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” ok PN s (77.1) (65.5) (71.9) (74.3) (69.0) (71.9)
- n BHZERE A 9/9 9/14 18/23 9/9 10/14 19/23
ok PN (100.0) (64.3) (78.3) (100.0) (71.4) (82.6)
> o m 5/6 5/5 10/11 3/6 5/5 8/11
(83.3) (100.0) (90.9) (50.0) (100.0) (72.7)
. \ 25/30 2/3 27133 25/30 1/3 26/33
i B 83.3) | (66.7) (81.8) 83.3) | (33.3) (78.8)
P 289/320 | 111/161 400/481 285/320 | 117/161 402/481
B (90.3) (68.9) (83.2) (89.1) (72.7) (83.6)

(IRIFA (%) 2T,

3) =B —. Ml ERIRFEMG 8(3):789-820,1980[54291]
A)EEKR B MR BHER R R 74(4):409-414,1980[54279]
5) b T, b AR B ER IR P4 74(2):158-162,1980[54280]
6) WA I 1t = AR B EF IR =¥ 74(4):415-421,1980[54281]

(QEG PR ER (55 I EER)
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[FIFEE Tholo, F/NA DR EIX0.02% Thoto, B AL, MJE K ORI ICE B DZE

b RAESE 1% B 5 1R B (SRS I 78 1 238 0 72130 B R A L 0 3 A9 LS 3 BT
TR OO T2D, F2, B ANL1061ICx LT, 0.25% &% (*0.5% DT Er—/L <L
AV ALALIET7H B RIRL, R XRBRAIT o712 R bl AL ME &K ONRAICH

BOEERIEST, o, AR, R GICR G I RIIROLNRNo727,

FENVARAI OAGE R 15 - FHE130.25% K UN0.5% 3 E T1RI 1% . 1H 2[A TH D,

5) AL R LB | il AR B R 12 . 74(2):158-162,1980[54280]
7)ALR T IR B R IS 74(2):163-167,1980[54478]

(WOEFWHRBR (MHE IHEARR)
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W TR VeI O 1~4% 8 25 35 E R BRE21T o7, £Of
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BURE 11X 12 B (12%) T -7 8,

AVAHI OAFR - F 8130.25% & TN0.5% 7 % C1EI 1§ . 1 H 2[H Th D,

8) mWAIEYN, il IRFHER IR E ¥R 74(9):1192-1204,1980[54335]
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) B AL ER (S5 MAE A ER)
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DOEaINVEVEBREIVAE BIZERL TV, FER— A~ L AVRIEICE B | BE
FLBRIEE U, ARFA . I (20.5% 3 B T FBR 258 D70, % A Ic o0
TILIEEAEEALEREIRN-T29,

HEYARHN O AT - FH 8 130.25% & T0.5% i £ CLlE 13 . 1H 2[8 Th A,
3) P — . M FREEETA 8(3):789-820,1980[54291]

NREMHAE (—ARERKREER)
A E 245 3% BT, Rk R K OV IR FEE A8 35 52141 886 IR (- #)52.35% ) & %I 42
I % S T — A B R BB OB BB F D &0 T B,
0.25%% L<130.5% F 1 — /L~ LA LR 3 5 R %1 B 205 2~ 723 5 5 IR L 7%
ROMA(ErI A EEE TR UCE) R BILE D | 886K 1 7420R
(83.7%)DHR E 2322mmHgLL T &7 o7z,
F72., 48101 H1 400051 (83.2% ) (ZJiE IR ol  ASER & AL, 481H1 H1 40251 (83.6 %) 1%k L
ARBNINE A THol=Z DR ENT,

7Rk, BIVEH OF A 1T 80 1] (15.4%)ITALNTZN, TDELITR E Tl &% OWLE
B LU oT, BIEICE D8 G ik 61 9 Bl (1.7%) & 7, et oy

HHNTHAZEN RSN,

4B E-FER R
U ERRL

(6)amMER

NEARBEAE-FEEARBERE (HHIRAE) - BRERTEBRAR (TREE
PRELER)
HAfn 56 &£ 6 7 4 HXVHEF1 62 4 6 A 3 HIiCh7=V4FE 555 fiigk. 5617 A DHE
FAZOWTARAN O AR EHEZFEM L2 5, 266 B, 334 1 (4.7%)IZRI{EH
DALV (V-8 FIEH OHEZR),

