz,

AR S 4 EOIREXRE (2EREIE) (AHETERE) (FAS)

TPAS=R 0.1%VE=ZYBaES
e EE M AIRREE mERREE
(n=173) (n=177)
0 -
-1
_2 u
od
=
E ]
=
=)
R4
=
—2.4%2.0
_5 u
—=2.9%2.0
_6 i
_7 .
* :p=0.0109, tRE. 0.1% TV EZD VEREIEARKHEDLE THELZERE

(2) BElYEHmE H

VRIS 2 KON 4B BT B R

T AT FEEAIGEME S IRIERET 0. 1% 7V & =¥ LA et s IR RE S
U, IR G 2 o O FERIE, 2 REREME I OV 0 FERIfE & 2 BRI
PENE N IR G- 4 38 0 0 B[l K OF O Bl il & 2 e [ i o> ~F- 244
IZDOWT, FEHERICAEERZZR DT (p<0.05, t HE),

— 16 —



ARYREE (A3 EFTHExRR) (FAS)

. e 747 FRE |01% 7V E=Dr .
WUERSR | WEAA T peme ppne | moamediine | P

O M E 21.2+2.3 (173) 21.1%£2.4 (177) 0. 5826
TEHEE 2 i 19.9%2.1 (173) 19.8+2.1 (177) 0.9004
AR H o meRsfis & 2 RS

+ +

T 20.5+2.1 (173) 20.5+2.2 (177) 0.7194

O Wi 19.0£2.8 (171) 19.8£3.1 (173) 0. 0082
TEHEE 2 I 17.1£2.8 (171) 17.8+2.9 (173) 0.0165
B 238 | e & 2 W

O 18.0+2.6 (171) 18.8+2.9 (173) 0. 0081

O HFE 18.6+2.8 (172) 19.5+3.2 (173) 0. 0045
TEHEEA 2 IR 16.9+2.9 (172) 17.5+2.9 (173) 0. 0841
BG4 | o e fE & 2 BER

0T 17.8+2.7 (172) 18.5+2.9 (173) 0.0159
BAL cmmHg () : BIEK SEAE AR A

¥t HUE. TA T X FECAIREMERIRIGREL 0. 1% 7 U & =3 AR AT R IRIRE & DLk

F o, IBEWIBIMG B & Ol Tk, RELRE 2 L N4 B2 TOHIE
RA Y MZBWT, WITNORGRELHFHFENIICAEERZ 2RO (p<
0.0001, ®HEDH A t MiE),

ARMIREE (ORfEIE) (BAREETHEXRIR) (FAS)

24- Tl + B
20 70-
£
E
i
H
&l 161
1 2 -~ -~ -
A JAEE JAEH
b= 28 438
FIERE GB)

—@— 7 SEFESEFHERIRRE
=O-= 0.1%JVEZ YV BaMIE=IRRE

t:p=0.0082. 1t :p=0.0045.
HRE. 0.1%TUEZY Y BOBIERIRREE & DR
#:p<0.0001. MHILDHBHRTE. BEHAERIEHE DR

— 17 —



ARYIREMRE (26EE) (A2ETERER) (FAS)
24- B + ERE

N
o
1

ARFEfE (mmHg)
o

12

oA ey 3 aE
FeE 28 438
FAIERE GB)

—@— 7 SIFREEFERIRKEE
=== 0.1%JVE=- YV BOBIERIRREE

1 :p=0.0165,
HEE. 01%TUEZY Y BOHRIERIRKEE & DL
#:p<0.0001, RIEDEH BURTE. SERBIEE EDLEB

- VR 2 8 K OV 4 BB B IR AE

TA T2 RECABEME S IRIEENT 0. 1% 7 ) &= Ul B s IR RE S
xt U, {6 2l &K V4l O TORERA > MW TREFEIC
BERZEZRBDT (p<0.05, t HRE),

BRPIRELEE (AT RIR) (FAS)

TAT7IFEA |0.1% 7 VE=U

7 BIERA e . s *
WERST | WERA b e st | mamsemige: | P

O FF[HfE —2.2+1.9 (171) | —1.3%+1.9 (173) | <0.0001
TEEE I 2 M7 i —2.7%+1.9 (171) | —2.0%x2.1 (173) 0. 0008
B 208 | o pepi g & 2 KR

DA —2.5+1.6 (171) | —1.6*1.8 (173) | <0.0001

O BFEIfiE —2.6%+2.0 (172) | —1.6%=2.0 (173) | <0.0001
TR 2 W R E —2.94+2.0 (172) | —2.4%=2.1 (173) 0.0162
BG4 | o reR g & 2 KR

