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NEARERE(—REARBERE . B EEARBERAET. EABBELERD)  HERTERT —FIN—2Z3
FEh LT
DARBEFHELTEBRFEONBRXIEEL-AT -RROBME
YLD
(1) ZD it
B2

nl
Sn]

&

19




VI. R EREICEHTLHER

1. REZMICHAEHLLEMRTILEYEH

2L

2. EIB{EH

(1) 5 FIER 42 - 4F PRI
EAR OO 7 A = K K R 77— A7 Y 00 S e OB L 4 S L SRS 51 B0 AR T %

Bl MR, Ve 7Y 7 0NE VIR R i R 2 RE T 2LE 2o TS,
T e AE, MR SR AFAE 2L ANV S ARt U CHE S XUIM A ISR OV E 7V 7B &5

FTHZETHRE O R ZMEIT5LE 260 TND,

WERREAN=ZLET NOE OHFBBF
ERET7+—H2R

o n L EITDD

MY o>

‘

fHAaIEsE - SRRV ET IS
v
JEE1L

| 2
( BRGhRE )

4
( SEARFIE - 1T )

N LRAVUERK

LAN) O ZREKIZH T HEEHRIM Gin vitro) »

ERAABY B FR Mi~Ms (23 328 & B ERBICE W T, That i) v R CHLPHIN-AT )L AR T
UOREAEEREZR L, ThREVIZ, M1, M2, M3, M4, M5 Z FHRIZ6F L CERAPEZ/R U722, R E O L
ARV Z RS T ZATNTXH U TR Z R SR oT2,

20



ERAABV L Z BARY T HAT IR 57 e’ OF FatE (Ki fE5)

SN B I TN 7 bk u v OKifEnmM)
M, 0.28
M 0.76
M; 0.19
My 0.13
Ms 0.24

Q) EMNEEMITDHBRE
DEROETIHER(IXIR)O
SYUADL L RAFEFERET VI % T B E 21 A 1B 48 M AR Lz, Z0REHR ., 7hee o6
X LA THESNTEITE LK ORI EOE(LZHEICHH L2 (p<0.01, vs.L > XEEFEFE, one
way ANOVA K U'Tukey R &) .

B LRAFESRREFIIOERIFEICHTZ1%7 hOE U HREEDER (¥ 2R)

)
p<0.01 p<0.01
10
& |
s [T 1
4 |
I i
o2
% 0
_2 |
_4 —
_6 —
_8 —
10 srERE Ly XA R Lo RIEEER Ly LR Ly XIEEER
(3E6ER) (60R) (60R) (608) (68R)
ERFEER EREE T N OC S AR
(6[T) (6T)

EHEECEERFE. one way ANOVAB K UTukeyigE
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WL AFESRRETIORRMEICHT31%7 O L HEEDER (¥Y22R)

(mm)
p<0.01
3.90 +
3.70 + 1
iz} 3.50 H
-
% 3.30 - - I
3.10 H
2.90 +
2.70
Pk Ly XEER Lo ZIEEER Lo XESR LY XIEEER
(3E6ER) (6BR) (6ER) (66R) (6BR)
nREFEE ERFELT O AR
(6E) (6E)
EHEERREE. one way ANOVAB L UTukeyidEE

(3) 1F FA 5 TR By 1] - 43 o A 10
8 I/ AHSRBR IS W T, ARFNT 1 A 1 B SR T 8 2 o8& 5§l 55 oo 7 8 R T oo fi 5 09 55 A6 Bk i B2 4
LOREE OEITICR LT, 77 8R LR L TR G 4 » AR LOAE BRMEI S R BB DN,
(V.5.(4) NEMNERIERER 0HESM)
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VI. EYENREICES 9 HIER

1. MPREDHR

(MABRLEEHLGOFRE
BAERRANA

QBERERTERAIN-OLFEE
ARFNZSTE L L1SE LA T OB L o HEF 10 O IRICIE 1 . 1B 1578 MK E AR L&Y 5 g
NFGA=HTLL T O ThoTl,

AFN AR O M AE 7 e QY BT A—H

N ” Cumax . AUC0-60min
{EIJ = EI {ﬁlj ;ﬁ Tmax (mm) a) .
(pg/mL) (pg* min/mL)
1H H 10 19.7+7.0 60 (5.0, 60) 939+370
7H H 10 16.5+3.6 60 (30, 60) 798+188

