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B E AN FASANEHRIELE % SHATRI0E ACA) g, 7 ik B ERA CsA B F o At R A B K %
T kA CsA B, VATV ) B K B % A -8 A-834% B (RFLP-PCR) 7 i #) PPP3CA 4= PPP3CB #9 A W &, VA T 40 iz B
F (NFAT) F#3 B & ta o7& (IL)2 .y T2 (IFN-y) Fo - B w4 2m 0L 4E 3500 38 B F (GM-CSF ) # & A AF & CsA I8 5= 25 2 36 47, 5F
SRR %A % PCR(RT-qPCR) A M JL &K , A AR R M5 ATde 2 MA@ A5 5 2R ARN S ABE CABRM L A, SR 2%
ISR CsA i A A 100 45, CsA 25 2k A8 5% 49 NFAT T # 3L Bl GM-CSF #9 & ik 5 CsA 5k JE R B 2 A8 % (rowess= — 0.04, P=
0.238),IL-2 F= IFN-y#4 & ik &5 CsA SR BB 42 B 3 0 A8 5% (.= —0.384 3, P<<0.001; rip, = —0.335 4,P<<0.001), VAIL-2 %=
IFN-y mRNA % ik 3% S A4F A 18] 5 25 2035 47 , 2 3L PPP3CB 153763679 4% 5 A B % A Mt CsA 25 A B F %0k (P<0.05), M R &
I PPP3CA rs3804358 *+ 25 2 A B4 B %@ (P>0.05), %2 B oM 4R 2=, B4 % 9% 7% % & 7 PPP3CB 153763679 2L B % 5%
(TCHTT) 84 % 2h 2 T H A A (CC) (P<0.05) . K ZHRVREARNE, 3 B AR5 R R CAREAFNG R L B4 H
#) . PPP3CB rs3763679 ., SLBL I £ Ao UUEF 2. 3 24 #i 485 , 55 PPP3CA rs3804358 . & fitit & A Z A=t w22 F 0
EARRE, £54% . PPP3CB 153763679 & B % &M 3t CsA 25 58 %ok, f2 B A5 A S, 98 L 75 9% B % &, PPP3CB 153763679 TT+TC # 24
AT CC #; B B, 3] . PPP3CA rs3804358 , & 4m v it 4% SLEA WL S8  WUBT k& ffe ZBEH 5 40 B 2% 7T R RALE %A ts
G CsA 2h 2k, £ 26T CsA BT E R B4 8 % @ eg W& .
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Influence of Calcineurin Gene Polymorphisms on the Efficacy of Cyclosporine A

YAO Jing"*, HAI Yingmin®, CHEN Dingding®, GE Weihong', ZHU Huaijun'( 1{Dept. of Pharmacy, the Affiliated
Drum Tower Hospital of Nanjing University Medical School, Nanjing 210008 ,.China; 2. School of Basic Medi-
cine and Clinical Pharmacy, China Pharmaceutical University, Nanjing 210008, China)