9EAEIEF., EIRMEIEMEHR No.94:14-15,1989[54298]

DEBEBHLELTERTFEONBXERELI-RBROBE
FY LR
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CEBEZHICEEHD
LEMXIFIEEY
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CERBEAER

B-BEWr A (LT H e — VIR BRI | NFX e — VIR R %)

(WIEREE-EABRE
1 BB AL < IR T 22 w98 R DB-S2 B IR 372,
TEF#E R - BRE T B AE % e OFE M T B STl vy, 0 R AT
DT NABT A RAN)—RE K RN ERE TON 7 I774—RBIDIZHBNT, F
ER— A UA VBB OIRE TREERIZEICEKELAOMENZLILZENREB I
TWa,

QOENEREM TEHBRAE

DERETEER (9F)
TYFIZBTDa-FERN TV UEE S REKR CKAMICEDIRE EHEBRIZEN
T, FER— AU AVBEOSRITARICIRE LA ZIMEI T52EBBHLATY
%)13)O

2) BREEEMERGY AX, $3)
Ty AR, FALTFa— VLAV BREEEHBEE LG A AT L FU LY
B ST DA R O A ) B O R 3 I B s S a, R Ao B-
SZREEWER I R e— L ERRE, a7y 7 /a— VX0 %)) chsd 1919,
FloF T — L LA ERIEITA B OV R M A2 A 0% R0 R B O A A
FH LR PITRR B AR S720 14:18)

Q) EFAFBEME - FFHERE
FER— A~ AT SR B B A R B R O IR EE B A R ELE
PN W) AR AR B J OV BE AR N & f R E LT B EI % 53RO s D 12 520
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VI. EYEEICETHIER

1.

m iR E DR -

E

(aBRLEEMGOLFRE
YLD

()% & M # iR E 3 E 5
U ERRL
<B%E>
fd BE A A 125mg. 10mg. 20mg% B [0 #% 1 #% 5 U7z B | 59 205 (5 £ 12 B & i o i BE
WZEE L7210,

QEERABRCTHRASA-OPREE
MG Rl
<B%E>
SEOT —F T BERACTFETa— L~ AV 05%% 11 S IRL, 7zt
— AN =BTV RIR % R LA L EOR HE (n=20) &k O I L& O fF
(n=16) (2 kD 1 Wf M % O -2 5 v i B2 & LR 5 L7z, 2 ookl B 5y i i
TR EE U FE S A AL E R MR AL E B CIE A 4 0.41ng/mL, 1.28ng/mL T, PG AL
{8 R ML B T34 4 0.46ng/mL. 1.34ng/mL &SR L. ZADHDALE (2 L5 #E
BATIH G B OO 1,

(HhEE
MG R

GBRE-HAEOEE
UG R

OBER (REaL—LaVv)BWICKYHBALE-EYHELTHER
FME R L

(DB H R
MG Rl
(2)0% IR E £ 7E $K
BRI
GINAFTRAFEY T«
FME R L
<B%E>
S E AR N CTF BT — LA S IR L2 X DAY F R R ITKT78% THHHE
N EINTND,
(AHKREETEH
Y BRIl
<B%E>
fadt B¢ ik A 12 5mg. 10mg. 20mg Z B [A % 0 & 5 Uiz & & i i 2% 1340 2.8 B
Ttz 19,
(B)YIUT SV R
Y BRIl
<B%E>
AR N4 5Tk, 7.3mL/min/kg ThHo7z 19,
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3. Rz

OF EiE~F

N AL
<BE>
Fi IR A 5- Tl 3.5L/kgTH - 7219,

(MmFEDHEE

MM E R L
<HBE>
#160% (H J&)

N L

(1)fn & — fisd B8 P9 38 a8 14

BRI

<HE>

FyNMI[UClF TR — L~ LA VBT 1.5, 10mg/kg 2% D& 5 L= BRickB VT, 1
] 7% . IM ClEZENZE 4 1.5, 4.8, 55.4ng/g NRHHN TS D),

(2)1fn 7% — By 8% BY P9 @ 8 14

U ERRL

<HE>

FyMMI[HUClTFETu— L~ AU T7.3mglkgZzfE 0 5 LR BRIZE VT, 28k R
% FEARPICIEMmAE PR E 0K LI Y §750.17ug/mLBRB O LI, 58 I2I
1.27ug/gBRBHHILTND,