YN AT HE AR 22 a): T SR (R /M de K AED

(3) h&E
FUE R
DHEE-HAEOLE
FYE R L

(1) B # A %
M ERRL
(2) U IR 3 JE E 3K
Y ERRL
Q) HEEXEETEH
M ERRL
M) o)F7IVR
U ERRL
G) R mBERE
Y ERRL
(6) Z D
B2

3. BEH (REaL—av) @i
(1) BB #7 75 %

ok R L
() $SA—SEHER

oK Rl
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4. kU

REABRHEOONFERFrFAEVRE (P2 OFRT4IRER) (09H)7

ﬁ&t&dﬂﬁ?ﬁé?%ﬂé@ﬁﬁﬁ :ZISﬁI LRI DEEFEEH $250.05%, 0.18% K% N1%7 b’ SR K SOuL%z 1 A 1[A]
HEKEARLEEE MR 7 ha e 1L, AR 0.0830~0.5000F ] CCmaxiZEE L7214 . 0.570~4.4085 ] &

T2 TH K LT &55@%% WD ILAE AR TR E B FE D Cnax DN, Toax DR IE & T 12D IE R 3580 5

. AUCo240 2 PAUCintliCBWTH &b & BRI DM SR O B, WT LD 5 228 W TH ., Tmaxl iﬁ@%’i‘ﬁ-

Um—\"ﬂﬁ 7&?&”—‘?& Cmax. AUCO-24h))—Q UAUCinf iﬁ@&’?—&l
”ﬂ”ﬂk LTz, e, I 7 e R B R R

WHEHBEERIYTX(Z0.05%.0.18% R V1% 7rOEVERZEZIBIE3GERB R ERSRKROMBFERFTIOELD

EYMEENTA—E

VI T DM B3FE D LA, KR40
wu\&)%hfcfb)@ﬁ_o

B GRIR 0.05% 0.18% 1%
Chnax (ng/mL)

1A 0.446+0.108 1.63£0.41 8.45+2.55
4 0.586+0.055 2.03+0.56 14.3+4.1
#1218 0.702+0.160 2.39+0.63 13.942.4
55243 0.633+0.068 2.39+0.55 13.042.5
%361 1.13+0.66 2.8440.35 14.2+1.1
Trmax (h)

#1A 0.0830(0.0830, 0.0830) 0.167(0.0830, 0.250) 0.250(0.0830, 0.500)
4 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.250) 0.500(0.250, 1.00)
1238 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.250) 0.0830(0.0830, 0.500)
#2438 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.0830) 0.292(0.0830, 0.500)
#3631 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.0830) 0.250(0.0830, 0.250)
T2 (h)

1A 0.570+0.170 1.3241.33 3.18+1.06
4 0.811+0.055 1.97+1.83 3.36+0.42
#1218 0.851+0.100 2.25+3.56 2.76+0.21
55243 0.804:0.056 0.762+0.032 3.11£1.00
%361 0.896+0.108 0.911+0.071 2.92+0.23

AUCo-24h (ng-h/mL)

#1A 0.465+0.060 2.23+0.56 17.346.9

H4 0.619+0.076 2.97+0.66 39.2+8.8
1238 0.6510.061 4.72+4.92 35.3+7.0
#2478 0.623+0.087 2.50+0.39 34.0+£83
36 0.812+0.172 2.74+0.49 37.4+7.9

AUCinf (ng-h/mL)

#1A 0.372+0.063 1.97+0.61 17.247.0

4 0.516+0.072 2.61+0.51 39.749.4
123 0.527+0.066 4.99+6.68 35.3+£7.0
55243 0.527+0.086 2.14+0.33 34.4+8.8
%3618 0.654+0.123 2.17£0.39 37.5+79

