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ST B YEUR AR A B 22005 £ 12 H 9 H

ARFEBRMEAEA H 1 2006 4F 1 A 23 H
o R e (A ) - 0 e s LS e A
T/?EI% % . Eﬁ J'd_'i /K\ H: Zl %JEE& LJL - f%ﬁ%iﬁxﬁ:

PR A AR 2 O S

O

v & b &

S RIS WEERE 22—
TEL:0120-921-839  06-7664-8624
ZAPHERE O BE~17 BE (£ - B - B B ZBR<)

B AR R — A=

https://www.santen.co.jp/medical-channel/
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EESEICETHHEEICEL TL, IFASETSNASETOMIT, U3 R it 2 ETN AL LML
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3. REORANFHFE

RAFAFEE A RNV OB E SIRAI TH D,
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1. k%4

(4
Neay7®I=;FIRK 0.1%
(2) ¥4
PAPILOCK® Mini ophthalmic solution 0.1%
Q) BMDEAX
T (RNESV =) B AT vy 735 Ko ryrbma L,

2. — &4
(M HM& (GFRE)
v 7uARY Y (JAN)
() ¥ & (FHE)
Ciclosporin (JAN, INN) , Cyclosporine (USAN)
(3) AT L
B

3. BEXANFRERX

H CHs

OH

--H
H

HsC

=

Ala-p-Ala-MeLeu-MeLeu-MeVal — f‘\‘
CH: O

Abu-MeGly-MeLeu-Val-MeLeu

Abu= (25)-2-7 3 / ¥
MeGly=N-AFI T >
MeLeu=N-AF)LOA >
MeVal=N-AF LIS >

4. RFRRUHTE

437 3 Ce2Hi111N11012
Ff:1202.61

2

5. tFA (% iE) XEXE

cyclo{-[(2S, 3R, 4R, 6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-
L-2-aminobutanoyl-N-methylglycyl-N-methyl-L-leucyl-L-valyl-N-methyl-L-leucyl-L-alanyl-p-alanyl-N-methyl-L-
leucyl-N-methyl-L-leucyl-N-methyl-L-valyl-} (TUPAC)
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(3) iR 1
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il AR 143°C
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logP=2.92 (1-A 2%/ — /L« KR EHK)
Moo ELRMEE

JESCEE [ ]t :-185~-193" (MMM ICHE LI=b D 0.1g, A%/ —/1, 20 mL, 100 mm)
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B (R 77 1 5 77 390 ] R 77 ¥ 1E R
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1. Bz
(1) HI i DR 5
AR
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S0 P B T KR IR A
Q) FEAa—F
FY LR
Q) HE DY
pH:6.5~7.5
BB 1.0~1.1
(5) Z Dt
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2. EHENOMEAK
M AEDRS GEHRS) OS8R UHMA

fRFE4 NEvyZ7I= IR 0.1%
AR5y ImL 13278 2KR) > Img
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i FREE TR AR . b uAn— 2 pH Al
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%Y LR

Q) #E
BAERRANA
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B o A PRAF SR PR A7 1 4 EXeA S fr s
EMRFRER | 25°C, 60%RH 36 » A I e B (B AD) JRAE PRI
24 H JilE E R AT I T — 3 JRAE P2
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R F AR —F TV IR 2 5 Bk ok i B & B o By
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(TAe—al ¥ FEel ., YA HR R Py R4
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e e FA AR =T L EIR
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%2 MEHEH: ENA Rt/
X3 WEHEE:

¥4 JEIHEHE

PRk, pH, R BE B
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o MR ER CHiRYE)
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QFHEE
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TR =R IR B ORI EDTIE BFEVVIBROE —RIRE IR TV LF —mIRE S TS, F
FEAZNARRE LU TORF OB AT T R OZ DM HIEEZPEICT DD ICHRE LT,
RFNOBGE N RITTFEFEDZV AT VAT =FBNRA T 0705 E) 1 TOHD, e - RS OIEFE B Y
WZIFEA LnZ e,

(AR RYREH]

3. HERUHE=E

(MWAERUVHEEDRSR
WELLE 1.1 B 3 E SRS,
QAZERVAEOHREREZ - R
VS5QRAERIGERAR 0HES K

4. BERUVBEICHEETHEE

BESN TV

5. B R AR

MEBRT—2/1\vr—o
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(2) B PR 3 B 5L BR
EINHERARABRRUE I HEKABHR
fERERR A B M (% 6 1) 12 0.1%5HDVIX 0.5% 7 ARY iR 1| 1.1 H 361 BB, 7R (iR X
ML) ICRIRL72/E R . 0.1%AFE D 1 BIHZAR 258 RS 2 BIHCRR fil RS . 0.5%HE D 2 BIICHR fil P N F— D H LTz
D3 WAL CER R FRFICRIBEE 220 0 TiEed IRBM AR O — KR &S TR TR O eh ol &
To  BERERL A B (6 B1) 12 0.5% 7 u AR iR A 1R 1.1 B 3@, 7 3B, IR (R AL &) 125
AR U745 5, BSR ERIE 22507 RUTER O b e o7,
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B AERKERAR
ATEAE DMEEER (BAIICKLIHEBR. FEHRHR) »
BRENINVEZ BTH) ZFREL, 0.01%5D50F 0.1% 7 AR iRk a2 1| 15, 1 B 3 [E, 8 MR
U7o b . BRR B IR B 1T 0.1% &8 2 b7,
E) AROKBENTOIHE - HEIZ. 0.1%Z®% ., 1E 1#.1 A 3ELERTHS,