BEFET~DBITH

U ERRL

<HE>

HEF =TI ER IV TFEr— L~ LAV Z SR LTV AR (34 #%) I
FEO— NV AVERE 0.5% 12 IR LB AIRLZEZA, M2 0.93ng/mL,
FEFL I 5.6ng/mL OBATAR OO 29, 2T, AR D& GREhig 5L
METEHLN, WIRICH TI2LZ R IIM L INTELT, FEr— L~ L A VBRI
ORI EELEPIESEL2E,

(DEEBER~DBITHE

oM L

G)E Dt DI~ DF 1T HE

MR BRL
<HBE>

DREBRREE (VFF) 2

THFIZ UC-TFEu— vl AVEEEE 1.0% S8R EL T 40uL & T RIZ 1 Bl AR
% OB E AR FITRT, AIRE 20 5 TIRA ARG E <. LLF BT E IR i,
ML . BARIR, BKDNETHY MRS I, 7K &b A | BLAR R | 5% 350 R S~ D 43 A7 1
DR FETIZIFEAER SR T, F7- A, BTEA L%, BREEE
DOWREEIZ AZTTHELVWIERRDON TS, T, MFE~OBIT RO RN
EHRENTND,

ARANIE A B LVIRNIZBAT L, 2> M B2 H B R Ak & LTl <z e ptmme
INTWD,
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19 18C- T~ 11— /L~ L i 3 M W L1005 R B oD 3L kP4 8 EE (7 9 3)2)

L A IR EE (ng/100mg or 100pL)

Rk
SR # D[]
(n=3) 20min 40min 1hr 2hr 3hr 4hr 5hr Thr 10hr
i [ | 324.64 | 913.41 | 195.68 | 171.64 | 121.81 81.33 54.08 | 61.37 37.60
o+ iR 5 | 89.98 | 553.49 | 103.65 86.25 33.86 14.78 9.59 5.27 4.38
B B R B | 674.27 | 454.06 | 262.15 | 139.53 76.71 61.07 45.64 | 13.33 5.76
% f R fE | 58.65 44.47 32.03 22.58 8.60 12.12 3.93 2.15 1.88
5 Bk fZ |3699.80 [2408.03 |[1764.70 |1369.13 | 787.33 | 477.34 | 375.23 | 67.26 31.82
f4 B 92 B |3161.13 [2068.47 [1463.09 | 910.56 | 633.22 | 328.34 | 304.71 | 46.94 21.95
)z K | 272.23 | 291.97 | 240.78 | 137.92 65.95 50.37 16.52 1.58 1.41
L4 % | 558.83 | 367.21 | 335.19 | 161.78 92.56 65.78 34.41 3.18 1.57
% B & | 276.23 | 160.38 | 133.75 49.97 30.20 17.65 10.10 1.66 1.47
K i & | 12.19 16.68 15.66 20.01 12.63 20.99 7.51 2.96 1.95
5+ K W 1.59 1.66 2.23 0.99 0.47 0.59 0.36 0.32 0.70
MM - IR A% MR | 17.64 14.00 14.63 10.74 3.63 3.47 1.82 1.03 1.25
R et & | 11.66 17.80 5.24 3.77 1.95 8.92 1.22 1.44 0.92
1. i 1.83 3.21 3.58 2.37 1.85 1.50 1.35 0.97 1.51
il 15.57 26.77 36.09 36.13 29.35 31.45 35.82 | 29.54 21.76
2) o iR FE R AR 19
DY FIZRBITLF T — /L~ LA F I IR R O 55 K - i3 R B OHER
(0.5%FTFr— L~ LA R IRIE S0uL 2R 12 1 B AR
3
"; 2
I
%
iE]
g
(wg/mL)
0 L'}l+[; R  B— 340
153 i (min)
5. X # (DR B BB B AR BR 22
UG
<BE>
SAE T —Z T, R AC[UC]ITF Er— <L AV BEEZR O %5 Lo 24
R ECORT OEZENRBMITELRIVERHEY THD,
N-[4-[3-[(1,1-dimethylethyl)amino]-2-hydroxypropoxy]-1,2,5-thiadiazol-3-ylI]-N-(
2-hydroxyethylglycine (IV) &
(1,1-dimethylethyl)amino-3-[[4-[(2-hydroxyethyl)amino]-1,2,5-thiadiazol-3-yl]oxy
1-2-propanol (V) TH 2, ZnHORMBIFZENE RN FE G ED30% K T 10%1F
TEFTDHIENRENTND, B, R NVIZAREMETHLIN, VIEFER—LOD 1/7
D B—EWIERZFL TS,
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T — L DOHE TE R 29
FER—NVSUAVBRE O I TR#Sh, EELTH I ShD,