ABSTRACT OBJECTIVE: To study the influence of calcineurin gene polymorphism on the efficacy of cyclosporine A (CsA).
METHODS: The blood samples of patients treated with CsA were collected. The trough blood concentration of CsA was detected by
EMIT. The genotype of PPP3CA and”PPP3CB was assayed by RFLP-PCR method. The expression of NFAT-regulated gene IL-2,
IFN-y and GM-CSF were measured by, RT:qPCR, which were used to define the index of indirect efficacy of CsA. The relationship of
gene polymorphismewith 'CsA efficacy was study by relationship analysis and multiple factor regression method, etc. RESULTS: A to-
tal of 100 blood samples were collected. There was no significant correlation between the expression of CsA efficacy-related NFAT-reg-
ulated, gene| GM-CSF and trough concentration of CSA (rgucse= —0.04, P=0.238) ; the expression of IL-2 and IFN-y were negatively
correlated with trough concentration of CsA significantly (r..=—0.384 3,P<<0.001; run,=—0.335 4,P<<0.001). Using the average
value of mRNA expression of IL-2 and IFN-y as indirect efficacy index, the polymorphism of PPP3CB rs3763679 site significantly in-
fluenced the efficacy of CsA (P<<0.05), but PPP3CA rs3804358 had no any effect on it (P>>0.05). Stratified analysis showed that
among patients with immune disease underwent renal transplantation, efficacy of patients with PPP3CB rs3763679 genovariation (TC+
TT) were better than those with wild-type gene (CC) (P<C0.05). After the efficacy was normalized by CsA trough concentration,
multivariate analysis showed that normalized efficacy of CsA was negatively correlated with gender, PPP3CB rs3763679, lactate dehy-
drogenase and creatinine significantly, but positively correlated with PPP3CA rs3804358, leucocyte count, usea nitrogen, glycerin
trilaurate, etc. CONCLUSIONS: PPP3CB rs3763679 gene polymorphism influence the efficacy of CsA; among patients with immune
disease underwent renal transplantation, efficacy of patients with PPP3CB rs3763679 TT+TC is better than that of CC type. At the
same time, gender, PPP3CA rs3804358, leucocyte count, usea nitrogen, glycerin trilaurate and other factors all can influence the nor-
malized efficacy of CsA to different extent. Multiple factors should be considered when using CsA.
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IR A LA, IS JE #h 2 B R B ( Calcineurin, CaN) i
TEPE, A 15 1L A T 40 9% X 7~ (Nuclear factor of activat-
ed T cells, NFAT) () 28 Ak , il FL TG F A 20 A% 9, AT BE
it 1 404 Z (Interleukin, IL) 2 .y T4 & (Interferon, IFN-y ) Fl
i - B0 41 i 42 7% i) 354 [A] T~ (Granulocyte macrophage-colony-
stimulating factor, GM-CSF) % {i¢ 4& JiE 411 g PR 7 Ik R (1 7 53
T 2T YA A 5 A AT B 1 o o=

T CsA i = S HANEE R B R IBITEE AR
N 22 HL ™5, G PR H SR CsA 45 H B i Wi He 255, 48 %
25 WP LIRS 2P0 TT A S g Y, |
R X H 50 R R | I 2k 0 U S 2 s s It
e AFEAR R ML 22 500 BRUE, s~ afk
SR B 2GR SR S TR AR ST CsA 253U 5%
R 2 AT AL Y.

M CsA TR B EE AT LA HY , CaN J2& CsA 1 0 4 1) o 2L
FRAY . CaN S H A SEAIR T 7 ST Bl ) S — SR, Hogi
i 3 [K > PPP3CA ., PPP3CB ., PPP3CC . PPP3R1 Fil PPP3R2",
He ZH %%} CaN Zifid 3 K (1) 55 > 2 A MEAL ST TSR, &
P H:H PPP3CA 153804358 1 PPP3CB 153763679 B~ i HA
IIREVEVER , BEELRER I CaN (235 . ZEHHEN , CaN Zifih 3k
B33 TS TR BRE A A5 AT BE 5 CsA 253010 25 S AFAEAH o

TR, A SEF 5T 22 W IL-2 \ IFN-yFll GM-CSF 4% NFAT T
TiE 3 R A R0k 55 CaN B 5 1) 25 20088 38 AH G, WTAVE iR 2 1
AR HRE T FeF I, AR DL NFAT T %L A IL-2  IFN-y
1 GM-CSF (1) 3 ik 7E Jy CsA 1 25 % 48 #% , BF 5% PPP3CA
1s3804358 I PPP3CB rs3763679 (1) JE K £ 25 5 CsA 25541
KR ED TR CsA RN AR T RTREFL, LR
171 CsA BTRIT AR , BEARZ S AN RSN & A i IRUBS: , AT AT £k
CsA ML 2T .

