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Comparisons for Evaluation of Efficacy and Safety of Cyclosporin A 0.05%
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Purpose: To evaluate and compare the efficacy and safety of cyclosporine 0.05% (Cyporin N eye drops 0.05%) to an active com-
parator (Restasis®) in moderate to severe dry eye patients.

Methods: This is a multicenter, randomized, double-blind, parallel, active control, non-inferiority, phase Il study. Patients had a
2-week run-in period (during the run-in period, patients used artificial tears, if applicable), and afterward 158 patients were ran-
domly assigned treatment for 12 weeks with cyclosporine 0.05% (with artificial tears, if applicable), in which the efficacy and
safety were evaluated every four weeks.

Results: Corneal staining tests showed that in the per protocol set group, the study group was not inferior to the control group;
the results for the full analysis set analytic group were the same. The number of adverse events reported from the 158 patients
was not significantly different between groups (p = 0.1107). Additionally, other evaluations, including tolerability evaluations, clin-
ical pathology examinations, and vital signs, show that there is no difference in terms of safety between the groups.
Conclusions: Cyclosporine A 0.05% (Cyporin N eye drops 0.05%) is considered to have the same efficacy and safety compared
to the active comparator.
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Drug Administration, FDA) <912 ®ieFon, =9 JAr

AFES Sl 2 2yt Ao dA xS A=
of ga] ARgEa Qe

AfolZRAZRL 7719 N-v|2ste ofu] =it} 47)9]
N-v| a7 ¢F2 ofniite] gz, Bah 1 <l
o] ot AjAer & EAtet Aozgol oF7] i
off Boll 79| %A = A ROtk Ao|ERAE
o] o digt §3l= oF 20 ug/mL W2 30 pg/mL=E
deA glon, ojgjgh ¥ B EE 2= A|ERAL
dE 584 A 2AEEE Axshe A2 vie ol d

o} ol2Rt ZAIE sfdstr] sl thgdt ofAl 2YES
of g AfolZ R Y SRR AFE e, of7]9
= 2, 24 A W oA, Y A2 W oEd
23 oA So] sjgech”

A ot Alo|FRATY O T T QoA ARG F0l
OFA| = | AEFA] AN 0.05% (Restasis”, Allergan Inc.,
Irvine, CA, USA)7} Qlo, 2 A A= 84 oFE2l Alo]
SRAEUS Hupbiel EYAEHolE 55 E3sto]
Az 54 4SS W ogd Fejo] HorHolrt

i sty oz BEst Aefo|n -3 (floccula-
tion), F7J(sedimentation), =& "(creaming), YA A+
(Ostwald ripening), +2Hcoalescence) 52 HAZE E3f o
7 Aog RelEgs 4Ae 7AT Itk ol2dt oY
A EEAES sidsty] Slsl dAF 2715 v A7R
291 oo i o] it Arh 2as] ddgEa ek

ojo] g2 Alo|ERAZYSE FARARECE IS}
= A2E 8 olEA AR AAls Aol Rz
S=E R o2 ST FAO woll ol Al &
24, o|E7, Ad7, 55 =¥, Alof 59 W JlEe =

-1 O» ™, =1 2™y 0 0s O =2

= MdehE SRR ik WeoHile] di= A3t
A Z3ksto] Hokg UYleoEAL Axdls A Alo] 22
22e] gaf=rt F7hE I BtdA 27178 1 om A

100 nm, Zd] A} 2717} 220 nm o|al2 A=, =
Ao Z AxH Yo dHde Het Al Bt W oFart &
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Zbe) 3, Be|sleta obgAl, A=A, Aok 39 9 o]Ext
Fol EHOR AR 4 A8E 2lslaL
A2e Aol ZEAELY 0.05% et Nasigict
webs] 2 QoA FE5E oA et xE IRE
giifo 7]2 oFAIQl FAERA 2 HH 0.05% (Restasis”,
Allergan Inc., Irvine, CA, USA)&} A 20| 7|3t Ato| &2
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Hhg-o] AR AR/ Are] HleS A4bstal Chi-square
test == Fisher’s Exact testS o|-838}o] v|w s}t ot
HePERZAe) A dolsekelat mslel £ e A
Hep el folel AREE dhaze) ol sk o

Chi-square test += Fisher’s Exact test& ©]-&
o mE SARAC] QlolA A SOl 2 % 2o ps
0.052 AAslHom, SAS 9.2 version (SAS
NC, USA)= ARgste] e $4 &4+ *1’5‘3343}3'15?-