HE): BF:DZVEE L e, A2, 3 G ~DBAT O E

AR T A | A =TT K D0 IR A R B R ISR D I IE R ()

%t g KZE=HENVBE (37 #)

A Bk 0.01%H5W\E 0.1% > 7rAKRI (CYA) sUBR#EA 1 18] 1.1 B 3 18], 8 i [ SR

O fi 8 B (B RS MR B52 AR EHRkfil) | OB G %2 42
M ZOPE R IR AR . MRS | W9 L R DR R IR . 2 ot OSiE R

F AN E A . o R o o = Y _
2 MR BRRS I (Fe i, VR ME ., DS, FLEA) . AR ERAS I (Fe i, v3 M) | s R IE, JEIR . FF o 2 RBE) | fA K
(SPK., UbA BB FIETT7—7)
i 5
B 5k
UGB
. UEERD
S HA Uy 3 ¥ A Oy 2 SN HE 2 =
0.01% i 4 1 3 1 2 11 . .
CYA (B FE%) (36.4) (45.5) 16.7%~76.6%
0.1% % 4 4 3 1 2 14 . .
CYA | (BB%) | (86 | (7.1 28.9%~82.3%
S 3 <<0.1%£ﬁ-(;£1%£$>>
(95%fEHAIX[H)) [27.8%-51.1%]

o = T3 B 3 |l O 53 E B OB &

2REMICH B ZITRO LN o7(Wilcoxon @ 2 AR E | p=0.888),
0. 1%FETIE, FFMEHE D 1 DTHAMEFT RICBNT, EHAZT7ORERETHA 2 B LR OLIL, FEFED
ZVZR A ORER THOR I R IR F BT R A7 FH B EOR ERIKT A 4 B JVR DO (paired t-test) o

[ /i
R 2 42 B
fii] R fiil i EPNS - LZARO
L [ &Y HY &Y i 95%f= X [H]
0.01% 7ES 11 0 1 0 12 . .
CYA | (ZR%%) | (91.7) O13%55.8%
0.1% IES 10 2 1 1 14 . .
cYA | (za¥%) | (714) O3 0%
il S D3 <<0.1%_§2$(;02.31%E$>>
(95% {5 1 X i) [-50.6%-10.2%]

L TRIERLEF OF &

2 EERMICAH E 2T DO o7 (Wilcoxon D 2 AR E | p=0.231),

WEFE 22 R BEREAT R e BRI S7e 11 JEH &5 Te B IE N R G- a2 TOREFNTKE T2 BT O R |
0.01%RE1Z 5.3% (1/19 f) . 0.1%FE1% 16.7% (3/18 #i]) IZEI/E A AR OB,

BIER T2 TIRBATICEBT2HDTHY, 0.01%H Ti&, TIRFIFL 2 1 R DB, 0.1%FE T, [ By | TR
Mgy THRAIIE . TR 0. TR . TRTE 7L 7 ) R ORI ERA  AEhEn 1 hRooh, KRR NS
TE TRV R R A 22 513 0.1%8#£ T 1 61 (ALT(GPT) E 5., CK(CPK) k5 BUN L& JRTNAKEGHE) 5805
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iz, Zrd, IRE%HE ORFBH R A TR W TR LRBELRD2ZEHITROENRI T,
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TV —SREDH R+ e BEIXNEE (T~39 %) 54 B B0 MEREAT X5 38 BI) 2520, Bt
NF—HIBEFA ST TIZBWT, 0.1%Y 7aAR v SRR, W77 RSB E 1B 1.1 8 3100, 8
B AIRLZRE R 0.1% > 70 ARY SRR IZ 7 78R A RIERICH L, IRBERILEPT A A2 7 0fF Bt BN
BOOLNLRE PLT7LAF —RIREPIRA LSBTV LA VERNAEAEEZL 2B 26N,
&l MEFFJ X, ARFIEE 27 Bl 6 B (22.2%) IR O BV, FIE FIXIR I 14.8% (4/27 ) K QR ZDFEIE 7.4% (2/27
) TH-oT=,

HH: BEZIHNVEFEICBTILDE M., I T KA &7 TR IR K & o o i &

KB T YA | 7R AR R T B (T BE T L A

BEFORTLVAX—SIBR CHRAR+ 07 GRERBEME 4 B L BFEAX VOIS EFFD
xf 5 PMTUNAF—HIRBIKEX =R LTI R 2 FE i L TWAIh b B A 4% B DL O R I ks ik
B RFLEFT RGO HND) BEHHIVEE (54 f)