1 #MB5EFE

1.1 ##

111 U4 AB2720 B R & i 55 2 B RARCRIYL . Rotor-
Gene 3000 %! 5¢ £ PCR ¥ (3 A F)ilF-Corbett Research 23 ] )
VIVA-E B 2594 1 43 M AL (1 [ Siemems 2 ] ) ; Sub-Cell 7
K- B KR (25 [ Bio-Rad 28 7] )5'Gel X520 BIBEHE A (% 73 #r 5
43 (7 [# Bioshine 2wl .

1.1.2, H&G VDNA #2505 & (26 [# Promega /A A], L5
0000074196 ) ; PCR 4" 4 1a30 & [ 52 A4E 9 LR (K 3% ) G IRA ],
S KOS0TMAL I W[ E AW TR (R A BRA A, #5 -
AK2405]; ]IV Rsa [ (650 NEB A FRZA ], 4165 : 0491212) ;
NG Ddel (65T NEB A5 PR E] ik : 1431306 ) 5 33877 5737
PrimeScript™ RT Master Mix i1 &[5 A4E 9 T4 CORi% ) A PR
), 5 : AK2402]; qPCR ¥ 15377 SYBR® Premix Ex Taq™ iz
PG T AW TR CRE) A RAR,#S : KI507TMA]; 1640 K
Ik (S AEA R ARG PR  fik 5 : 8113274) 5 Trizol ( -
AT AR A EARAG FRAA ], 51 28218) 5 1fin 24 3¢ i 1457 £ (f
Siemems 23 A, 15 100711) .

1.2 Fik

121 WFFERI5% UHE 20134F 7 71 — 2014 4F 6 J1 IR FH CsA 3f:
F R R E A B R SRR B B (DL R FR TR e ) W 1 245
WP Y B AR IS WE SRR, SIS RR . HEBRAR I B SE RS A
B 48 h I Y R L CsA TRl — 570 IRF A3 3 d RPgEA 7
I 245 3 3 W ) R 2 2 8 ARG I AR e ek i RS 1) 4 ) R
Ho GREIIEREG R (ORI, TR bse)
24 3~5 ml [ T IR 8EAF5T ; IRl i), WA A 2 S AR Wb R R A
WEHE

1.2.2  IMFEALEE  SREUGEEERIMAL S, 4 h AR, BT ml
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MAEHRE DNA J5 T PPP3CA F PPP3CB J: K KGN 5 Y3 B 1
ml IR G (100 ng/ml) AT 82 (5 pg/ml)37 CHIFL3 h
Jii 18 ACK £ 4 240 1 S4FRLT AN, 8 FH Trizol PEIRERS1E
I HA% Zi HY (Peripheral blood lymphocytes, PBMC) & RNA,
R0 i i A B I, 30 % S5 0 AR DNA(¢cDNA) , T —20 Cfifi
A3 B EL100 pl R T CsA 4L e BERG I, FF T35 DR RUAS:
W MFE R AE T — 20 °C, RNA BRI RIFEAT , 1M 24 3k 2 44 I
TFY4 H k17,
1.2.3  CsA IMZJAU R SR RO Sy (EMIT) ek i
CsA 7 M BE , ( F VIVA-E R 2543 B A3 AN, e BE it 2 3k
A G UL B . B2 41l 100 pl, il A BT ALBE 300
ul, W HE 40 s, LLEL 14 000 r/min ., 850 2F 48 13.5 cm B0 10
min, B IE A
1.2.4  JERIBRUR SR BRI B 2 A - A st s
(RFLP-PCR) ;. M1 ml i #£ 42 DNA J5 , #E47 PCR ¥4 2
W, PPP3CA rs3804358 F1 PPP3CB rs3763679 K H: 5| #1541 W,
# 1. PCRZWHE —20 CLAF , H F L Ik 43k iil] PCR 3
AT B R 1A T AT LI BRTE 4R
PPP3CA rs3804358 #1477 7 296 bp, PPP3CB rs3763679 4"
=) 370 bp., f# FH Dde T 1 Rsa T FR&IE oy E1 T, it
Y17 W FA BN WEE IS HL Yk A BT, I LA DA SE R 23 Y, B
TKIEFI LM a5 R 2.,

