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A meta-analysis of therapeutic effect of cyclosporine microemulsion and tacrolimus for patients undergoing liver

transplantation
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[ABSTRACT] Objective: To evaluate the efficacy and safety of microemulsified cyclosporine (Neoral) and tacrolimus (FK506)
for immunodepression after liver transplantation. Methods: According to the including criteria, fifteen randomized controlled
trials were enrolled in this analysis. The data of trial design, characteristics of the subjects, and findings of the studies were
reviewed and analyzed by RevMan 4. 2. 8 software. Results; The patient survival rate, graft survival rate, incidence of
nephrotoxicity,and incidence of infection were not significantly different between Neoral and FK506 groups, with the relative
risk and (95% CI,P) being 0. 99(0. 96-1. 02,0. 37),0. 97(0. 92-1.03,0. 30),0. 99(0. 87-1. 13,0. 86) and 1. 08(0. 97-1. 20,
0. 16) ,respectively. The incidences of hypertension (1. 34[1.15-1.55,0. 000 1]) and acute rejection (1. 15[ 1. 06-1.25,0.001])
were significantly lower in the FK506 group, with no significant difference found in the degree of acute rejection (1. 00[0. 92-
1.22],0.98). Interestingly, the incidence of diabetes was significantly higher in the FK506 group within 1 year after the
operation, but was similar to that of the Neoral group thereafter, with relative risk(95 % CI, P)being 0. 72(0. 62-0. 83,<C0. 000 1)
and 1. 47(0. 98-2. 20,0. 06) ,respectively. Conclusion: The 2 drugs have comparable patient/graft survival rates and incidences of
nephrotoxicity and infection. FK506 can better reduce the incidence of acute rejection, but can not alleviate the degree of
rejection. FK506 should be recommended for patients suffering from hypertension after liver transplantation and Neoral should
be recommended for patients with diabetes.
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Study or Neoral  FK306 RR(fixed) Weight RR(fixed)
sub-category n/N niN 95%Cl1 (%) 95%C1

01 Incidence of AR
Fisher et all?] 2/50 5/49 —— 0.95 0.39[0.08, 1.93]
Fisher et al*] 18/50 12/49 e 2.28 1.47[0.79, 2.72]
Gonzalez et allt] 17/51 13/50 e 246 1.28[0.70, 2.35]
Greig et al I5] 31/72 25/71 i 473 122[0.81, 1.85]
Klupp et al ®] 33/40 20/40 = 3.75 1.65[1.17, 2.32]
Levyetall’ 73/250 64/245 A 12.14 1.12[0.84. 1.49]
Loinaz et al[8] 25/49 21/51 e 3.86  1.24[0.81, 1.90]
Martinet all®] 16/41 11/38 2.14 1.3510.72, 2.53]
Muhlbacher et al 191 122/307  112/313 = 20.82 1.11[0.91, 1.36]
O’ Gradyetalll!l 179/305  143/301 + 27.02 1.24[1.06, 1.44]
Rolles et al 121 22/34 20/30 + 3.99 0.97[0.68, 1.38]
Tanakaet all!3] 4/23 5/16 = 1.11 0.56[0.18, 1.76]
Timmermannet all!s] 58/71 62/72 e 1156  0.95[0.82, 1.10]
Zervos et all1e] 16/25 17/25 1 3.19 0.94[0.63, 1.40]
Subtotal(95% CI) 1368 1 350 = 100.00 1.15[1.06, 1.25]
Total events:6 16(Neoral).530(FK306) ‘
Test for heterogeneity: x*=18.52,df=13(P=0.14)./*-29.8%
Test for overall effect:Z=3.28(FP=0.001)