TR TEE i £ A5 HE 22 (6., 73038 %) |

Tmax FEH Sl (i
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HENEERBIHYXIZ0.05%.0.183% R UL 1%F7rAEVEABRZ 1 B 1 B39 EAMRERSFEOMFEHR7AOEY

DEYENRE /RS A—4

B GRIR 0.05% 0.18% 1%
Cmax (ng/mL)

#1A 0.479+0.136 1.36+0.24 8.40+2.82
4 0.604+0.117 2.05+0.48 10.5+2.7
551208 0.622+0.184 1.93+0.33 12.0+2.2
55243 0.530+0.126 1.8120.19 11.943.0
#5361 0.878+0.158 2.04+0.41 12.8423
Trmax (h)

#1A 0.0830(0.0830, 0.250) 0.167(0.0830, 0.500) 0.375(0.0830, 1.00)
4 0.0830(0.0830, 0.250) 0.167(0.0830, 0.250) 0.0830(0.0830, 1.00)
1238 0.167(0.0830, 0.250) 0.0830(0.0830, 0.250) 0.375(0.0830, 0.500)
55243 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.250) 0.500(0.0830, 0.500)
#3618 0.0830(0.0830, 0.0830) 0.0830(0.0830, 0.0830) 0.500(0.0830, 0.500)
Tz (h)

#1A 0.621+0.122 0.668+0.029 3.02+1.13

4 0.83120.060 0.826+0.105 2.98+0.17
1238 0.812+0.036 1.76+1.46 3.08+0.42
55243 0.838+0.057 4.40+0.53 3.64+0.50
#3618 0.936+0.084 1.38+1.20 2.93+0.28

AUCo-24h (ng-h/mL)

#1A 0.517+0.184 1.87+0.63 22.7+10.4

4 0.700+0.146 3.06+0.83 25.9+10.5
1238 0.830+0.263 2.65+0.90 34.7+12.4
F243H 0.659+0.237 2.83+0.38 39.8+13.0
3363 1.09+0.36 2.82+0.43 40.6+10.4

AUCinf (ng-h/mL)

#1A 0.477+0.155 1.55+0.52 22.1+11.7

4 0.574+0.111 2.52+0.70 23.348.1
F123H 0.683+0.218 2.40+1.03 34.9+12.4
#2431 0.540+0.179 2.94+0.36 40.3+13.2
3363 0.842+0.247 2.33+0.40 40.7+10.4

i R = B YE R 22 (5, 6, 73038H1) | Tmax (37 JfiE (i /ME, i K AE) (63U38%1)
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5. 2%
(1) I % — B B8 P9 3 3@ 1
i - B FA 2 it 975 ¥
(2) M % — AR AR EEPT @B 1
e BE 72 0T 4 (2 7 b e 0.0 I mg/kgZ BE BB AR PN 38 - L7z b & B 514 64> THEHF ER AR &R O IE  # RIS 15
MAEF 7 BEITIZIER U ThHo7Z b, TheE UL oI B 4@l 50L& 2 bh,

B2 IR 27 b e 0.0 1 mg/kg B Al 5 AR ¢ 5 L72 L E O RHR J OV 5 #5 IR IC R A i 4% o 7 e 8

M7 e EE (nmol/L) MAEHRT M IR b
P2 R Bk Prp———— [re— (MR ER AR i IE R R
<14y 3 198.3+76.3 <9 NC
1-24% 5 100.4+23.0 24.146.3 0.27+0.11
3-4%y 7 224427 18.1£3.0 0.88+0.12
54y 7 38.2+7.9 17.8£1.5 0.54+0.10
6%y 5 17.0£2.2 21.6+2.0 1.27+0.12
75y 2 16.8,18.2 11.9,<9 0.71,NC
8.5%y 1 18.6 23.1 124
114y 1 16.1 17.5 1.09

il R AT M AR MERA 2 (B3, 530037) S8 Al iE (1 %501 X 132)
NC: 47 # Ik o ifn 3% 77 breer s i BE A3 E B T BRAUR G (<9nmol/L) D7z 5 H &