IZCBR &

H Ha
O/_\N—I—I—OCHZ?CHZNH?—CH@H
\S/ OH CHaz
Vi
T
M\ | @ |
o] NHOCH;?—COOH - NHOCH;?CH;»NHC(CH;)-.
\S/ OH \S/ OH
| Timolol
! 4
OH
C/ I
NWOCHzCOOH N—I—l—OCHzCCHzNHC(CH)
~ N_ N OH
S S
1 vl \ —CH9 H
. | N—|—|—| I OCHz(IICHzNHC(CHx)z
) HOCH:v— 2 N\S/N OH
I\ T Vila
Q N_IﬁI_OH CK_/N—IﬁI—OCH?CCHpNHC(CH:«):
— N__N NON by
\?/ ¥ I /
0
Vil +
T HOOC—CHa T
HOCH: CH?NH—I—FOCH;C—CH NHC(CHz)s +— N—I—I—OCH£CH?NHC(CH s)a
l\| LJ HOCH?_CHP [\| LJ
\,.r (’r’EEI—)IIODl/NJ%’E) IV (Z@EE)
(R ICEE T 5B %K (CYP450 F) DD FiE
FYE Rl
<B#E>
CYP2D6 IZkh i ans 24,
RWEBEENROEERVZDEE
R E R
<HBE>
FEO— NV AVBREER O G LS, 5 EDK 40%13H) &
Sz 19,
(ORBEYDOEHEDOEERUVLE
U E R
<BE>
5. (IR ERAL K O RE & 0T & R
G)EHERHMDORERM/ATA—42
M E R L
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6. Bt (1) $E it B8 47 & U2 B8
Y E R L
<HE>
FELTE229

(2)% it ==
BRI
<H#E>
SAET X TIERERER AN RABEREICTEr— L~ AU BRH0.5% % 1[5 231
(800pg) MARL 72L&, AR & D12~88% MRS IZH 541, &K 5% 24K M EFTDIR
e SN R B AL R 1%, BEBE A N T18~76ug. fE N B #E T14~60ugTh -
7229, 7B R LA E T —H Tk, R A IC[HCl T Er— L~ LA Ui Amgx
ROBEELEG S, FTEr— L2 EWIT. 24U NICE 5 & DK73% (R
H168% . # H5%) NHEM I 7229, Fio, B O E N R CIE24 B R h ORLE AL
R e 81317 % TH 7219,

(3)BE ittt R
BRI

7. bSURR—E—I2B | U ERRL
ERIEE

8. B FICKPMER | MUEHARL
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(D)5E N B XITZOBMAEREOH LB H | K8 LA A 2018 M P ZE M it R
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0. ARKFNOE GIZZORTHEIEDK TE2HMEIED,
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FER— LAV b LUTIRINY ICIVBHEUE 4 2 LB H TR 0% 5

WEVFER DB THIBZENANHLOTE R L,

%M L7\ (BRIZRE ES T ny)

% LD (FFICER ESL TR

EERE(RODBHICIKEZICHRET D)
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DIEREHEESELIBENRHD, ]
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6. EEREARMIRL
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(1)(2) L RE DX T L2 B T, D3 H & OHMEFRF O 7o DIC R R S ER IR L T D,
COIORBEICAR LR ET L. DAHE DPEBMETL, LARAEOH L
RWENRHONDBENDLHD,

(3)B-EWT A EB-Z HEZMEW L TR ~DO BT AOF AZIEI L, 35 VT LR

Ea bR ISELENTND, MIFEHIT LORE D b 71300 5 U OEE M I23F L
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(DA 2 IR U2 B 4 B BRI S AL, B3 I 4 0 42 & # B L [F AR ISAR IR 55 O 78
BR 5 IR 3130 B R A ORF IR EIER R E AR TR REME N DD, TNHD R FHY
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W BE A~ B LTI Al LD OFH DS ETHLLDOME N DD 21,