Z i,
2 QA Holshl = AuHOR Bofat thiA
216%ol 9o, 2e]go] A 569o] Hetstel 16030
}o

ZRofull g ro, 290l Al d/derol nlFofEo] 1587
A FderS FoIlch ARG FES Fof T 158
g2 AAE Safety 4 AR AASIAIL, AR
/3 B7F ulAA] 18-S A3 1578-& FAS HA] i dAp=
AAsch & 157949 FAS 24 thA=} 71 Al
*PZM A e|Clol dRAIE 27t Fols ARt B¢
‘Wﬁlf/ﬁlﬂﬂwﬂ HHH e OT’ 6%‘, LA Al
WMI HAIE 0] Q= AlEAE
HAeidAre] 4ol ¢ H= 73%’
ol oJal] YA Kol AetstA] Eﬁ}t}i ek 2
g, WA 717t B9 BEaTIES FefRt B 41
PN 1oz F 2572 A At} UFAIR AL A
| 9] A3S R 13283 PPS 24 thAkAtE Al
3o 3.0

o.

<

ALk 2 FARAA ek S et wiE
BT} oA BAL Safety Lol A AAEEloH, Zhake
A g HEkRES PPS 24E FEA SR SHE, FAST
i8] 7o F4e AT

Table 1. Patient demographics and clinical information

stg|x| 20161 A 57 M M 12 &-

H
[
UrEHHZl ?%‘qu WA Zhof A AAEAL A= HAL

BB BAE YA

Safety 4] TjAJA}2] ot Boke3 = 89.11 + 14.21%
Ao Wi Hokho L 9074 + 12, 07%, 270

(p<0 0001) (p<0 0001) =
2 8051 A9 THp=0.9666
Fol A dfn] o] & Z}‘l.“ﬁ*“ 24*7} wopglon, &
7kol Hit A<= wzleko] 2ol -0.01 = 0.754, 97.5% T
A= 7] alRtA) = -0.27% o] H|EFA 583
-0.289 o]fo|B® Aglto] thaaty} Buwsto] H|EE
= Yot Ao R A SIth(Fig. 1).
=4, PPS 4] A} 1327504 Ho] ekl thH] oFs
Fol 4, 87 Allo| A A gA s et Hsks 24

n?L' o Jl)lf

Parameters Cyporin N eye drop 0.05% Restasis® 0.05% p-value

Patients (n) 80 78

Age (years) 53.20 + 14.53 (20-79) 53.19 + 12.50 (21-75) 0.99°

Age >50 (years, n [%]) 57 (71.25) 51 (68.36)

Male sex (n, %) 20 (25.0) 20 (25.64)

Height (cm) 160.59 + 8.38 161.03 + 7.00 0.73

(136.5-183.0) (149.0-180.0)

Weight (kg) 59.90 + 9.88 59.82 + 7.63 0.96"
(39.0-90.0) (44.0-79.0)

Past medical history (n, %) 25 (31.25) 21 (26.92) 0.55

Past surgical history (n, %) 9 (11.25) 8 (10.26) 0.84"

Values are presented as mean + SD (range) unless otherwise indicated.

*Student 7-test; T)(2—test.
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gh A}, wo] Al thr] 45 Ao A Zhahd A =
o WSS AT -0.78 + 0.7474, )2 -0.77 + 0.83%
o= oAzl tjH] 850 Ao Zhafd Al 4= ot
H3slefo] AIEE -1.11 + 0.904, P2 -1.15 + 0.8282
2 AT g2 BE Fo] A diju] Fof & 7 o Y
Bt A3k Aoz FAHCE {2519 21K (p<0.0001)

(p<0.0001), & <+ 7+ Bt W3FFO| Aol= W SA AL
2 89817 dthp=0.9352) (p=0.7969). PPS 2] thAt
A} 1320l 4] wjo] kel tiu] o Fo] 45 85, 123
A4 0], HS, FH(IS+HIS) ol et 29 &
5 Bt WAsSkES BAR A, ZF 7 i et #skEe] A
ol BF FAXCE fosto, T o 1t Bt WSk
o] Zpoli= BF FAHCRE [FO51A] UGkt PPS #4