(BBt ~DBITH
ok Gk L
(4) BB~ DBATIE
% R L
(5) T D it DAE B~ D 17 1
HERBHR (BEYYF)
1 €0 F DI IZ 2% H-7 MY B 2 BB AR L IRARL B AR IE AU E L, T RO IR A 3510
T A B 1A R B 1SR 2SR b 6 < L 2 DB R ISAY LT L, O AR HE 0 IS 5 < EV Vo
BEL LT B AR DK IRAS I S, B T ORI DI C oo Tz

2% H-7 M e P iR IR 1% O HIR AR A OB S RE R BE (B %)

s SRR
A ERIE ]
(D) SRR 1 SR 2R SR ARER
A (ug eq./g) 123.78430.30 76.41+43.18 27.13+14.77
K (ug eq./mL) 9.74+2.28 7.81+4.28 2.76+0.93
I BARER (ug eq/g) 10.92+2.71 8.20+4.63 3.02+1.24
WS 7RI (ug eq/mL) 0.65+0.26 0.42+0.15 0.23+0.05
BRI (ug eq./g) 18.95+5.59 12.0145.65 6.27+3.54
ARIEIE (ug eq./g) 9.40+2.53 6.43+5.45 2.87+1.57
M (ug eq./g) 1.67+0.66 1.34+0.67 0.69+0.42 ®

A5 RO A YR 22 (B 12, 7272 Lacfil #10, befsld11)

eq.: ‘H-7hrv' Y &




HEASRABR(BERUTEEYYE)

ARk O QU0 IRIC2%H-7 bt % 100uL /AR 4 B A A0 IR U 0052 b 5 B 0 B 2300 Lz, A IR 7
96Mf I IZHB T A B Y FOILE A BEIR E X, AAYTF I K8 EEL, ThrEY BRI FDAT =1
FEATHIENTRRENT,

HEAEERNTESHE (SR P

HEPE D ATy MI3H-T ha ' U Bl 2 1.25, 2.5, 5% N 10mg/kgD A B CHEIEAN & 5L, M8, i, I505. D0, IF
i e OV ik P i Bt BE A T U7z B RE IR E I, WP RO ML IS B W TH IR 57 0.058F [ (34)) TiebE <720,
F & OBV IN LTz, B 514 0.0SIE ] 12 30T 2 50 HE I8 288 1 Mgk B OV i 28 Fie b o <L e W TR A L D Bk
Bk, 8 DNECI o7, 155 W i 3 3 i b 8 < (40~4643 ) TR Tl ik K OV ik (50~5843) | i B OV ik
(71~8243) L7020 IR 3 b & 22272 (97~10677) o

SH-7 he e o P R IR e P 458 5 1% oo 8% | L R DG L G L B R B OV it B R R EE (B 2T o )

fahiid b T REIR FE (ng eq./g) Tiz
(mg/kg) PRHRFH] 49
P 5-14£0.0585 e 514 1R5RE e 5.1%25 M e 51245

T 1.25 231+37(4) 91+12(4) 48+10(4) 5.6£1.9(4) 43
2.5 430+78(3) 163£37(3) 93+12(3) 11+5(3) 46

5 857+91(4) 423+82(4) 209+36(4) 21+5(4) 46

10 2243(1) 1015+96(4) 375+£71(3) 63+9(3) 40

i 1.25 329+47(3) 218+39(3) 85+31(3) 54+17(3) 82
2.5 887+42(4) 539+57(3) 309+37(3) 145+12(3) 79

5 1901+76(3) 1226+109(3) 794+26(3) 296+20(3) 71

10 3639(1) 2852+191(4) 1403<111(3) 476+28(4) 71

izt 1.25 944+111(4) 453+91(4) 406+47(3) 209+27(4) 106
2.5 1983+274(3) 1645+194(3) 974+93(3) 511+78(3) 97

5 3742+681(3) 3444+601(3) 2191+278(3) 1019+93(3) 100

10 8011(1) 7219+697(4) 4667+494(4) 2312+174(3) 103

Lol 1.25 601+93(3) 257+33(3) 102+12(3) 39+13(3) 53
2.5 1210+97(4) 508+£66(4) 219+46(3) 96+41(4) 54