- 18 -



. HEER

(WHAEZEZTDER
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CYP2D6[HENE M %A 3 234
XU KRN
BRI o= FHIAAE
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1. TGN ETORTRK ARIBICBTDZHRE DR G- A BEIZLL T 0@V THY, S E TORGRAR DL L3572
B 2o

(ZhEE-$HER) fkAEE., & IR)EE
(RE-AE]) @%.025% %A Z 1B 1.1 0 2B SBT5, 2k, +50722 R
BNV ST 05% A EZHANCLIE 1.1 H 2 FEAIRTS,

P i £ =tk 4 4 A | B Zh hE 20 FER &
MSD(Merck Sharp & Dohme) T AYT 1978 e AR O
Merck Frosst Canada, Inc. i 1978 BA A% B A ok PN B
e R R E |
Blocadren MSD I z— 1979 0.25% MK KR 25 T
'0.5% BA A% B A ok PN B
e R R E
MK AR ES T | 1EIL7H
B A HE A AN BE, | 1H 208
fot B ok N i
Timoptol e AR 2 E |
0.1% | HEKMEIREZE T
MSD-Chibret TIUR 1978 | 0.25% | BA KRB f Ak PR
0.5% HoE 8 ok P B
B B A ok P B

Timoptic

MSD AFYA 1979

. A EEZE DAL ELL LTSN TNDH(20134F6 A H1E),

2. BHNICBHAERX (MERICBE T 25BN ER
E1E &R AINZBIDEH EoFEE HEim, Eis, #HLmE~0®% 5  OEOFLEHIFLL T o
BOTHY, KERM CE . A ANV T SHEEIR RS,

(FRLOIEIER. ER.BRAGF~OERE
(L)0E 85 UTIE IR LTV D AT REME DD D0 AN IR R L OB R R EIRMEZ LR 20 B S5 G Ico A&k 5352
Lo LR OF 5T T 2% 2T LS TV, )
(2) A TG R IIRAET ILSEEZE, (MBI F~BITTHIE08H5, )
(2E5) B RRM DTy MI500mg/kg/dayz £ O #% 5 L2 B TEALEIE Y, <7 A121,000mg/kg/day, 7 HFIZ
200mg/kg/dayZ % A # 5 L7 B T 1L R IR 5 o 338 5T 3,
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PRECAUTIONS

Pregnancy :

Teratogenic Effects

Teratogenicity studies with timolol in mice, rats, and rabbits at oral doses up to 50 mg/kg/day (7,000 times the
systemic exposure following the maximum recommended human ophthalmic dose) demonstrated no evidence
of fetal malformations. Although delayed fetal ossification was observed at this dose in rats, there were no
adverse effects on postnatal development of offspring. Doses of 1000 mg/kg/day (142,000 times the systemic
exposure following the maximum recommended human ophthalmic dose) were maternotoxic in mice and
resulted in an increased number of fetal resorptions. Increased fetal resorptions were also seen in rabbits at
doses of 14,000 times the systemic exposure following the maximum recommended human ophthalmic dose, in
this case without apparent maternotoxicity.

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

A —ANTVT 53 ¥E C (20184 10 H)

<BEZ pHEOWME>
A —ANZU7 5344 (An Australian categorisation of risk of drug use in pregnancy)

Category C: Drugs which, owing to their pharmacological effects, have caused or
may be suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible. Accompanying texts should

be consulted for further details.

()NREFICETHELE
AIcBFAEH ELorEEI/NRE~OFRE | OEOTHIZLL FTOBYITHY, K
EOWRAM CEBLOEEO SPC LT R4 5,

(FRLODIFEINMNREF~ADERE
AN D22 AR IR L S AU TUVR LY,
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PRECAUTIONS

Pediatric Use

Safety and effectiveness of timolol maleate ophthalmic solution have been established when administered in pediatric
patients aged 2 years and older. Use of timolol maleate ophthalmic solution in these children is supported by evidence
from adequate and well controlled studies in children and adults. Safety and efficacy in pediatric patients below the

age of 2 years have not been established.

#[E D SPC (2017 # 12 )

4. Clinical particulars
4.2 Posology and method of administration

Paediatric Population:

Due to limited data, Timolol could only be recommended for use in primary congenital and primary juvenile glaucoma
for a transitional period while a decision is made on a surgical approach and in case of failed surgery while awaiting

further options.
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