RS 0.1%> 71 2RV (CYA) SIRE E-IX 7R ERKAZ 1B 1iE. 1 B 35, 8 B AR

MR B %5 s 2L BE T L (B R FLEH AL BH) A7 ¥ o G-l th TOE L &

T 2 M B . B o . _ . Aﬂ
MKERAFKR OILHDOK X IOV T DB REWVILFICTHE E (3 ) ~2L (0 45) 0 4 B THlE
B HEE
—e 0.1% o 0xRRY »(CYA)
14 o—o 7okt
T
£ 7
=
311 ]
zZ
_2—
EifE IR R
-3 1 T T T T T —]

08 18 2B 48 6:8 8@ RTH
(19) (19) (19) (18, 18 1
Gyt oty 08 48 8% Ofyseem

% : p=0. 008( unpaired t-test)
IREERILTFR A 07 OB OHE

RBRE THOIRBEBEILEN R A7 O EH B BT, CYA AT 7R BEIC LA B ICkFE Lz (p=0.008,
unpaired t-test) ,

Fo B RAFEAa T 1 BB PR BEBLIELS OB S 1X. CYA BE 73.7% (14/19 ) . 7T EREE 36.8% (7/19 #i)
LH B EZNRD SN (p=0.049, Fisher O B HE ik KL,

B Ak

RIEM X, CYA BETIR, TARZDEENE 125 2 1], TARMIIL 1 25 4 IR OO, fIE MR BL 1T 22.2% (6/27 #) Th-

7‘:0 T EARRE I, TIRAIE ) A 3 61, TR 123 1 FlHCER O DAL, BIE A R B EIX 14.8% (4/27 ) Thoio, MRt
WCH B REBIIRDONRNST,

I%Bﬁ%mmmfém\ﬁﬁu A E R F L. CYA BT 1 6 (LDH L& Mg EH)@E DO, 2k, IREE DORR

BEMBRBEBCRBOCCHERZH LA ORE I RER ORI o7,
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2) ke MHR
FMERL
(5)BH-REHNAR
U ERRL
(6) & B F
DERBEERE(—REARERE. FEEARERE. FARBELERE)  RERTRT I —RAE.
HREBRTEREBERABROANE
ERARERAE (BEERTH)
ARSI D& U7 Al R AR (4 B3R A5 41 - 2006 48 1 A 23 H ~2008 42 2 J 29 H) TV T,
42 [E 929 fii % k0 2931 i ONE 5 UL LT=,
A BV REAT 3EGE B 2597 BlICEB T, BFEHXNVO B RIER LK ORI R OB EZRFTLIHE R, 2 CTOHE
HTHERATT(0.1,.2.3 D4 BBETHE)ERTAEE 1 »A»RDLI, TD1RIT 6 v H OBLEHH %
W LUCRfRE L7,
2 YRR AT 3t B 9E 5] 2647 B33 2 EIE A 58 BUE 61 31X, 7.44% (197/2647 ) THY, E22mI1EH i34 5 Bl
KRB TITTARMEE | (5.33%) . TREHLAE N OV A2 HHE | (1.51%) « EIE A o F8 CIRAR WL (2.53%) ( IR Z 5%
JiE (0.64%) % CThH-o7- (V.8 DIEZR)

BHEEARBERET :  SZHMZ 1ELLEAFIOBRSRREREM - AUOMHICHTIRE (BEERT
B¥)

1 FER 2B LR OB G R, ZRELE O IEERET 722825 B ELTRr & M H A A (G A1
:2008 4= 6 H 1 H~20144 12 A 31 H)IZBWT, £EH 223 kiigk kY 780 Bl DIE #] & UL £ Lz,
FRMT xt RAE B 654 Bl DHE | BUEBIH I 54 k% &5 L2AEHIX 108 41 THY | fEHT 5t G 41123
EEHEEEELRBE S WMBONRIZ, 1~7 H 40 5, 8~14 B 66 . 15~30 H 91 #i, 31~60 H 107
B, 61~120 H 127§, 121~180 H 62 i, 181~240 H 38 5|, 241~300 H 28 i, 301~360 H 38 5l &
361 HLL L 57l ThoTz,

A Zh VR T xF B IE B 654 BIICERNT, FWENZLO B RIER K O BT OB 2R L7k £ & CoHE
HCT. 5 2»ABETOLTOMR S THERATT (0, 1,2,3 O 4 BETHE) O TAROLNT,

LA MR AT G SE B 654 BIZ I D EIE I 38 BURE B 321X, 6.57% (43/654 45]) THY ., ER2FIMER LB IR
SPBCITTIRBEE ) (4.59%)  TREYE K& OV 4 BUE | (1.22%) . BIEF ORI CITIR A% (1.68%) . ARYE
(0.76%) % T -7z,