5 2514+271(3) 997+59(4) 430+58(4) 207+60(3) 56

10 5279(1) 2360+537(4) 808+106(4) 458+57(4) 52

Tt 125 2917+168(3) 1015+57(4) 488+57(4) 199+27(4) 58
2.5 5612+409(4) 2404+360(3) 995+93(4) 411£78(4) 56

5 13206+930(3) 5880+397(4) 1955+216(4) 822:+302(4) 50

10 26645(1) 11681+944(4) 3674+378(3) 1406+271(4) 53

ik 1.25 2606+93(3) 1178<111(4) 718+76(3) 346+39(4) 74
2.5 5828+306(4) 2407+371(4) 1631134(4) 649+79(4) 72

5 10751+912(4) 4911+408(4) 3079+475(4) 1607+138(4) 7

10 26544(1) 12988+1012(4) 6214+612(4) 3240+319(4) 76

it R VO 38 A A A 2 (513 30 4) OB B (B 3k 1) | R 90 N B B
eq.: *H-7hub Y &
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(6)MBREAHRHEE
ErMREEKEEE (In vitro)'®
ERISECT R BRI L, in vitro & A& ZFE M L7z, 7hat > R 2,5, 10 X Y 20ng/mL (281 HE M
EAMKAS R, TNEN 44%, 39%., 35% K X 29% THY, Tha bt i L o NV L,
Flo  ENT AT IR L Ok o-1 BBYEFE R QR IRICT MR E2IRINL ., in vitro B A A 23 M LIRS £
BRIFIENEN 2%k N 2% ThH-oTz,

6. X5
(1) 4% 351 8B 12 B UG B R B
e fR AR B 1110

ThabE it EMIEBWTN-B AT UALIZED v T hae iz, — AL KIS IZE0 T hae s -N-A4 % R, K5y fi#
IZEDhrE e RBIICR B SN e HE I STz,

Thavr OHEE
H3C‘~N OH
HEC‘\N
OH — HO
0]
@]
OH
0] ~kOE> NPAY
FROEY In vivo (k& M R) In vitro (9 HF, AR FASFHIL, b NIE)
In vivo (& MER)

l (0N
HN
H3C‘"-Ni
OH
% on

(@]
(@]
@]
(@]
JIT hOE Y FhOEY-N-FF2R
In vivo (k& MER) In vivo (& <ER)
RO R B

QRMIBEEITLIEHR(CYPE)DDFRE.FE5XE

24 B R L
WNEEBHROERRUZOHE
4 R L
ORBMOEEOERRUEML, FELE
4 R L
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7. HE

(EFEEIHARNKZ SRR

fERE AR A TP IZHC-T R e 2mga i AN 5 Lol & B 548 # £ TIC & 5 S 7214 CD88% MR H I B ik
S, ZOIBLE G BEDOKIS0%RN T a LT, 2% AR\ S e i & U TR IRt &z, 5 3N HCIEMER
FIZIEROLNT, EHFIThTHRE (RS ED0.5%K) NRBOLNZAEANT —4),

8. SV RKR—E—(ZBA T 51E R

T AR B AR H (in vitro)'D
Thrabt e NE D TF AT AR —F—2(0CT2) DEE Thd,

9. B EICLIREE

W BB L

10 RENERZHIHESE

% E kR L

1. ZDith

ezl
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I. &€ (FRLEDIFESE)ICEITSHIEHR

EENTWHRWN

?é‘%‘?

