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The randomized, double blindness, multi-center clinical trail for CsA on

rejection following PRK
Zhang Yuegin,Chen Jicqi,Zhou Liuhe et al. Henan Eye Institute ,Zhengzhou 450003 ,China

Abstract Objective The majority cause of penetrating keratoplasty( PRK) failure was proved to be the graft rejection.
Application of cyclosporin A(CsA) ,a immunosurpress drug,have been thought to associate with a severe adverse action during its
systemic administration for treating graft rejection. Present study was to evaluate the clinical value and safety of 1% cyclosporin A
(CsA) drops in prevention and treatment of the graft rejection following PRK. Methods A multi-center, randomized, double
blindness and control clinical trial of 1% CsA drops in prevention and treatment of the graft rejection was curried out in 240
patients with graft rejection after PRK. In 120 subjects of experimental group,1% CsA drops was used topically 4 times per day for
180 days,and the placebo was used at the same way in the control group ( 120 patienis). 0. 1% dexamethasone drops was
simultenously used in both groups. The subjects were clinically examined and followed-up for 180 days. The intraocular pressure,
visual acuity, corneal transparency, manifestations under the slit-limp and adverse effects were assessed during the follow-up.
Written informed consent was obtained from all patients before initiation of any medication, This trail was approved by the Ethic
Committee of this hospital. Results The lossing subjects were 1 and 9 in 1% CsA group and placebo group respectively during
the trail. No significant differences were found in the demography of subjects between 1% CsA group and placebo group ( P >
0.05). There were remarkble difference in the score of symptom and sign between these two groups ( P > 0.05). The acute
rejection rate in 1% CsA group and placebo group was 7 cases(5.89% ) and 17 cases (14.17% ) respectively, indicating a
obvious increase in placebo group compared with 1% CsA group (P =0.0251). A similar result of graft rejection was seen in two
groups (P >0.05). After administration of 1% CsA drops and placebo, the score of symptom and sign showed an insignificant
improvement in comparison with usage of drugs( P >0. 05) . The incidence of adverse effect during the treatment was 1 case and 6
cases in 1% CsA group and placebo group respectively, showing an insignificant difference between them (P > 0.05).

Conclusion 1% CsA drops is safe and effective in the prevention and treatment of graft refract after keratoplasty.
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Table 1  Score criteria of corneal graft rejection

Grade of graft rejection

Symptom
0 1 2 3

Photophobia No  Tear for strong light  Tear for natural light Severe
Foreign body sensation No  Mild Moderate Severe
Ciliary cangestion N+ + 4 ++ 4
Mild { <1/2CT} Moderate {1/2CT ~1CT) Severe ( > 1CT)

Neovascularization No  Focal New vessels of central graft A lots of new vessels

Graft edama No
Epithelial rejection line No Being seen under slim-lamp
Endothelial rejection line No Being seen under slim-lamp

Graft cloudy Noo Mid Moderate Complete

Corneal graft rejection : total score =6
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Table 2 Demography of subjects in different groups

Age Graft size Course Gender Eye
Group " - . - * - . # . #
(xts,y) (xts,mm) (xts5,d) (F/M,n) ( right/left,n)
1% CsA 120 36.61 £14.71 7.66+0.23 11.89 x12.10 36/84 58/62
Placebo 120 37.41+14.68 7.66:0.25 10.56 = 8.86 27/93 57/63
P 0.674 0.872 0.337 0.188 0.796

* ; Wilcoxon rank sum test,#: X2 test

3 2AREEZERMEMEESD (x 25)

Table 3 Score of symptom and sign in two groups(x £s)

Score of symptom

Group
Photophobia * Foreign body sensation * Ciliary congestion " Graft edama™ Neovascularization *

1% CsA 0.81 £0.55 0.93 £0.51 1.14 20.52 0.34 £0.56 0.04 +0.24
Placebo 0.93 £0.50 0.98 £0.44 1.20 £0.48 0.43 £0.50 0.04 £0.20
P 0.2390 0.3646 0.6145 0.098 8 0.238 1

Epithelial rejection line * Endothelial rejection line * Graft cloudy * Total®
1% CsA 0.00 +0.00 0.00 +0.00 0.00 +0.00 3.27£1.10
Placebo 0.00 +0.00 0.00 £0.00 0.00 £0.00 3.57 £0.96
P 1.000 1.000 1.000 0.499

* : Wilcoxon rank sum test,#;Student’ s ¢ test
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Table 4 Acute rejection rate in 1% CsA and placebo groups in different time( eye/% )

Acute rejection rate in different time

Group

1 month 2 months 3 months 4 months 5 months 6 months
1% CsA 0/120(0.00) 1/120(0.83) 1/120(0.83) 3/120(2.51) 5/120(4.19) 7/120(5.89)
Placebo 4/120(3.38) 6/120(5.09) 9/120(7.65) 12/120(10.22) 14/120(11.67) 17/120(14.17)