O T —2.7+1.8 (172) | —2.0*1.8 (173) | <0.0001
HAAZ cmmHg () @ Bl S A 2

¥t HUE. TA T X FECAIRBMERIRIGREL 0. 1% 7 U & =3 AR AT IRIRE & DL



- RIS 2 1 K&
TA T I NEAREMESIRIEEL 0. 1% 7V £ =2 A TR A
B G 2 @R N4 o4
AERAEERDTZ (p<0.05,

;(A“J‘ l/\

BRPIRELER (AEETEIRIR) (FAS)

U481

B HIREZ R

t FRAE) o

IRIEHE L
TOWPERA v MZBWTHREFEIIC

. . . TA4T7IREAE (|0.1% 7 Ve
W & 1 HIER > NP, y . PR *
WER | WERA b i siment | mom s | P

O HF[HE —10.5+8.8 (171) |—6.1%9.3 (173) | <0.0001
B | 2 R —14.0+9.9 (171) 710('127;_310'4 0. 0007
B2 Rl & 2 HER

O KFfEME & 2 KFla - - o -

DT 12.2+8.1 (171) 8.2+8.9 (173) | <0.0001

O FFMHE —12.2£9.4 (172) |—7.6£9.9 (173) | <0.0001
e | 2 BRI —14.8+10.3 (172) _12('117310'5 0.0153
e WMl & 2 e

O WFleE & 2 IRFfa . + . +

EOTHE 13.5+=8.7 (172) 9.89.0 (173) 0. 0001
BAF cmmHg () : Bk SEHIE = A AR 7
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0.1% 7V E= AR SRR CTIE 177 filth 241 (1.1%) |
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EPE SRR RE T 16 (0.6%) 11F (FEMEEZs) |
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T LF MRS 16 (0.6%) Th o7z,
WERIZ, 74 7 I FERAR
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P B e SRE B 178 Bl 23 ]

A% 5
HR > B H % 2

—
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BT A QBREIBRLA ) I PRl 2R L2356 RIS AT LT,
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- FMPERTA R AR D O WERHI i B O 2 WM O BRIE A D 745 3. OmmHg LAPN
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-WIREGBEMO 1 %7 Y YT I RS ARIK O S IREST Z- 03
75%LL |

k1 RIUEER T L. BOMEIECRALE T, 2B TR GREIIBRGAR) 12
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VBEE - 7T A 7 2 FEABEMSIRK. 1% 7Y Yo 2 REEHESIRE. 0.1% 7
VE= U UBARESIRBENE 1 %7 ) vV 7 2 REEREMESIREOWT L
MaEmIRIC 1B 1, 18 20 [0 (9:00E1 BRI AN 21:00E 1
)], BRI T B (BEIBEGH) oL RIRA G L. 4 M AR (8
T H O E ) L, A2 (RE TR E*2) R OVZarE 25 L7,
BB Z 2 AR T 285503, 1B RO SIRIEF XM D2 0nA, 14IH & 2
HIH O SRR Z 10 57LLE 156 LI & Lz, 1REBRIELIAL O sUIRSE 2 (f
THGAEIRRBREEL RZICAIR L, RIRMMEE 10 2Ll k& LT,

% 2 MRAENEIE., BB TH GaEMBMGE) . BEUHRE 2@ V48 (B
BTH) OTFRE IS TITo-, 7 FRRIME LRI 320 L 7=,
O W[ : s SERATAD 9:00% 1 IFRT
2 FERME : FHOTRBRIE SR % 2 FFR =30 70 LAN 2> 12:30 £ T
7 HREMME - FIOTRERIE SRS 7 BRI = 1 BERILAN 222 18:00 £ T

a: JRRIIES 2 B R M4 OGBSV TIE, 1A B ORBEERIRE 5 O
Wi & L7z,

iv) FHMmE A
W A2
EEEHEE E - ARG 4 B30T D IRFIBRAA A 2> OHYEZ AR (2 REEfE)
BRI B - FZERMEE B 25 < 16REIER G 2 18 Xk OV 4 12361 2165 158
AH 2D OIREZEE, IRERE, IREZEER
W el . AEERORE R ORBEE %
v) AT R