DEABEHELTEBEFPENABRREIRELL-AE -RBROME
TR BRUE B 23560 TIRENTWHI LD, TR . — EBOIEGNIIRD T = NERSNDOETORMIT, 2IE &
BT I AR A A A T D28k RA DR VR OH VB T 57 — 2 & RN L AH D
EE I EREE A CLIL, | EORRBEEB SN,
YRR ST O T, AHI OB FE B Ak DU (T I M L7068 AT gl A A (A (0 3 ) oot SR 0 L) 24 TR e
HY LR RS OBIBRICOWTE A (2008 4 2 A 28 B ) ¥ Sz, ZHICESE IRA CEHENOHIERL
QAL

(7 2D
Brlz7eL
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VI. EMEB(ICEH T SHIER

1. REZMICHAEHLLEMRTILEYEH

EEMMEIEE (RXRTFRR) v =a—U e —

2. EIEEMA

MERSL-ERAKRF
EREAL: I T HbE
TERBR o 7a2R R AT TN T 774U i a L, ANy =a—V B 5 K28 NFAT (BB K +) O
WU B AL 2B 5282 kY, TL-4, IL-5, IFN-y }x (N IL-2 & DY A b A2 O pE A 2 il 35,

(DEMNEREMN TEHHBRAE
1) SAbha2EEME A Gin vitro) ¥
T IuZARY AL in vitro IZB WV TERRAY ML Bk B 2K (PBMCs) b DA (2 (IL-2, IL-4, IL-5, IFN-v )
PEAE AN LT,

ERPBMCs>6 D 5 Tl WA M A L BE A2k 9 B4 ) 2h 3

PALTAL IL-2 IL-4 IL-5 INF-y

1Cs0 (uM) 0.021+0.004 0.033+0.002 0.173+0.032 0.023+0.002

n=3 mean+S.E.

2) BE(IE)FLULX—MHEBERXETVICHITZERA(ELEYN)Y
JRATNVTIVTREIELIZELEYROPUR T B ICE DR BN OeAXIEREIZHT L, 0.1% L EORE DO
I7aARY Y RIRRIEHURFE R 15 L OS5 Sl O WL & CF B 722 Hl4E 278 L7z (p<0.01, Dunnett % & L
E) .

3) BER(NE)FLLX—MEBEXRETIVIIHTZERA(ELEYN)Y
EEREEEHWEEALEYROBER (IVED) TUAX MR EXTT MIZBWT, v7rARY VS IREE PR
F 8 WERIRTLY 8 FERARIFE T 4 M ARLZEZA, 0.05%LL - oo FE Tfs B A oo iF T Bk IZ T 24 Z il
L7z (Dunnett D% &\ R TE) , — 5 FEREKIE IS L TIEA B ZITRBDONR D ->72b 00 {1 HE /) 2R
L7,
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EEY MEIER (VL) 7L b 3 — PRSI 4 & 7 /L o 4 vh BRI ek 972 %0 2R

P+ EUERE
*: p<l 006
— +4:p< 001 (v BLAD
;% Dumett® S HRRE
& T
1o
9] +
it I o=
th T
E3 4
#
E-5:1] 001 00 01 10 20% 01% Ok
| | DSCG BP 10me/ kg
HREMRS
SO ) (%) ®
n=(8) (8) 8) (8) (8) 8) (8) (6)
DSCG: ZOEAU 2R MUy BPz AR AV AT NF UL

F/VEy MEIET (IVIL) 7L L 28 — PR 5K & 77 )L 0 4f 18 BRR M Lo 37520 21

[{[)]
850
FigiE L FERSE
. W * <006 (s ZAD
?ﬂ DunettD & E [HIGET
¥ T
- 30 T
v
D
12 20 T
5
10 =
#
0
=541 001 005 01 10 20% 01% ZOiRU,
| | DSCG BP 10ma/ke
BEAES
0 EBEE (96)
n=1(8) @ €3] 6] €3] (8) 8 ®
DSGG: ZOE AU 2B HI ™ 4 BP <A BRI 2T 0L

HTHHEFRFERRSEETILICHITZER(IHIR)Y
~ 7 A-Th2 M OFEEAB ALV ER SN BRI EET VX LT, v 7rARY v SIRIKE Th2 Ml
AN S HERIATEY 5 MR T4 EEIRLIZEZA, 0.1%D 3 FE Thf B ER 2 1 24 B2 #l L7- (p<0.01. Dunnett
ZELEHRE) . TOMHE D FIZI0T AT LHHNI7aT VI NI AEOG IR 5L R
B2 IRnoT,
(3)YEFA BB - HF e B R
BN F NS
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VI. EYENREICES 9 HIEHR

1. MPREDHR

MWARLADLGOPRE
YL

QBERERTHERIN-OLFEE Y
fERER A BYE (% 6 6112 0.1%HD0NT 0.5% 7 ARV GREE 1B 15,1 8 360, FRICHIBLZEE
OEcHE SR 1,18 R ol R EIX V3T 1h & & FIR (25ng/mL) Rl Thoto, Fio, B ORFERLA B
(6 B IZ 0.5% > 7nARI Y iRk E 1R 1, 1 H 3E,7 HEFRICHEGERBLZEEXD 3,5 H B ORK
AR TR . ROV T B OB O R 1, 18 BERE 2 o> Hh i EE S A AR I E B T R (25ng/mL) R iifi ThH o7z,