ITT: X2 =5.02,P=0.025(n,,, =240) ;PP; Xz =5.02,P=0.025(n¢,s =78 ,nppeep, =75) (LogRank test)

ITT . intention-to-treat ; PP ; per-protocol pepulation
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BEAE F A B 2L 219 i), BB EA 2 91.25% , Horh CsA £ 112
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Table 5 The treatment result of graft rejection[ eyes( % ) ]

Group Cure Effective Improved  Noneffectiveness Total
19% CsA 2(28.57) 4(57.14) 1(14.29) 0 7
Placebo 8(47.05) 5(29.41) 2(11.76) 3(17.65) 17

X° =3.226,P =0.590( CMH-CHI” test)

£6 1%CsA AMBRHFAREEFEREREY/ (%) ]
Table 6 The transparency of graft in 1% CsA
group and placebo group[ eyes/ (% ) ]

Group Unclear Clear Total
1% CsA 8( 6.67) 112(93.33) 120
Placebo 13(10.83) 107(89.17) 120

x° =3.226,P =0.250( CMH-CHI" test)

2.2.4 WhZth MBEBHEAREWN NG TEGE, (B
2HEERTLEITFENL(P>0.05)(F7),

®7T ATAB2ARITL(n)

Table 7 The visual actuity change between before and after trail(n)

1% CsA Placebo
Vision
Pre-trail Post-trail Pre-trail Post-trail

LP or FC 27 12 19 6
0.02-0.1 55 41 65 47
0.2-0.3 25 39 27 30
0.4-0.5 12 18 8 23
0.6-0.8 1 9 1 6

P >0.05(Ridit analysis)
LP:light perception,FC:finger counting

2.2.5 FER RIEIESr  TETRRT CsA T BRI AN 2 L
FBDTILER Py, 2230 HR S0 R A IR AE B9 R 2 B R iR, 2
HEZER LRI FEL (L),

8 RBLERGARIER EEITFSEERB (x x5)

Table 8 Comparison of the difference value of symptom score between end of trail and pre-trail (x )
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5WMELYELARNREFRERANERTLETF
BEX(P>0.05)(%10), BEFAFEHEZRNA 6 4,
CsA 41 B, 2R XHITH#EL(P>0.05),

9 1%CsA ANZHHAAFTREFER
Table 9 Comparison of adverse event in 1% CsA group
and placebo group

1% CsA group Placebo group

Adverse event Times . Incidence Times n Incidence p
(%) (%)

Total 12 9 7.50 19 14 11.67 0.3808

Relevant to drug 4 4 3.33 5 5 4,17 1.0000

Severe 0 0 0.00 0 0 0.00 1.0000

Relevant to loss 2 1 0.83 2 2 1.67 1.0000

( Fisher Exact test)

®10 1%CsA HNRAMFAASBENERHTRBHLR
Table 10 Comparison of relevant-drug adverse

event in 1% CsA group and placebo group
1% CsA group

Placebo group

Adverse event . Tncidence Incidence P
Times n Times n
(%) (%)
Conjunctiva congestion 1 1 0.83 3 3 2.50  0.6218
Ocular sumulate symptom 3 3 2.50 2 2 1.67  1.0000
Total 4 4 3.33 5 5 4.17 1.0000

( Fisher Exact test)
3 itig
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4 f B 53 Ak 3 A
1 HLA-T 3 #tU

Difference value of symptom score between end of trail and pre-trail

IR Ay 33k, T

Group . Foreign body Ciliary Graft o GCraft Epithelial Endothelial Total m ﬁ?ﬂ Th 40 #2 )
Photophobia . : Neovascularization . o e N
sensation congestion edama cloudy rejection line  rejection line *}L B ﬁ e ,ﬁ':‘ fﬁ s
19%CsA -0.70£0.59¢ -0.77£0.57° -1,0820.59¢ -0.28+0.66° 0.12£0.42°  0.0720.28" 0.00 0.03:0.28 -2.621.66 ,\ B ¥
B $%% W B
Placebo  -0.74 +0.60° -0.81+0.49° -1.10+0.54° -0.37+0.57° 0.18+0.49° 0.13+0.47¢ 0.00 0.00 2722159 ;—F >
)
7 1.475 -0.33 1.206 0.408 0.983 0.685 0.000 -0.961 B4 . B L
P 0.140 0.737 0.227 0.683 0.325 0.493 1.000 0.336

PP <0.05,°P <0.01 :comparison of difference value between end of trail and pre-trail{ Paired ¢ test, Wilcoxon rank sum test)

CsA J [A] B £ A
T 40 M S B 4k
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