FAS (Full Analysis Set) % EZZRAZMEMATGREMR L LTz,

FEFMHEE  t REICEL Y 74 7 I FEREEGBEBEMRIREHEL N1 %7 Y Y T2
NRREYE SRR D 2 FER] Crug U7 (BYE O RREE) . Te R G-
4TI DIBFEIIBRLE H 20> & OIREZA AR (2 RefE) O ZEKHE
RHFEAR GRS SR L, IR G 4 8123610 2R MWIBH 4G H 2
5 OIREZALAL (2 FEBE) (25WT DL Z D 95% S HEX ., p E
BRI, 7B, TRRHES 4EIC BT B IBEBA B 2D OIRE
ZAbAE (2 Ref4E) o KBEIMEIZ % LT LOCF (Last Observation
Carried Forward) 124V 7 —# Z4fize L7z,

RIREHIEEEE : t BB LD 74 7 I FREGBEBEMERIREHEL 1 %7 Y Y T2
RSB S IR O 2 BER Tl U7z, BRIEMEIC W CIE, TR
BitA A VR G 2 R V4 A KIS H D t REIC LV bk
L7,



<JEE> -

T A7 I FECEBREIE RO AGE S iz BIREXITANR] 13, [ROBEET, ok
WIEIREENDRA 720856 - kIR, mIREIE] Th D,

1%7 VY7 3 FREMERIRIEOAGR S (B8 - 2R 13, TIRORBT, o
T%V\?Ka/l*ﬁﬁ%ﬁvb%fﬁ“ IXIIEATERWES  fkAkE, ®IREE] Th o,

vi) ARBRRS R
W A7
(1) EZFHmEA
ARG 4 B OMREZA LM (2 RFHEE)

*

TEPRIBA 4G A O IR AE (2 B e, R E AR ERZE) 13, 74 7 2 FEdE
R e R IRIRE 20. 142, OmmHg, 1 %7V > T X NI M AARHE 20. 0
+1.9mmlg ThH o7, REIEG 48280 2R B 2 O OIRTEZ
fbfE (2 REEE) (LOCF) 1. 7 7 X FECA B MR IRIEHE — 3. 712, Immilg,
1%7 VY7 3 RBEMESIREEE—1. 721, 9mnllg THY . 74 7 2 N
BIREMESIRIEAED 1 %7 U v 7 X FIRE M SRR I3 2 #EE 7
HINCH B RZED RO AL GRHEEE : —2. OmmHg, 95% MANEFEXH : —2. 4
~—1.5mmHg, p<0.0001, t FRiE). 1 %7V VT I NEREMERIRIEEEC
DT A T I NECEIREIE R IR EE OB BIME DS RGEE S vz,

BRARS 4 EORELLE (2FEE) (BT RIE) (FAS)

FASER %7UJJ7-.J~ it
SR ERIRREE i RERREE (HFAE%)
(n=181) (n=176) (n=61)

BREEZEAE (mmHg)

—6 1 —3.742.1 —3.44+2.4

_7 i
:p<0.0001, tH&RE. 1%TV VS I FEAEERBREFEOLEEK TEHELRERE



(2) RIRFHEEH
C VRIEWIE S 2 B KON 4 BB S IR EE

TA T FELEREMERIRIEREIL 1 %7 U > T 3 FRERIE RIS

XL, BRI E 2 A4 HOETORERA > MZEBWT, #atFn

WCH B EY

O (p<0.01, t HE).

ARIREE (A3 EEExRR) (FAS)

mwy | JWE | TATS FRE | 1%7 VTS| SR p i

BA b | REME R IRIREE | NRREME SRR (BFEE)

O MfRifE | 20.7%2.0(181) | 20.6£1.9(176) [20.5%+2.0(61) | 0. 4836
o 2 WREfEfE 20.1%2.0(181) | 20.0£1.9(176) [19.8+1.8(61) | 0.6547
psE | O FRfME &

2 ERAME O | 20.421.9(181) | 20.3+1.9(176) |20.2+1.8(61) | 0.5482

SEEIfE

0 MR e 18.5+2.5(180) | 19.3+2.4(174) |18.2+2.4(60) | 0.0008
— 2 REfEfE 16.5+2.4(180) | 18.5+2.4(174) |16.7=%2.6(60) | <0.0001
Prh5. 0 3@ | O FEfHIE &

2BFREMED | 17.5+2.3(180) | 18.9+2.3(174) |17.4+2.3(60) | <0.0001

2 fE

0 WFREfE 18.242.8(180) | 19.0£2.7(173) [18.1+2.1(59) | 0. 0056
o 2 REfEfE 16.4+2.5(180) | 18.3+2.6(173) |16.5%2.7(59) | <0. 0001
Prh. 458 | O WEfHIfE &