7SR 13278 0| A o] 2eel tin] oFF Fo 45, 8, 1
Aol Zhat 9l Aul G s ot Mok R4S

37 F ) B AP Aol WE FAHOR go
7

FofolA) ot
PPS 4 T2t 132780l A wo]Azkel oin] ofE &+
43, 83, 125 AJAEof| A ot AR EX|4x(ocular surface
disease index, OSDI) H W3S EA%H A7), 72k o+ Y
Bt ol Aoz, Hjo|ATkel thiu] 45 Aol A AJH
o+ -4.35 £ 17.634, F7 -2.16 £ 213802 A|F 9]
Fol A div] Fol 3 3 i Bt Wk Aole A4
o7 8959 1(p=0.0312), 279 wU] B W3lere]
Aol BAHOE G5 Qotom(p=03772), ¥ F 2
B wskrel Aolw FAHOR fojslal st
(p=0.6709). Hlo]A2}el v 8% Al W Ho] 22}l tju]
127 Aol A AdTe dzze] 2 Aol B 54

2

5
2 .

15 :
14

05

0l .

Baseline Week 4 Week 8 Week 12

M Cyporin N eye drop 0.05%

M Restasis® 0.05%

Mean value of staining score

*p < 0.0001 compared to baseline

Visit
Figure 1. Mean value of corneal staining score for patients
with dry eye disease who were treated with two groups of cy-
closporine 0.05% eye drop for three months. Corneal staining
scores (using Oxford scale from 0 to 5) were assessed. p <
0.0001 compared with baseline.

0

0!

Moz golstdy, ¥ & 7k W Wsjre] Gol wE
BAZoR GolsiA gk

PPS 4] thidAl 13278 o 4] o] 2}l tn] ofE Fof
4%, 8%, 127 AHIA BubuaA|7iear break up
time, TBUT) B+ W3S B4 4ok, 7F &+ f HF ¥
sjepe] Aol R EAHOR folsigo, ® 2 7t 4
at HokFe] Ajol= BE FAF R FofskA] bt

PPS 4] t Al 13278 of| A o]l fn] ofE Fof
457, 857, 1250 AlollA FutR S 2m 1 HAL A3t Hole
S AR AT, 7 2 ) B siere] Aol wlol Az}
ol thH] 45 Ao A AlEt 1.23 £ 5.01 mm, T2 1.43
+5.08 mmzE ATty B Fo] A tiH] Fo] &
@ U W wseel Aol EArem folsidon
(p=0.0325) (p=0.0158), o]}l tfn] 85 AJF B H|o]
el o] 127 AHOAE Fol A ] Fol =
Bt BslkFe] Zpol= AT SAH R {8l o,
Yade FARCE FolshA stk £ 7 1 B s}
o] Aolw HE FAHOR {oJEtA] rSktiFig. 2).
PPS 24 Th/AL 132780l A H-8ofFa(lewa) Bk AHE-
S5 A% 43y AR 284.20 + 192.753], 2+t
318.42 £ 267.803] &2, F - It B+t H3Fo Atol= A
oz 005k okorthp=03614).

A, FAS &4 /A 1577804 o] ekl dijv] of
& F o] 123 (last observation carried forward) A]7of| A Z+
wrldl Yo Wakke B Ak AdEol gz v

.
wsto] BASFE PESHe ZoR BAEg o, PPS 7

o)}
= .
YA, FAS o4 27k 54 71l Zhet 9 e
A4, QEFEHAA|S0SDD, 42U A Z(TBUT) B

W Cyporin N eye drop 0.05%

M Restasis® 0.05%

Mean schirmer score (mm)

*p < 0.05 compared to baseline

o =2 N W h OO N ® © O

Baseline Week 4 Week 8 Week 12
Visit
Figure 2. Schirmer scores for patients with dry eye disease
who were treated with two groups of cyclosporine 0.05% eye
drop for three months. Schirmer scores (change from base-
line, mm) were assessed with and without anesthesia. *p <
0.05 compared with baseline (without anesthesia).
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Fapxe 2o [ GAL Zdato] B wskek} HEokE AL W E o] FoEE ERIS A AHES AT
Sl E3F PPS 9] Ao} FASHA Ui (Mildy 971(81.82%), ‘FS-=(Moderate)’ 27(18. 18%)0]212
AEHOR 5% o AR FAolA A o, 2L AZMild)y 217(91.30%), ‘5% (Moderate)’
Z 93} 5y} PrHE A0 R AJFS FojatlS o, of 271(8.70%)°1 k. F - WL ‘F5(Severe)' > 3 1= A
ZoF} v wste] ZhakAA Ht Wk vl 2l a7 okorch.