02 Patient survival rate
Fisheret all2] 48/50 48/49 4.00  0.98[0.91, 1.05]
Fisheret al(?l 48/50 44/49 3.67 1.07[0.96. 1.19]
Gonzalez et al [4] 39/51 33/50 " 275 1.16[0.90, 1.49]
Greig et al (51 64/72 69/71 :- 5.74 0.91[0.84, 1.00]
Kluppet al L] 33/40 38/40 -+ 3.14 0.87[0.74, 1.02]
Levyetall’l 229/250 228/245 19.02 0.98[0.94, 1.04]
Loinaz et all%] 44/49 37/51 -+ 2.99 1.24[1.02, 1.50]
Martin et all?l 33/41 32/38 -+ 2.74 0.96[0.79, 1.17]
Muhlbacher et all'?l 284/307 284/313 | 23.22 1.02[0.97, 1.07]
O’ Grady et all'!] 233/305  251/301 1 20.86 0.92[0.85, 0,99]
Rolles et al ['2] 27/34 25/30 - 2.19 0.95[0.75, 1.20]
Tanaka et al [13] 22/23 14/16 * 1.36 1.09[0.99, 1.34]
Therapondos et all'*] 19/20 18/20 T 1.49 1.06[0.88, 1.26]
Timmermann et all's] 64/71 65/72 1 5.33  1.00[0.90. 1.11]
Zervos et all10] 17/25 18/25 = i 1.49 0.94[0.66, 1.36]
Subtotal(95% CI) | 388 1370 100.00 0.99[0.96, 1.02]
Total events: 1 204(Neoral),]1 204(FK3506)
Test lor heterogeneity: x2=20.97, df=14(P=0.10),/7=33.2%
Test for overall effect: Z=0.90(/=0.37)

03  Incidence of new-onset hypertension ——
Fisher et al [*] 20/50 19/49 f—p— 8.19 1.09[0.63, 1.68]
Gonzalez et all4] 217/51 12/50 A 5.17 1.72[0.95, 3.10]
Levyetal I7] 59/250 50/245 — 21.56 1.16[0.83, 1.61]
Loinaz et all#! 19/49 5/51 - 2.09  3.96[1.60,9.76]
Muhlbacheretall'®l 5307  76/313 4 32.13 1.4171.10, 1.81]
O Grady et al '] T70/305 56/301 . 24.06 1.23[0.90, 1.69]
Therapondos et allll 20 6/20 3 5= 2.56 0.83[0.30, 2.29]
Timmermann et all!*] 14/71 10/72 . 4.24 1.42[0.68, 2.98]
Subtotal(25% CI) 1103 1101 100.00 1.34[1.15, 1.55]
Total events:313(Neoral).234(FK506)
Test for heterogeneity:x*=9.30.df=7(=0.23)./7=24.8%
Test for overall effect:Z=3 .88(F=0.0001)

04 Incidence of nephrotoxicity
Fisher et all3] 29/50 20/49 o 8.04 1.37[0.90, 2.08]
Greigetalls) 7/72 9/71 —— 3.60  0.77[0.30. 1.95]
Levyet all”l 42/250 34/245 -+ 13.66 1.21[0.80, 1.84]
Loinaz et all8] 12/49 14/51 — 546  0.89[0.46.1.73]
O'Gradvetalllll  153/305  169/301 & 67.66  0.89[0.77. 1.04]
Timmermann et all’sl 8/71 4/72 —_ 1.59 2.03]0.64. 6.43]
Subtotal(95% CI) 797 789 4 100.00  0.99[0.87. 1.13]
Total events:250(Neoral).250(FK506)
Test for heterogeneity:+*=6.89.,df =5(P=0,23)./?=27.5%
Test for overall effect: Z=0.17(P=0.86) L L
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Fig 1 Patient survival rates and incidences of acute rejection, new-onset hypertension ,nephrotoxicity (Neoral versus FK506,fixed effects model)
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BREHEF (4~5 40 % S BT g g
SRR (P=0.07,1° =57. 6%) . % F Bl HL 2%
BT RR(95% CL, PY{H A 1. 03(0. 49~2. 15,
0.9, ZR LG ir¥E X, NWE 2 7 L, Zervos

A SR VR RBURCE Y BT B R i 41 R T
ff Meta 4> #T, RR (95% CI. P)fii 24 1. 49 (0. 96 ~
2.31,0.07) , 5 45 RFLm A K, B Meta 73 7 45 1
FaE PERLF

Study or Neoral FK506 RR(fixed) Weight RR(fixed)
sub-category niIN niN 95%,C1 (%) 95% CI

01 Banfrl
Levy et all’l 24/65 15/58 T 14.24 1.43[0.83, 2.45]
Rolles et al [12] 17/45 6/30 T 6.47 1.89[0.84, 4.24)
Tanaka et al 113] 1/4 2/5 ¢ 1.60 0.63[0.08, 4.66]
Zervoset al 18] 3/14 4/6 — 5.03 0.32([0.10, 1.02]
Subtotal(95% CI) 128 99 R 2734 1.29[0.86, 1.92]
Total events:45(Neoral).27(FK506)
Test for heterogeneity: x =7 08,df=3(P=0.07).*=57.6%
Test for overall effect:Z=1.24(P=0.22)