) KB OEBENTWAEEIZ0.1% ThHD,

(3) 8L
R L
WEE-HFARORE
WL

2. RMEEMB /NS A—E

(1) fR# A %
FME R
(2) AN FE 5E 3
M ERRL
Q) HEXEEEH
FMERL
O DY PV
M ERRL
G) D MBEE
U ERRL
(6) Z D
Rzl

3. BEH (REaL—av) @i
(1) B 47 75 %

oK Rl
(2) K5 A—SEHER

oK R L
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4. kU

(BE Ty

Ty MZ0.1%3H-3 72 AR S IR R S L2 1 IR I B [E] AR U 72 5 o0 4 i v BSOS RE 8 EE 1 SRR LR ) 22 12 e i IR
F£5.73ng eq./mLIZIE L7 10 (t12) 2.64WF [ TIA L, AR 240 i #2 TIIE & T RARN &R o7z, Ty T
SH-HE G AR 25 BRI 5 L7202 ifl F AUCo— o (159.1ng eq.-hr/mL) S #4258, MR 5K OAUCo-(17.9
ng eq.-hr/mL) X<, 72RO RIIBREO M HBITRILI1.3% Tho7z,

5. 5%

(1) I & — A 28 P95 58 1
FYE Rl

(2) % — BE R BAPT @B 1%
SR T Y E R 2L
(B2EHNEANT X (BBHEEE))D
T ruARY L 325mg A4y i 20 REBIETICRR A &5 Lotk B & OV A2 IR o KA i (g ) 5 o> 7 ARY
BREZ RIAEICIVAE LR R L ToRE MR SN, 28, A% | BEACEHHAEREMLF O 7R
AU EITE & FTRAM ThoTe,

U 7E 1A I AE Wy ($¢ 5 2 % 368 7 [ U
T SR AN . (i) 22 5 [E] # 55ng/mL
B AR JEOR AN . (i) 48 IRE[H 1% l4ng/mL
FK 8 IRf [ 1% 234ng/mL
Jips 4 1 (1f 3 20 I [H] # 57ng/mL
e A 20 FRF 385ng/mL
REFL 22 W # 16ng/mL

@) EF~DFBITHE Y
AR CHEiz 4 &R 72 L
(%)
BREMEFIC 150mg RO EG L, BGEAT. 3, 6.9 REHEORAL P /AR R ELRELZLIA, &5
3 IRf ] % |2 i @ B 570ng/mL 7R L, & 5B AT, &5 6.9 W[ #% CIERERL o R BE 23R R oo 42 il v i B2 2 B[]
STV,

MHHER~DIITH
FYE R L

B) ZDHDMH~DIEITHE
(%)

DEEB LA -—BEEES (V)
Ty MZ0.1%3H-> 7 m ZARY s IR S p L2 i AR 1 B [E] A IR U7 & & O ALl v i S R O B8 0, IR BR TR AR 1
%, /DG TIEARIRIS 0 I B R E AR Lzt . AR 96HF R #4128 W THEDNT U BB SR O LTz, £ fth
DA TIE, AHR0.5~ 485 F 4 (2 H B iR 2R Lizb 00| IR ER S0/ IS B TR, AR 96 ) 14 121 E &
TR KW L7 o7,
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Ty MIBITD 0.1%3H-3 7 a ARY > pd AR K B (0] 42 5- R oD (4 /8 7 Hh 3 B2

HH FELRR T B2 R FE (ng eq./g or mL)
15min 30min lhr 4hr 24hr 96hr
A2 1fiL. 1.1£0.3 2.9+1.0 5.7£2.6 1.4+0.6 ND ND
i 0.8+0.3 2.1£0.7 4.342.1 0.8+0.4 ND ND
PN ] 0.120.0 0.240.1 0.120.0 0.1+0.1 ND ND
D I 0.5+0.1 2.1£0.8 6.9£2.2 2.6+1.2 0.2+0.0 ND
R D 0.8+0.2 5.3+2.1 18.6+5.5 8.4+3.6 0.6+0.1 ND
i g 0.1£0.0 0.3£0.1 1.0£0.2 1.740.7 1.1£0.2 ND
N 145.6£107.4 | 128.2+78.0 59.5+£30.2 42.7+13.7 1.9+0.7 0.120.1
PN 0.7£0.3 1.1£0.3 2.3+0.5 3.240.7 1.740.3 ND
fiti 7.4+4.5 8.842.0 15.3+4.5 4.9+1.8 ND ND
ek 1.5+0.2 5.242.1 19.6£6.1 11.0+£5.4 1.0£0.1 ND
T gk 2.3+0.7 11.4+3.8 40.7+8.0 37.7£20.0 2.240.3 ND
iR Bk 176.2+85.8 186.2+39.9 194.1£30.0 99.3+30.0 24.9+4.8 2.4+0.2

n=4 mean+S.D. ND: T& F R

DIRMBAD A —EEIES (H¥Fx) Y
B Y3 F120.05% H-2 72 AR > L BRK SOp L% i AR 2 B B AR U7 & & o0 R Rk 0 s O R R B 0, £ i
AE PR DA IR EEAL AR IS B IR IO L, B IE - BERIE . KB T EREONIREER ~OBITIZh
T ThHotz,