=
o
shdeh. Ao A w3k Zurga) oot ol A

3]
I 2ake] Z o WellAl frefstA ot daks YE i & Al 3 * 7763 64%), A F
Hglom, & o 2 g4 ayks 7o) fApstgloH, F &, G TR 2 27(18.18%), HEw 8 W) gl
b EAH R fofdt Aol= °*°*E} ESE QPR HAS 2 177(73.91%), “G7- T 47(17.39%), *LA] S5 2

"(F)l‘
40D A4 A F 7 HEOA 51 Gobx  ABI0%)9] 40 Felu g,
© 82 Ueision, SRem TS Sot 05(HHE 2) ol 125(1ES)9] Yok B} el
=

o1 AL AT AR T BE AR ASEIE Kolol A wHEZY(Stinging)/3H7] W(Bumning)©] 7
UERHTL 2 Aol BAXOR ROSHA giteh of %, ABTY AR BAKOE oI5 T(p=0.0012)
sge) Ao, B bAIHe] Algerel MolmRAH  (p=00012), | H/FIbeIAE FAH R folaiA
0.05%= =of A} vlwste] Eo] 3 7 S84 BrlolA & A ATHp=1.0000) (p=0.1914). = & 7+ $-9k2] Apoof A=
ok ATHE Ueh, dizorel el 005%eh  EAMeR folalglot(p=00389), Tl Aol B
ulmsto] fARE EUE Uehle Skl 4 qlolck Mo §ofat ekrhp=0.2784).
oA WIS ISt BeYF, AgmAE, A
orMd At ST Ay, AT dj2dollA AR es fole |
B ARl obda ZHolA] ol ukg, JANES AN 3HE kit gRe glolck 2 M@t dizeke) obd
2 A A BYAE ANEA, A mgAE, et AT RS fARE B Uehlls 2e Belstgon,
AAL ey W7k AHE A dstel Bopeknh RS asks FubA oy Rl B el
2 WA 717 FQt 15850l A AFerate] lutahA| of
weiglo] WHE Ao 2apd mE oldihe UEEE i E
AT A, AR 978(11.25%, 9/80%8)0ll4] 11719 o]
Apkgo] WEEQly, HETS 16%(2051%, 16/787)0] B QAL Uk 204 o4 FEE ol4be] AP AzE
A 2379 oAk go] HrEEglom, & 7k Aol BAA  AQl W BAE AOR Aol FRAZR 0.05% (W] E
o2 FO5HA] LUITHp=0.1107). HallZ ol 0.05%, Taejoon)?] SHAA 4 F8A-S H7lsH
operEbg-2 Qaeratel QlalEzL “BRlol Gk 7] glate] 20139 129) 249038 20141 099 0427}
Az EE cyeks) o] glnka AZEIS ARt A4 A 67) QAT TelA AN ENT B QA Edn
2 BTk AT} ERol A ZAE OB F5T oSl ATALT Sl Aol TRALY 005%
S IS BT AL APES 4Y(G.00%, 4800l Agekel ol mAAYLI 0.05%F Folst T 125 Fo
A 5719 o fofERt-go] AR AL, RS 45(5.13%, FEAESol gt ekl %7}7%{"* TEH AL 5
4778 )oIA 8719] olAferEbol WA O, T 7 A W AT WA 9N W, 2o G4 A4 =
ol FAALRE FoskA] ASthp=0.9707) (Table 2). o} uhy] AJ7h RokE 220 [ A ZEoA ekl
Table 2. Treatment-related adverse events
Cyporin N eye drop 0.05% Restasis® 0.05% Total
n (%) n n (%) n n (%) n
Eye disorders 4 (5.00) 5 4 (5.13) 8 8 (5.06) 13
Abnormal sensation in eye 2 (2.50) 2 2 (2.56) 2 4 (2.53) 4
Lacrimation increased 2 (2.50) 2 1(1.28) 1 3 (1.90) 3
Ocular hyperaemia 1(1.25) 1 2 (2.56) 2 3 (1.90) 3
Eye movement disorder 0 (0.00) 0 1(1.28) 1 1(0.63) 1
Eye pain 0 (0.00) 0 1(1.28) 1 1 (0.63) 1
Ocular discomfort 0 (0.00) 0 1(1.28) 1 1 (0.63) 1
Total 4 (5.00) 5 4(5.13) 8 8 (5.06) 13
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