02 Banff Il
Levy et all’l 36/65 34/58 == 32.29 0.94[0.69, 1.28]
Rolles et al [12] 23/45 19/30 — 20.48 0.81[0.54, 1.20]
Tanaka et al [13] 3/4 2/5 e . — 1.60 1.88[0.56. 6.31]
Zervos et all16] 9/14 2/6 —l 2.52 1.93[0.58, 6.38]
Subtotal(95% CI) 128 99 * 56.88 0.96[0.76, 1.22]
Total events:71(Neoral),57(FK506)
Test for heterogeneity: x*=3.24 df=3(P=0.36).17=7.5%
Test for overall effect: Z=0.30(P=0.76)

03 Banff [l1
Levy et alll 5/65 9/58 w1 8.55 0.50[0.18, 1.39]
Rolles et al 117l 5/45 5/30 gy ==y 539 0.67(021,2.11]
Tanaka et al [13] 0/4 1/5 A = N 1.23 0.40[0.02, 7.82]
Zervos et allle] 2/14 0/6 = E 0.61 2.33[0.13, 42 44)
Subtotal(95% CI) 128 99 * 15.77 0.62[0.30, 1.25]
Total events:12(Neoral), 1 5(FK506)
Test for heterogeneity: x*=1.08,df=3(P=0.78).>=0%
Test for overall effect:Z=1.33(=0.18)
Total(95% CI) 384 297 & 100,00 1.00[0.82, 1.22]
Total events: 128(Neoral),99(FK306)
Test for heterogeneity: x*=14.37df=11(P=0.21),/7=23.5%
Test for overall effect:Z=0.02(P=0.98)
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2 Neoral AtE3f FK506 H2 MHER R E™EEE A RR

Fig 2 Histological severity of acute rejection(Neoral versus FK506,fixed effects model)

2.3 BEAEE MALWIF 15 I RCTH#

AT Meta 73 #7 . RR(95 % CL. P)fH 4 1. 02(0. 98~

T VR ) S E A N E 3L 2 408 1), T Neoral
211 204 Bl ,FK506 41 1 204 1], % 5% 0] IC 45 i1 2%
SR (P=0.10, I =33. 2%), Meta 4 ¥ 45 1 &
7~ s Neoral 415 FK506 4 & A5 R E R LG 112
B (RR=0.99,95%CI 4 0. 96~1. 02, P=0. 37,
K,

2.4 HBHMAEFER AH 15 W RCTPHRME T ¥4
MR R A7 35 N %, 36 2 295 #, 3 Neoral 4
1 1394 ,FK506 41 1 156 i, & #F 53 M H 4 i 2 =
it (P=0.007,1* =53. 8%) , K F Bl AL 2% )07 B 7Y
Meta 73 M7 45 3 B 78, Neoral A 5 FK506 4 Y
mEERLH T #E X (RR=0.97,95%CI H
0.92~1. 03, P=0.30,K 3), MK 3 /TLA 3
G ZE e L AR U YR AL BB 3 ARG

1.05.0. 38) . W A &5 A5 m A KL Ui W] Meta 43 At
2.5 FARELAFR F I RCTHTHIILIIEIHY
AL T VRN I A O N B, 3k 547 4, S
Neoral#l 313 %], FK506 41 234 1, % 0 50 18] LG it
SRR (P=0. 23, 1° =24. 8%) , Meta 43 #7 45 H 1
7~ , Neoral 2H 1 /5 il [ &k 96 R B 3 = T FK506 41
(RR=1.34,95%CI 4 1. 15~1. 55, P=0. 000 1, [
I

A7 I RCTHHTS LB E T 40 1) 8 FR i K
i NE, S 478 i), o Neoral 41 211 #1, FK506 41
267 B, WS AT et 2 it (P=0. 02, " =
59%) »Meta 73 BT 45 R W7, 93 20 10 B PR i R i % 22
FEGE IR X (RR=0.96,95%CI & 0. 66 ~
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1.40,P=0.85,F 3), &, WH» KM, KF 1
FNL,FK506 2008 R 75 &9 R 5% B & (RR=0. 72,
95%CI 4 0.63~0.83,P<C0.000 01, 4),1 £,