2MERIME D | 17.3+£2.5(180) | 18.7+2.6(173) |17.3%2.2(59) | <0.0001

SR
HAAZ cmmHg () @ Bl S + AR R R

* tIRE, TA T FECAEBMRIRIERES 1 %7 ) T X NEREME IR & P

Fio, BRMIBAM H & O T, nRERS 2 1 O 4 H O 4 TORE

AV MZBWTT A 7 X FEREEBMESIRIERE,. 1 %70 Y73 Mg

EVERIRIEHRE & BRI

— 93 _—

B EEED T (p<0.0001, XHEOH 5 t




ARMREME (ORfEE) (AREETHERIR) (FAS)

| BREELBREOHBETULBDTERL

24- THE + R
® 50
=
E
o
;‘% 16-
12 -
Prati=3:l| JAEHA SBEH
BB 28 48
FBIERFHA GE)

—@— 71 SEFESHEHERRRE
--l-- 1%V VS REEERIRRET
SR (YD)

1 :p=0.0008. Tt :p=0.0056. tATE.
PASZ RESESE SRR E1%T UV VS S RIESM SRR S OB
#:p<0.0001. HEDHBHET. HEIARIAD DS

BRAREE (2FRE) (BT RIR) (FAS)

| SRBEATEEOHBETLLBO TR

24+ il + AR
¥ 201
£
£
i
i 161
12 - -
AR AR HE
BAtsE 28 438
AIERR GE)

—@— 71 SIPERESHEERIRKEE
--l-- 1%V VSRS RIRRET
SHREF ()

t:p<0.0001, HEZE.
FASE RESEEM SRR S 1% T UV VS S RIESK SRR S OHR
#:p<0.0001, SEDH BHURTE. AREHBEEDOLE



RIS 2 WL N4 IS BT D IRIEZE LG
TA T REABEMERIRIEEEL 1 %7 ) > 7 3 MIREMERIRIEEEC
XL, BRI G 2 L 4O X TORERA > MIBWTHEFH
ICHEE R EEZRDTZ (p<0.0001, t RE),

BRARELRLE (FREETMExTRIR) (FAS)

N HIE TATZIPFERE|1% 7V VT3 SRR
‘E d *
WERS | e w | mpmrt snmiene | oaemve st | pompn | P
O FFREME | —2.322.0(180)] —1.2+1.9(174) |—2.3%2.1(60)| <0. 0001
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KEOTFTSCE (2021 45 ) [SIMBRINZA®]
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C . Developmental toxicity studies with brinzolamide in
rabbits at oral doses of 1, 3, and 6 mg/kg/day (20, 60, and 120 times the
recommended human ophthalmic dose) produced maternal toxicity at 6 mg/kg/day
and a significant increase in the number of fetal variations, such as accessory
skull bones, which was only slightly higher than the historic value at 1 and 6
mg/kg. In rats, statistically decreased body weights of fetuses from dams
receiving oral doses of 18 mg/kg/day (180 times the recommended human ophthalmic
dose) during gestation were proportional to the reduced maternal weight gain,
with no statistically significant effects on organ or tissue development.
Increases in unossified sternebrae, reduced ossification of the skull, and
unossified hyoid that occurred at 6 and 18 mg/kg were not statistically
significant. Notreatment-related malformations were seen. Following oral
administration of C!%-brinzolamide to pregnant rats, radioactivity was found to
cross the placenta and was present in the fetal tissues and blood.

Developmental toxicity studies performed in rats with oral doses of 0.66 mg
brimonidine base/kg revealed no evidence of harm to the fetus. Dosing at this
level resulted in a plasma drug concentration approximately 100 times higher
than that seen in humans at the recommended human ophthalmic dose. In animal
studies, brimonidine crossed the placenta and entered into the fetal circulation
to a limited extent.

There are no adequate and well-controlled studies in pregnant women. SIMBRINZA
should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

A=A NZUT DI
An Australian categorisation of risk of | B3 [SIMBRINZA® Eye Drops 2022 & 3 H ]
drug use in pregnancy




2E  pEOME
A=A T VT DI
Category B3 : Drugs which have been taken by only a limited number of pregnant
women and women of childbearing age, without an increase in the
frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed
Studies in animals have shown evidence of an increased occurrence

of fetal damage, the significance of which is considered uncertain

in humans.
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KEOWM CE (202145 A) [SIMBRINZA®]
4 CONTRAINDICATIONS
4.1 Hypersensitivity

SIMBRINZA is contraindicated in patients who are hypersensitive to any
component of this product.

4.2 Neonates and Infants (under the age of 2 years)

SIMBRINZA is contraindicated in neonates and infants (under the age of 2 years)
[see Use in Specific Populations (8. 4)].
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