H oYX 50.05% H-3 7 ARV L 5 R 7 B 0] 3 5 W5 oo [ 0 ik b o

Lk AR AR H 5t e (ng eq./g or mL)
0.5hr 2hr 4hr 8hr 24hr 96hr 144hr

FA 5 7 46769.7+12911.0 | 81352.1+50279.1 | 43212.5+19245.1 | 56497.6+31384.4 | 19574.2+6348.9 | 6563.0£2274.3 | 4869.7+1811.1
?%%+Wﬁ) 417.1x158.9 2466.1+906.8 2170.2+338.8 2138.1+1214.8 728.3+125.6 157.3+49.1 87.4+12.3
e 2428.9+£1041.6 1411.14207.1 746.5+318.6 363.9+126.4 62.9+32.5 12.5¢14.1 2.840.9
BEIK 0.4+0.1 3.743.2 5.342.6 10.5£10.5 4.9+1.0 0.9+0.3 0.5+0.1
W - BARIR 74+11.5 18.0+6.7 30.2+14.4 129.6+157.3 63.8£16.3 9.6+3.0 5.5+1.4
ZSHTELE 1.240.6 3.845.1 7.1£11.8 4.843.7 9.242.6 10.4+4.0 9.844.9
I REEREN 0.4+0.5 24442 0.9+0.4 0.240.1 0.3+0.1 0.1£0.0 0.2+0.2
CEUERERL 0.2+0.1 0.7+£0.5 0.3+0.1 0.4+0.4 ND ND ND
G « JJcies o 5.0+3.8 9.4+5.7 5.542.3 9.0+8.0 22403 ND ND
A if 51.6 4.6 3.8 1.0 0.4 ND ND

n=4, & 1fl.1Zn=2 mean*+S.D. ND: & & T PRl

MNERMHAD A —RERE (V)Y
F TV F120.05% H-> 70 ARY > SR 1R S0uLZ 1 B 318, 7 B [ K E SR U7 & & o R ML ik & fs i
FEIE L AR IRES R O IR ER W oA 23 Th 101 IR (1 H 38 X3 H il +5#& B 1) £19E AR (1H 3
B X6 H M+ B 1E) TRERZFALNT, 10EETO SR TIFFEFREBISGELLEE 2007, £,
SRR T H OB MBSO RS fE DM R ITHREIKICE s UILAL E BB OO T, E-EIXEVEE 2D
nic,
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H 7RI B1T50.05%3H-2 70 AR) > S IR R S % 51 O IR F8 5% i =

HE ek AR #H % o A 5 AE R JE (ng eq. /g or mL)
B [m] TR 2hr 24hr 96hr 144hr

415 R 42511.7430294.3 | 5426.3+2359.9 2733.6+£959.5 965.1+409.5
A (F2H8 + N ) 770.6+261.8 980.7+315.0 208.5+37.4 70.8421.5
it 1324.54224.2 80.4423.9 12.1+14.8 1.842.1
A K 0.5+0.2 1.6+0.5 0.5+0.2 0.2+0.1
W - BRI 9.0+1.6 29.4+5.3 9.1£2.3 3.3+1.1
A8 B « R A B 10.1+5.0 4.0£1.0" ND ND

10[8] ) 15 S HR 2hr 24hr 96hr 144hr
415 R 32026.0+1271.5 | 14860.2+731.5 | 4157.5+1351.0 2242.0+326.1
A (EE +NK) 3066.8+728.5 1335.2+203.8 385.5+35.4 191.4+25.1
it 1579.8+373.4 119.7+47.4 13.6+6.7 6.6+1.8
A K 9.1+0.3 5.2+0.7 1.4+0.3 0.6+0.1
W% - BRI 149.7+22.8 85.1+7.3 22.5+1.2 15.742.9
A8 B« R A% 20.1+4.7 8.842.2 1.6+0.3 0.8+0.4

19[8] (48 SRR 2hr 24hr 96hr 144hr
15 R 42346.2+6061.8 | 17726.3+2828.5 | 2345.1+£1924.1 2865.8+318.9
A (EE +NK) 3002.5+190.4 1368.8+99.4 378.1+£16.2 194.7+49.0
it 944.0+193.4 100.3£30.6 11.8+3.2 7.5+1.5
& K 12.6+2.5 6.1+0.4 1.4+0.2 0.94+0.2
W% - BRI 209.0+45.8 93.244.2 27.242.2 12.7+1.4
A8 B« R A% 16.9+1.4 8.4+2.5 2.240.7 1.2+0.3