FNMLEEER(RR=1.47,95%CI i 0. 98 ~
2.20,P=0.06,& 1),

Study or Neoral FK506 RR(random) Weight RR(random)
sub-category niN n/N 95%Cl1 (%) 95%(Cl

01 Graft survival rate
Fisher et al(2] 45/50 47/49 et 8.98 0.94[0.84, 1.05]
Fisher et al[3] 45/50 43/49 e 7.66 1.03[0.89. 1.18]
Gonzalez et al[4] 35/51 28/50 —_— 3.12 1.23[0.90, 1.67]
Greiget al %] 61/72 69/71 ——— 9.12 0.87[0.78, 0.97]
Klupp et all®] 29/40 38/40 S R 6.37 0.76[0.62, 0.94]
Levyet all?l 221250  213/245 —— 10.81 1.02[0.95, 1.09]
Loinaz ct al 8] 43/49 37/51 —— 5.53 1.21[0.99, 1.48]
Martin et all® 31/41 31/38 —— 4.66 0.93[0.74, 1.17]
Muhlbacher et al [19] 276/307 274/313 ™ 11.19 1.03[0.97, 1.09]
O’ Grady et al [11] 217/305 243/301 — 9.80 0.88[0.81, 0.96]
Rolleset al [12] 21/34 22/30 = 2.66 0.84[0.60. 1.18]
Tanaka et al [12) 22/23 14/16 o e 5.34 1.09[0.89, 1.34]
Therapondos et al[14] 19/20 18/20 = 6.22 1.06[0.88, 1.26]
Timmermann et al [1%] 58/71 62/72 _:-_ 7.48 0.95[0.82, 1.10]
Zervoset al 1161 16/25 17/25 '. 2.08 0.94[0.63, 1.40]
Subtotal(95% CI) 1388 1 370 100.00 0.97(0.92, 1.03]
Total events: 1 139(Neoral), 156(FK506)
Test for heterogeneity: x*=30.29 df=14(P=0.1007),2=53 8%
Test for overall effect:Z=1.03(P=0.30)

02 Incidence of new-onset diabetes
Fisher et al (2] 7/50 7/49 « » 3.87 0.98[0.37, 2.59]
Fisher et al 3] 12/50 7/49 =) 4.67 1.68[0.72, 3.91]
Gonzalez et all*] 17/51 12/50 —- » 8.17 1.39[0.74. 2.60]
Levyetall7l 9/250 24/245 -— 6.92 0.37[0.17, 0.77]
Loinaz et al 8 15/49 11/51 - 14 7.20 1.42[0.72, 2.78]
O’ Grady et al [11] 152/305 201/301 —— 67.86 0.75[0.65, 0.86]
Timmermann et all'5] 6/71 5/72 L 3 2.61 1.22[0.39, 3.81]
Subtotal(95% CI) 926 917 -‘—- 100.00 0.96[0.66, 1.40]
Total events:218(Neoral),267(FK3506)
Test for heterogeneity: y=14.65.df=6(P=0.02).7=39.0%
Test for overall effect: Z=0.19(FP=0.65)

03 Incidence of infection i
Fisher et al 13! 27/50 21/49 ' 4.76 1.26[0.83, 1.90]
Gonzalez et al 1] 37/51 31/50 =T 8.91 1.17[0.89, 1.54]
Greiget al 5] 18/72 18/71 2.73 0.99[0.56, 1.74]
Klupp et alls] 38/40 35/40 S B 18.82 1.09[0.95, 1.25]
Levvetall? 168/250  148/245 —1— 18.66 1.05[0.91, 1.20]
Loinaz et al 8] 39/49 23/51 —_— 6.67 1.76[1.26,2.47]
O’ Gradyetal l11] 263/305 265/301 - 26.67 0.98[0.92, 1.04]
Tanaka et al [13] 14/23 13/16 - 4,93 0.75[0.50, 1.12]
Timmermann et al [19] 18/71 15/72 = » 2.44 1.22[0.67, 2.22]
Zervoset al [19] 17/25 17/25 6.43 1.00[0.68, 1.46]
Subtotal(95% CI) 936 920 * 100.00 1.08[0.97, 1.20]
Total events:629(Neoral),586(FK506)
Test for heterogeneity:x2=19.16,df <9(P=0.02),17=53.0%
Test for overall effect:Z=0.40(P=0.16)