2. ERAABREZTDER

2ER(ROEHICEEBEELLENIY)

2.1 RAN O3 Txt Vi UE OBEE R O H D B #H

2.2 FBENBE R OB ASCH B N EWREDOIRE EAORROSHLEE [ RHEHAEMARNEORIELZRE T
BZENWRHD, ]

(i 7
2ARFN DR 53 12k Uil UE OBEE B 23 2 BB ICARFI 28 5 Lz & . B U8 BUE R 235 BL 32 fTREME 23R W
EEZLNDDT, RAIDR I3 LI BE OBEE OS5 B F IIEARA O G- 28T 228, 728, RANIAH 2k
FELTT I RECRBRE AT IWIAEL TRV BV Ul o KFEF NI LKFIY . 7= F R D LK
P.efaxrzFrtrn—2 pH fllfifl 25 AL T0D,
(REBRELYEH)
2.2 ARFNE R A AR R T HE THY | R AR AL RIZBNTT B F ) L5 A B ITHEE BT L T R s 13 208
L. HEFALIER D 2 i S D LIS RV 2L U, F/2 B BRI 0 8RR 2 4m il L8 £ BB 2R 97, BHZE B A i N
B BB A SRR DR WREDIRIE EFORROBLEFICARFZR G THE, LG BRI O g
Lo THAMNHEL, v al AENLOREKI M AL FTONTIRE LR 251 & 23, BN RR 7542
PEPAZEM AN ORIELZ R ZTEZNRHLOT, ZNHDRHF ITITHE G LI e, £, B R A kN o
B THREEEH OMBICLAFE KT HETLOBINCEY, IRIEN EJ 3285503550 T, 5 LaRNTE,
(RBRELYEH)

3. MEXIFHNRICEHETIEIELLNDER

TV2ShEER IS RICEETZEE ] OESH,

4. RERUVRAEICHETIERLETNER
VARZERUVAEICEHETSIE] DHBMH,

5. EERQEARMIRELENER

SEELEAMIE

8.1 ARA DR, HlE DR BICIVAEN  FHRAHODONDLIENDH LD ZOERBEE T2ETIEE T OB
N2l RO, AindE - B8 5% OE R, MEEOBREITEITDIOER 528, £, KLEISL T
A% E N THE RBELRMVOLZEE R R2WIHHE T2,

(fR )
81K§Ui”"\m$$fy‘ﬁLﬁﬁ<T2§>D BIRZ MR RICBNTTEF vl v EHEANICHR L THRE
W L, BALFEROH e mESED 2 LIk VBl AL U, E o B o B9R 2 M U R &
RY, KAIORGER, BTOBRNAHLEROMEN, AKE - ABIES OER, BBEOBRIEF 21T
L BEORBICLENCERICL - TERFLZFISHITBZIARHD 2 L, WTIZHBEIZIE LT
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P77 2AOMEMFICLY, KLV ZEZRLL2VLOBEETOILERHL 2 LB LT,
(REER LY E]

6. RENDERERISBAHICEHTIIRE

MEHE-BERZFOHIESE
BESN TV
Q) BHREEEERSE
X E STV
Q)FFrelEERE
X E STV
Q) ETEREZR S HE
X E ST
(5) 1T 4%
BREIN TV
(%) XM2.BNIBTHBERXERFR 0OHEHSMR
(6) 1% 3L.4%

B EORFMER OCRALREOREEEEE L, A OGP L 2T 32528,

(i 7

R FN O R R ER Tl 045 | 52 3005 . AEIR O AT REPE AN B Lo MR TR R - PR AN L IC KBRS L TRY ALK O
ZREMIZHETAERITELN TR, T EE ORISR 2 K E AR L7-EE0E & IR 5 M4 F
FEAE AT T e B FE D CmaxtE8.25pg/mLAT T LHELR SN2, ZOMEIE, 7Thee s BN bl Wi FIE A 25T
YT HAT THHMIZ I LTL0% R HUAE A 2 37 B (K957.8pg/mL) DK 1/TER -T2 Linb | AH| R
IR C 2 CREAEA 2R T A REMEITIZIERVEE 2DR, L, LHBITHEOT =453 720128 LactMed
TEHI7hre 2R MEE A28 LEREAD LZY, AT A L7205 /RN H L8, 28 ~0 H[E &
BERITRIRTIERAE R T 5 e HIEE <RV, RYEM P iT, AL B OB OIRENZRVNEIETLHT
Lo IEREMBHDOREL-,