x1 ERERHS|IMFES

Tab 1 Gene and primer sequence

R 514751
PPP3CA 1:3804358 F:§' -GACAAGTCTAATTCTGGTTCA-3'
R:5"%CCTAGAGATAATATCTTGCTTG-3'
PPP3CB 153763679 F:5' -CACTGTAAAGTCTTCAAAACTC-3'
R:5"-GTGGAGAATCAAAAGTGAATAAG-3'
P-actin F: TGGCACCCAGCACAATGAA
R:CTAAGTCATAGTCCGCCTAGAAGCA
1L-2 F:CCCAGGGACTTAATCAGCAATATCA
R:GGTTGCTGTCTCATCAGCATATTCA
IFN-y F:CTTTAAAGATGACCAGAGCATCCAA
R:GGCGACAGTTCAGCCATCAC
GM-CSF F:CATGATGGCCAGCCACTACAA

R:ACTGGCTCCCAGCAGTCAAAG
T8 F 3R Biirs ¥, R FR TS 149
Note: F means forward primer, R means reverse primer
F2 BEREKEERNSTER
Tab 2 Results of gel electrophoresis genotype analysis

HERALA IS bp AR JER AR
PPP3CA 153804358 161,135 GG Wi Ay 7
161,135,106.29 GC RAHGA
161.,106.29 cc RARAET
PPP3CB 153763679 154.145.81 cC W R T
299,154,145 81 TC REREET
299 81 TT RERAGET

1.2.5  CsAZSAHSSE R FRB MR 20 ul cDNA, R 5L
A} % it PCR (RT-qPCR) #:3 %E 1L-2 . IFN-y 1 GM-CSF 45 NFAT
RS ik, 8k :95 CHIASM: 30 s, 40 ME L &
95 CAEYES s F160 “CiR 2k 30 s, Fe i EA TR E T2 . 473
JE MR PR B3 i 28 3K B Cp (Crossing point, 3§ PCR i f2 i, Hi %
I VRS GAT 5 1 A A AR IR SO0 I B SR EO . DA
B-actin h NS, TSI,
1.3 SitEAHE

K F STATA SE 12.1 #fff . Frfiit |EE R x £5 5%
o ALK RT-qPCR 45 55K ] qBASE 1.0.1 Zb 3, 3B 1L
S B BE PR T 38 B [ H A S AR ik = — (H 3L Cp
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H— NS EEF Cp )] AFFE IESI T PORHEBER ]
BRFIRS I, A5 5 IR0 R A e o B DR 3RAH OG4BT R
Pearson Fll Spearman #HG , 2[R A0 e 40 B R 2 TR 2 4tk
FH A, P<0.05 AZESASI2EE L,
2 HR
2.1 BEELRHFH

Y AATIFE ) S35 100 451, L rf B34 60 48], 2k 40 f31] 5 4F
I (41.24 +14.9) % 2 WAL 55 (L P 46 151, B A48 35 191, 42
PEPE BRI 15 1], JLAB SN 4 141 ; CsA PR 4 e J3 o (142,51 +
72.9) ng/ml, FOLECH 116.9 ng/ml, PU4{7 [0] H g 42.5~325.4
ng/ml, FBHFEATERILE 3.