(6) MIEEE S %
W BB L

6. 1t #

(1) £ 351 8B i B UMK B8 R BR

(& UvHhx)

HETHFICAIRESNTH-v 7 v 2R Y id, IR TRIR24R % £ TR S FITRE ik L

LCHAES 5210,

n=4. *:n=3 mean*S.D. ND: & & FRAEK

() RBIEEITIER(CYPE)DNFRE.FE5H

F L LTF FZ o—LAaP450 3A (CYP3A)

ML ARFOMFREN LR 2AEERD S,
QVEBENRDERERVZDEE

MU E R L

HRBFDOFHOAERVESRL  FHELR

W BB L

7. B
(B%)

R, BRUVBETHHHE (Sv )

FvMZ01%3H- 7 e AR > S IR K SuLZ i AR IZFH0.01mg B Al AR L72& 2 A, AAR96HE R # £ TITIR F123.1%

K OFE 292 1% BN HE S =12,

Fr MHE D=2 —VEHALET v FIZ01%H-v 7 2 AR VU > IR ESuL % i IR 12 3+0.0 1 mg B 1] A R
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L7z A, RR72MM% E TIEAHFIZ11.7%, RFIZ33%E OCHEILEANTD Z 5 D72 FFI1274.9%0
et s n =y,

8. FSURKR—A—(CBAT 5 1E R

% &R L

9. BMFICKDBRERE

% E kR L

10 RENERZRAIHESE

% &R L

11. TNk

izl
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I. &€ (FRLEDIESE)ICEATSHIER

1. BERNBETDER

EENTWHRWN

e

2. ERNRETDER

2EZR(RODEFICITH/RGLEWNIE)
2.1 RAI D53 12kt Uil UOE OBEE B 0 b5 B E
22 IRIRYIEDHHHEE[8.2 R

21 V70 ARY VOEALT Y MIBITAYF U~ B —3 a3 VRRBRICB W TRIGEAIENEZ R S22 722, AR O FEE
RNV T A5 Bl 2 B (4.4%) IZEIRZ HDFEEBFEO LN TEY, 2, 7 e AR UROFDOEFHRIITH FERIC
FEHINTWDZ b, BEFEESEIITH LT,
AFNO AT K 2 WBIEDBAEIED & 2 BT R G LisnZ &,

(RRBHFIYREE]
2.2 AFNISEIHIER 28/ 32720, IREGED & 2 BE AR ZE G5 T2 LIERZEESE2B8EZWRH D 2 16
RLEE L7,

(AERHIYTE]
3. MEXRIIHRICEHAETHIEELZTDER
5. SEE-DRICEETEIEE
IREG AL B E K FLEE O RO LN T LA —AN L0+ 07 B BRE LNV EHIBF L2 & I H 3528,
(FRF0)
V2HEEXIEIHMRICEAETSEE OHBR

(RERHLYEEHE]

4. RERUVRAEICEETHEREELEDER

BIESN TR0

5. EELGEARMIEELEZNDER

B EELEALAMIE

8.1 ARHF O HIT, BFEHZVOBFIEITHBLTODEMOLETITIZE,

8.2 AAIH 5 TIVEK YIE 235 Bl XTI B 2203 HY | b o5 Sl 2 A 3554 Lo OF Tk IZIE, 20
FREPE RS DI EDBENNHLOTHPIEETHIE, [2.25 1]

81 RENZNIE, SIRNOFEMOE FITHETL2EE TEHIBEO T LAXF—HEREBETHY . A
ORI S BEFLEH O WAL 2 R AT R & § 2, ZOFEMARFBIEMRFITH L TIE RV, IR
LAAFX—DH TR EBEMY V/Iz%~’“*@§%‘7“§)ﬁ‘f$@%%f¥7ﬁ%§f} LTWHEZEZLNTEY, BNE D
BRI, RIEO W, AT 7 -7 FICLRWNETHELZIIESB T, > T, EFVZVOBIKRICE
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WTIEHEZINLDOHEKROTEHEL BEMAEIZHE L, ZRICELCTZBELZ LT LI2LERD D, F07H, AAl
WEFEDANVERIZONTOHomifk b BRREFESEMOL L CHEHAISNDIVERL D Z EnbiEHL
72

(RBEHLYEH)
8.2 ARANIAEMEIEMEZAT I, KFOBREIC L > THREENBREVIMET L2818 H 5, F
oo AANZEIBEBEAT oA FRAZEOMOGEMGIER 2B T 2EA LA SN2 /IRBERH D2, O
FICE2HMB 2 WCITHBEERICEZ D BPEENPEE IIWMEBET 2 EBERIICRELIBELLH DL &
PO LTz, B, RALAIBEREAT oA FEAZ0H LIZBEOR2ME LKA SR L Tvi
VY,