(AR LY E]
(%) X2BNBETHERIERFHR 0OHSHR
(MHINRF
NRF

R A R V2 BT AR VL L FLIE L STRR M OB V2 ek B L LTl R BB I M L T,

(fi )
A F O R FABRIE, Sk L E15REL T OJEF 2 L TR R HAKE R BA R, FLIR . SR oL R
SO IR BRI NZENBRRE LTz,

(AREER LY E]
(%) M-2.BNETHHRERIERR OHSZR
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7. HE{EH

MMHAZERELEZTDER
BREINTHRN
QBAETELZTDER

102 fEAZEE(BFRAICEETDHIL)

HEH 4 5 B PR IR - R 5k W - faRIN 1

o) EREZAET S5 | EERAREMHERE | MINOICER ( t=)
HA(CRRALEOMNER |02 HoRIERR’D | VIEH) Z2#HmIEs,
MHIDH. 7=/ FTY | bbhdBENLRH D,
VREHR e AKX I
il %)

(fR )
ARFNE RN REARREAE RIS NTT B F 3V LA RIS HIL TR 2 W 325720 2R A K OB
RILOOHN, T2/ F TV RIEA | LRI AN FEOH AV AR 2 T AN O T D LI Hi=Y 1
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies with ISOPTO® Atropine 1% administration in pregnant women to inform a drug-
associated risk. Adequate animal development and reproduction studies have not been conducted with atropine sulfate. In humans,
1% atropine sulfate is systemically bioavailable following topical ocular administration [see Clinical Pharmacology (12.3)].

ISOPTO® Atropine 1% should only be used during pregnancy if the potential benefit justifies the potential risk to the fetus.

8.2 Lactation
There is no information to inform risk regarding the presence of atropine in human milk following ocular administration of ISOPTO®
Atropine 1% to the mother. The effects on breastfed infants and the effects on milk production are also unknown. The developmental

and health benefits of breastfeeding should be considered along with the mother’s clinical need for ISOPTO® Atropine 1% and any

potential adverse effects on the breastfed child from ISOPTO® Atropine 1%.

SCOKE T RETIMHRIFIEL TT ey SR 0.025%XFREINTWRW=H, RAIRD%E 1%E A 925 ISOPTO®
ATROPINE XV5|fHL7=,

A —ANTVT 53 K A (20244104 BLTE) ®
3% Prescribing medicines in pregnancy database J:0 5|

<$E . HEOHRE>
A —ARZUT 73¥8 (An Australian categorisation of risk of drug use in pregnancy)
Category A © Drugs which have been taken by a large number of pregnant women and women of childbearing age without any

proven increase in the frequency of malformations or other direct or indirect harmful effects on the fetus having been observed.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Due to the potential for systemic absorption of atropine sulfate ophthalmic solution the use of ISOPTO® Atropine 1%
in children under the age of 3 months is not recommended and the use in children under 3 years of age should be
limited to no more than one drop per eye per day. Safety and efficacy in children above the age of 3 months has been

established in adequate and well controlled trials.

SO E TITE A E T IR A LT e SRR 0.025%IE R B ENTWe W=D A RS %1% e 46 T5
ISOPTO® ATROPINE X93| Fi L7,

BE[E D SPC(2015 4 4 A) *

4 CLINICAL PARTICULARS

4.4 Special warnings and precautions for use

The protracted mydriasis which is difficult to reverse, may be a disadvantage.

Systemic absorption may be reduced by compressing the lacrimal sac at the medial canthus for a minute during and
following the instillation of the drops. (This blocks the passage of the drops via the naso-lacrimal duct to the wide

absorptive area of the nasal and pharyngeal mucosa. It is especially advisable in children.)

4.8 Undesirable effects
Side effects rarely occur but include anticholinergic effects such as dry mouth and skin, flushing, increased body
temperature, urinary symptoms, gastrointestinal symptoms and tachycardia. These effects are more likely to occur in

infants and children.

MIEE CIGT R ETMH A ELCThrE SV SIRIE 0.025%IER EInTWh e AR D% 1%EH/T5
Minims Atropine Sulphate 1% » 51 L 7=,
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