0.5 0.7 1 1.5 2

Favours treatment

B 3 Neoral A FK506 AR EMEFEE ERFR

Favours control

R EEEH RR

Fig 3  Graft survival rates and incidences of new-onset diabete and infection(Neoral versus FK506,randomized effects model)
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27.5%) . Meta 7 B 45 R o P AL 1) W 23 1k kAR
KEREH ¥ E L (RR=0.99,95%CI & 0. 87 ~
1.13,P=0.86,K 1),

A 10 T RCTE 18- 100T 5 IR 77 3 4R [ Jk %

AE NHr, 361 153 4, Foh Neoral 41 629 1, FK506
4 586 I, F AT AH G vk 7 ik (P=0.02, 1" =
53%) . Meta 73 BT 45 S B 1 20 1R B e R A 6 7
TGt 2 L (RR=1.08,95%CI 4 0. 97 ~1. 20,
P=0.16.1 3), Loinaz 41" & 3% 2 5 W] &, 1 B
P HT L B BR JG B AE Meta 43 #7 . RR (95 % CI, P) {8
1,010, 96~1.06,0. 75) , B om X &5 B 5 mi A K,
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VW] Meta 70 # 45 BB E PERLE

Study or Neoral FK506 RR(fixed) Weight RR(fixed)
sub-category niN niN 959,01 (%) 95% C1
01 =1 year after transplantation
Fisher et al [2] 7/50 7/49 296 0.98]0.37, 2.59]
Levy et all’] 9/250 24/245 —a 10.16 1.37[0.17, 0.77]
O’ Grady etal[!1] 152/305 201/301 = 84.80 0.75[0.65, 0.86]
Timmermann et al [15] 6/71 5/72 - 2.08 1.22[0.39, 3.81]
Subtotal (95% CI) 676 667 E- 3 100.00 0,72[0.63, 0.83]
Total events: 1 74(Neoral),237(FK506)
Test for heterogeneity: v*=4.53,df=3(P=0.21),/*~33.7%
Test for overall effect: Z=4.57(P<0,000 01)
02 =1 year after transplantation
Fisher et all2! 12/50 7/49 —_ 23.50 1.68[0.72, 3.91]
Gonzalez et all'l 17/51 12/50 — 40.44 1.39[0.74. 2.60]
Loinaz et al %] 15/49 11/51 i —— 3597 1.42[0.72, 2.78]
Subtotal (95% CI) 150 150 * 100.00 1.47[0.98. 2.20]
Total events:44(Neoral).30(FK3506)
Test for heterogeneity: x2=0.14 df=2(P=0.93).17=0%
Test for overall effect: Z=1.87(P=0.06)
L L L L
0.2 0.5 1 2 ]

Favours treatment

Favours control

4 Neoral A1 XF FK506 ¢H 2 & A< E) AT BA#E PR 7% & &£ F B9 RR

Fig 4

31 it

3.1 Neoral 5 FK506 7 77 4040 4 M HEF RO 69 57
BT BRSO RS A R S ™ 1 IR R
hEZ — HRERTIESON U L HEAET ARG 7~
14 d, 3 B2 W 5 a 97 & ORE RS BT A7 S 1 0%
B CsA 5 FK506 IR H A JE 5 A0 19 1 F AL
il A 5 2 AR S e ) A AR R 2. McAli-
ster ZE AR 16 I RCT 4 Meta 20 W1 KL, 5 2 4%
48 CsA ML FK506 fg 2 & FEACH A5 & m
PET: % (RR=0. 85,95%CI 0. 73~0. 99) W K
I (RR=0. 73,95% CI 0. 61 ~0. 86) fil 2 ¥ HE %
KN R A (RR=0. 73,95 %CI 0. 75~0. 88) , I ¥k
BHEME (RR=0.54,95%CI 0. 47~0. 74),
LR R AT RE A2 FK506 g 4 il JR 4h 19 2 © 4% il 1 )i
() 40 M 75 0 T Wk 40 e (CCTL) 2™ A2, il 1L-14 11~
9. 1L-10 f& TL-2R M2k 50 CsA H R C 42
il e S ¥ CTL f= A i 2 e HE e O LA 48 i % 92 1
F L, FK506 1 4 g% 40 i 4 FH 221 CsA 58 100 1,
BE T 4 b BEL 1 E 2k HE T R N R AR