(EEFR & YEE)
(B5)
7 P Rt A A (A5 R A ) S R I RIE o R B (B8 B B R 4 1) TIREYRIE J OV AR BUJE 1128 W T, AT AR
BN OF H oA % B O FIE 58 BUE 61 2R3, 0FH 7210.0.99% (9/90541) . BF F 50 1.78% (31/174241) THv ., Hf H i
TREERBEENEVVEN ICHo7, (.8, EEEE, EHE. EEERVFHOEESERAINOBIERS
HEE 2R)

6. RENDERERAISBEHICHIDIIRE

MEHE-BRETEEDHIESE
BESN TN
Q) BHEEERE
HOE SN TR0
Q) FHEEEESE
B E ST RN
(M) EEREEZR T HEF
FHOE I TR0
(5) 81 37

9.5 ITiF

IR TR L WD AT REME O H D L MEICIXIBE IR L OB R EN GBI E LR EH SN Ao s &k 51
D2, B ER(Toh: R 0O) CHGEIEM., £z, HELK OCEEHHIE TR EINLTWD, Fo, e O #
H) CHREEBEIBTHIILAREENTVA,

(i 7
IR AR B R E PO L AR ~ORBPNRESINIIENLRE L,
B, Ty M W B RO & G- a R E ] K O L B BB s W T AT TR L PE K OYE PE 1 AE
CRAMESN TR, £ ehB OB E) THEZER TAZE/HESNTNED 1315,

(EER&LYSEE . 2018 F 7 B — & kET)
(%) X1.2 BNICBTP2BEKXERR 0HESR

OEER

9.6 R
W LA PR O AL DA A A E L L B AL OMKE LT L ARF T AL, ERGE O 5) TR
th AT T BLOHE BB B,

(fi )
BRAPTOLMEITEE LG OZ BB BN SNTWRNWIENRLREM LT, 2B, (B A& E) THIT
FAOBAT A S THDY,
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Pregnancy

Risk Summary

There are no adequate and well-controlled studies of Verkazia administration in pregnant women to
inform a drug-associated risk. Oral administration of cyclosporine to pregnant rats or rabbits did not

produce teratogenicity at clinically relevant doses [see Data].

Data

Animal Data
Oral administration of cyclosporine oral solution (USP) to pregnant rats or rabbits was teratogenic at

maternally toxic doses of 30 mg/kg/day in rats and 100 mg/kg/day in rabbits, as indicated by increased

pre- and postnatal mortality, reduced fetal weight and skeletal retardations. These doses (normalized to
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body weight) were approximately 320 and 2150 times higher than the daily maximum recommended
human ophthalmic dose (MRHOD) of 0.015 mg/kg/day, respectively.

No adverse embryofetal effects were observed in rats or rabbits receiving cyclosporine during
organogenesis at oral doses up to 17 mg/kg/day or 30 mg/kg/day, respectively (approximately 185 and 650
times higher than the MRHOD, respectively).

An oral dose of 45 mg/kg/day cyclosporine (approximately 485 times higher than MRHOD) administered
to rats from Day 15 of pregnancy until Day 21 postpartum produced maternal toxicity and an increase in
postnatal mortality in offspring. No adverse effects in mothers or offspring were observed at oral doses

of up to 15 mg/kg/day (160 times greater than MRHOD).

Lactation

Risk Summary

There is no information regarding the presence of cyclosporine in human milk following topical
administration or on the effect of Verkazia on the breastfed infants and milk production.
Administration of oral cyclosporine to rats during lactation did not produce adverse effects in offspring
at clinically relevant doses [see Pregnancy ( 8.1)] . The development and health benefits of

breastfeeding should be considered along with the mother’s clinical need for Verkazia and any potential

adverse effects on the breast-fed child from cyclosporine.
¢ VERKAZIA- cyclosporine emulsion X9 75|
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Pediatric Use:

Verkazia’s safety and effectiveness has been established in patients from 4 through 18 years of age.

M VERKAZIA- cyclosporine emulsion &9 5[ H
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4.2 Posology and method of administration

Verkazia treatment must be initiated by an ophthalmologist or a healthcare professional qualified in
ophthalmology.

Posology

Children from 4 years of age and adolescents

The recommended dose is one drop of Verkazia 4 times a day (morning, noon, afternoon and evening) to be
applied to each affected eye during the VKC season. If signs and symptoms of VKC persist after the end of the
season, the treatment can be maintained at the recommended dose or decreased to one drop twice daily once
adequate control of signs and symptoms is achieved. Treatment should be discontinued after signs and
symptoms are resolved, and reinitiated upon their recurrence.

Efficacy and safety of Verkazia have not been studied beyond 12 months (see section 4.4).

If a dose is missed, treatment should be continued on the next instillation as normal. Patients should be advised
not to instil more than one drop for each instillation in the affected eye(s).

Children below 4 years

There is no relevant use of Verkazia in children below 4 years in the treatment of severe vernal

keratoconjunctivitis.

¥ Verkazia 1 mg/ml eye drops, emulsion J¥V5|H
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