#3 BEEAREM(Xts)

Tab 3 The basic information of patients(Xs)

| IR Fpid! GRS Hit
n 46 35 15 4
RN/ 4) 27/19 27/8 3/12 3/1
IR 350+ 146 45+115 424140 615+144
CSAPHRJE  ng/ml 180.9£80.3 9944316  131.89£59.00 116.7£712
kst
AL x 100" 3.28+2.10 733+229 736£3.60 574191
WO, x 1L 1262095 1.80£0.70 1802090 1734050
TR ERAT
RBE AR, U/L 358642940  41.8%71.1 T77£129.0  44.0+349
REGAMEERS, UL 2374147 2424151 3754455 392+197
AR, UL 2524886  198.5+52.8 24511136 2203+90.5
BRZIZE, wmol/L 157+8.1 17.1+77 129+75 166+ 1.1
BEM,g/L 65.9+72 69.1%6.4 644170 745%2.1
&M, g/L 403150 443438 306+55 438440
A mmol/L 5410 5005 52415 50+1.1
FRZER, mmol/L 6.5+3.0 72424 65126 49£38
JIUEF, pmol/L 68.0£3438 9984328 565+354 754481
=R, mmol/L 2084135 1.56+0.80 2154052 188+0.63

2.2 CaNERFZE
MRPEEFOI A PR 4380 T AR A AN G  v A A
TYBE, TS PCR 728 2% BRIE HIREENE VK 43T, -5 DNA
Marker %} #8J5 , 75 PPP3CA F1 PPP3CB KL [H [ /3 I 45 5 | 1£ 1T,
#4.
%4 "PPP3CA #1PPP3CB ERE N EI R
Tab 4 Genotyping of PPP3CA and PPP3CB

PPPICA m3R04358 PPP3CB 13763679 it
cc TC TT

GG 39 37 6 82

GC 3 1 0 14

cC 3 1 0 4

At 45 49 6 100

2.3 CsAHYHXEBERRIES MZIRENHERXME

AT ST FEEARD T CsA 2530 AH O (1) NFAT T i 5 [
mRNA [k, {045 IL-2 . IFN-yf1 GM-CSF, E4lL¥k qPCR 15
HRCIEREAS , IS IE LR Z [ 1R 22, i fk 5 SR e 2 L,
qBASE 1.0.1 4b 1, 15 IL-2 mRNA A %} 35 h (—6.26 +
4.2) , TFN=y[f A xF F 355} (—2.6 £ 3.3) , GM-CSF A X} ik
oM (—6.81 £3.54), NFAT i [H mRNA M £k i 5
CsA U P I R B B LI 1

A3 SILAIL-2 JFN-yFI GM-CSF 3 FJL R ik 2y R A5 5L, CsA
BRI A AR & TR R A M. SR BL, IL-2 A
IFN-y [R5 5 CsA A Mk B AEAE B M TR 56 (e o= —0.384 3,
P<<0.001; rie,=—0.335 4, P<<0.001), Ifiif GM-CSF ik 5 CsA
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A.IL-2;B. IFN-y; C.GM-CSF
Fig 1 The scatter plot of relative mRNA expression of
NFAT-regulated genes with trough concentration of
CsA
A.IL-2; B. IFN-y; C. GM-CSF

24 CaNEREESEMS CSABHMAR

STl SR Cs A 25280 3L IS, LETL-2 1 TEN-y 4~ 3 [
mRNA 1) X5 B B (RN 2 AR b, o8 L CsA 2550 E
(% )&= (mRN AN F ik P50 K AH — mRNA MR k50,
MRNA FIRT B P 25100 % o

{#i Fl Skewness/Kurtosis tests & 4 E £F 4 1IE A0 A , #0R
FH ¢ 465> 11 %2 PPP3CA rs3804358 Fl PPP3CB 13763679 B4~
B DR B G 25 30 52, B F PPP3CA 1s3804358 CC K&
PPP3CB 153763679 TT L R B 545, &9t B4 G TorbT,
2ERANE 2 3 R

P<20.05

10 P>0.05 0.6
. /_H

0.8 .

o 0.4
s 00 = o
<04 ‘ <

0.2 ==

0 0 .