AWFS 4 15 T RCT WF58 K B, Neoral 41 &
PEHEF SN RNy 45.0%(616/1 368) ,FK506 41
Hh39. 1%, ERAG U E X (RR=1.15,95% CI
1.06~1.25), 5 McAlister W57 45 S — 2, H 2 W
HEFHDHH R RN ERELE S ER. NS
HE R SN B 905 BEVE 4> L Neoral 415 B Sk HE R &

Incidences of new-onset diabete(Neoral versus FK506,fixed effects model)

A AR FK506 2 o AR Hp o R HE e s B A D
RR95 % CL, PYfH 73 4 1. 03(0. 49~2.15,0. 94) ,
0.96 (0. 76 ~1. 22,0. 76) #1 0. 62 (0. 30 ~ 1. 25,
0.18) i L BR TG 2% % 7%, H'E 7R Neoral 7T
A H A T A R 8 Bk HE R B N R R AR
JE BRI AT B L 5 % 48 CsA il 7 4H Eb . Neoral Il K
WL | 3 U i) L U A R R e HLOAS B2 IEVE g b
Wiy, PRI AE B A e, G 32 R s BT, IRV N T &
tHEH L Neoral WA 52 1 KK 52 0, M DR AIE 2 8%
(100 I 24 94 B, AR B TR BT Sk R R O AR . R G
KA Rl 2y AT 32 1 HTI0TEAS E E AE AE FE OB
MBI L, RIUA S 6 A~ HAE B b Hh W 4. 6 ~
6.1 mg/(kg« HFEEH ,BHEMF 1.3.6 > H &M
G2 AN A AR - ol W O 2 S S VA A SRz N
12.5%.18.7%.21. 9%, LEAMRIE ) SPEHEF &
IR A AR Wos T RAFRCR .

A — 41 TR 2 O wE gt R I ik
Neoral Ji A% T4 88 C, il 25 34 B W, C, 1 5
AUC,., (L2453 Fe-1f 1) th 2 Bl v 0 ~4 h #h £ °F 1
RO TR M D) 2 PEHE R RN A 58 L I AR G k) e
REMS Al v CsA IIMRORE B IR IR CsA 1 58 B
5 ] AR R RR 2 Ta) [ T AR P O B e KRR B LT
T A 2 0 TR R SRR AT B kg RS I B DT IS 2
PEHERR RO R AR 2, 9F 8 T Co 3o th B b 55 71 &=
Levy 55V AT 7 — W Fr 2 oho0 il 56 . ¥ 306 4914
I HE 8 3 Bl AL 2 T &2 A0 G, B0 C, vk, 45 1
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C- LG 7 WA S M HE I N R A& b Codl b 25 %,
BAZU% FAE g2 HE R R N R B, T 4 R
B2z A PEARALL . Levy HE#Z B A &) 6 A H
C:HIHFRME 2} 1 000 ng/ml(850~1 400 ng/mlD)
BoyPAL, — Hi# i 1 200 ng/ml & P MoK B B
BN, Tanaka 21 SR C, I 24 ¥ £ W5 900 4 3% 3% 44
FF# 48 % Neoral H 25,6 ™AW &EH 2 MHH T &
R AN 17 % AR T FK506 41 (RR=0. 56,95%
C10.18~1.76), HfEHEA C. ML 5N H .,
Neoral 410 2k HE 7 RN KRB R A Bl — D BRI,
HE W5 FK506 M3,

3.2 Neoral 5 FK506 65740 % % /M G & &
a5 K I Neoral F1 FK506 4 B %/ 6
WIAFIG 2500 4 86. 7% /82. 1% F1 87. 9% ,84. 4%,
FK506 24 T 84 L AH 22 ¢ 6 2 3% 1 . RR (95 % CI,
PO 5314 0. 990, 96~1.02,0. 37),0. 97(0. 92~
1.03,0.30), 1M FK506 2 & HE 7 I N R 2B R B
FHIRAK(39.3% ws 45.0%0) X & LW S MEHF T I
) R A /R A R (5 TE ) B R B
P 2 (0 2 T 8 T S R IS W R I
ok ? Hurih ok, 2k H s RV BE LG 5% ~10%
ARG YEFE L 05 R R R Ok T AN A AR T
FHERR Z — ., LRl 2 5 m e B e 1k HE S SN
1 FE RIS f L 25 27 Y b b L4 i 5 7o TGF-
B. FK506 &5 TGF-B % & A A [A iy &5 & #8 A, BP
FKBP,, , #Ell FK506 i i 3 4+ ¥ 45 & T3 TGF-B
MRIE LM CsA TUEAE Y . R AR50 & 9,
CsA 24 TGF-B &8t 7, vl % 3 TGF-g 2L Jf {2 it
HY5z ke, KWMEH CsA M EH, MLH CsA K
Y TGF-R/KFA MR M A G PE, &AL A S
Neoral 41538 /8% K W) A7 0% 2 A0 0 SR A G, 16 I
(2 G ANBFFTI 15 10 RCT 697 I IR 884 L Be Kok
5 AR A 2 A AR A T DD A I HE R R Y R
AENECSS BT R R, VAT Meta 4y
¥r. T Neoral fl FK506 2015 ¥ HE % s W kA%
YE TR E e R E A P R PN -
AR R BE V5 UE S, B — i R, 5 BUE
FE TR A B R R Ay SR g (e 2 1) AN 22 25 ) e
U (10 %6~ 30 %) B R Ok Ty (PR RS R (1
R A B B Bk R ZE, B Wik 509 A
VERE

3.3 Neoral 5 FK506 JF & & & & F i a1 Lpr
WL 2 88 T e BT MR G T
(1 R 1A SCHE ST K B Neoral 55 FK506 41
BMERPRERZER LS ¥ E L (RR=1. 08,

95%CI 4 0.97~1.20,P=0.16) , W5 — A 1 J& iR
BT A/ B DAL RIS, S0k,
CsA Fl FK506 AN R RN ZE A 2 3 AL I 1 &
PEVBR M AEEH CsA fE5IE 2 B R4 4 |
e I Hs 45, 1 FK506 20 WL 5 i dfiL 8 B PR3 55 A R
JO7 (R R AR S AR R, AR 9T 4 Meta 43 HTIE 5K .
P 2H R IR I R AR R TG SR A% %2 7, Neoral 4
A e I R A R TR S 1 A AR R
RN EF AT FK506 41, =4 RR95%CI, P)
553 5 42 0. 99€0. 87~1.13,0. 86),1. 34(1. 15~
1.55,0. 000 1) #1 0. 72(0. 63~0. 83,<C0. 000 1),
S i W S T B T A L S
IT—RR=1.47,95%CI 4 0. 98~2.20,P=0. 06,
XAy FK506 41 i3 1M K7 AR 5%, Min-
guillan 2%} 52 5 % Al 25 3 FK506 A1
FAE R B G L I EAT T 467 d RS, R I
50 % M 3 A FK506 1 1 4F 4 56 J5 75 22 48 H g
By 220k 4 RF E W B AP 0 E] 18 M AU C L
Nt U 32 6 JBE B 28 1) W5 oK 55 FK506 H I ¢
KT IR S Wi B o RS M 1 K A7 %, T
W FK506 1 fig B A — Rl Al 71 5 4000 1) m] 3 vk 3
SRR

3.4 RREGFMHEHRME KRZEIFNMANK X
BRAN 1/3 Sk o o0 0 50 AR A 0 32 B2 A IR
R E 15 AR B 342 SC R DU Y SCHR 1) 5K B T iR
Z B BENL T 2, BB T R ) S
PO 7 AN AR R, 0T A 3 AL ) S v . B
Wn] LLE B, 8 M0 A7 15 2 08 DR T Gt kAR % 1%
BT 5 0] 7 o W A, OR T B L 2080 A AR o 2 e W)
B HIBEIE 5 B G R Meta 20 M7, BB 45 55 0 A
KK Meta 7 i 45 RAGE PR, S4b.HT A
4K ZH RCT Xt Neoral 41 3E K Co MMk,
WIS BE B Co 5 I 7 21 2P HE R I N R AR R
THEEER,

g LRTIR 8 RGVP A IE S, BT RS B R )5 LA Ne-
oral B FK506 2 3& fith 1) 4 8 #0461 757 & (C, W5 ) I
B/ B AETE R 2 HE R RN E R Y
PR YL R R = T LG 2 R X1 FK506 41
SEHE R ROV R AR B E AL, NP R RN TS
10 7% 18 6 T8 R 2 3 RS 8 WU Neoral, /&
I 975 58 3 ) B 3% ) FK506, Noeral 2 C, W 3 g
T 3E — 0 AR 2 Mk HE R RNk AR 2 BT 2 A k)
BF M VEHE R RO R A F R A 2 RCT 1Y
UE K,
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