GGl GCHCCHY cc TC+TT
A B

El2 CaNEEZEMS CsATHX RFEE
A.PPP3CA 53804358 FE[A Y ; B.PPP3CB rs3763679 K[
Fig 2 Boxplots of the relationship between CaN mononucleo-
tide gene polymorphism and the efficacy of CsA
A.PPP3CA 153804358 genotype; B. PPP3CB rs3763679 genotype

ME 2 8] LLFE H, PPP3CA rs3804358 {i7 s, i [F 22 75 1 %ot
CsA FZGZLIC M (P>0.05) , 1fif PPP3CB rs3763679 i 14 (1 5k
K2 A0 CsA 25300 B T BRI (P<<0.05) , 2848 I (TC+
TT) BE IR CsA 2550 TR A R (CC) R . IR B2
RIBEAT 43 208, A&l 3 {75, PPP3CB 153763679 i A5 it AL A
22 AN IR0 B G S 38 5 (P>0.05) , T £ AL i A
GBE VR IR TR R, R (TCHTT &) ' T
PRI (CCRY) g (P<<0.05).
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0.84
P<<0.05 P<<0.05
0.64
S 044
55 .
[ ]
0.24
N s
CCH! TC+TTH! CCHI TC+TTH! CCHl TC+TTH!
A B C
3 PPP3CB rs3763679 fii m EE ST AN E &SR CsA 2y
B

ARG s B B RS ; C AR EB
Fig 3 The effect of PPP3CB rs3763679 gene polymorph-
ism on CsA efficacy in different diseases
A.hematology; B. renal transplant; C. immunopathy
25 CsARERUEARMBXZMERN S ERSH
NG AT R CsA BYZ555,R“2.47 R TR 2538 A
WA TARAE (E/C) , 3T CsA M EEARAL IS 25840 15 i R 2K .
FHZ WK A5, LLE/C AR &, A AR R (5
0,Zc:1) JEPRZY(EPA Y . 1, 584880 . 2) | 1A I T 45 bk 2 4
it e S A R A LR = A
VB A S &l B AT R bR R . 4R
78, R R R AT LUAS [RI R BE S MR ik FEAR AL IS 1) CsA 2534, 45
RILF5, BFRS AL, CsA W BEARAL JG 257280 5 - A T
PPP3CB 153763679 248 B (TC+TT) . FLER I A ALET 5 &
FZVETUMISE , 55 PPP3CA 153804358 ZR7E Y (GC+CC) | A 4Nl
THEC PR R BURN = H il 5 i 2 TR G
R5 CsAKEMRUBRHUHFILEER

Tab 5 Influential factors of CsA efficacy after normalized
by CsA trough concentration
PALES i PR f P
L —14706 0635 0. =032 0.028
PPP3CA 53804358 23417 0.742 6 3.15 0.004
PPP3CB 153763679 —1.7813 0.556.2 -320 0.003
SR oA 0.2972 0.0970 3.06 0.005
FLEAM —0.008 2 0.0029 -7 0.010
RER 03312 0.1427 232 0.028
JIEF —0.036 3 00124 -2.9 0.007
=Rt 0.7362 02382 3.09 0.004
% 40112 1.802 5 223 0.034
3 iTig

AHFFE L) CsA 240G 5 H i CaN ifF 784 42, LANFAT
e 3L TR ) 3R N 248048 b5 , 73 BT CaN 4 filh JL K PPP3CA Fll
PPP3CB £ 251 % CsA 235 i R0 , MU A Cs A I AR 7 A £
RN AR A 1 7

AR WA CsA MAEE 10043, FR 3512 WA & 1M I 0
BRI DR . TER AL B R B, B AR TL-2 . IFN-y
55 CsA B MR BEAFAE WA 06 (BAMAR Z (Rl b fr e 25 5%, 1T
AEFE AR R A R0 R 1 22 S FF S8, CsA I 2GRS 5 3241
R R Z A2 Y, LA 4SS, & & Bl PPP3CA
153804358 £ Ak X CsA 2932, 28 & 2% Re X vl RE & i F
AL GRS RIS AR M 2R . T B RS AT RN S e P 9% PPP3CB
1s3763679 TT+TC FE R 1 i # CsA 255505 T CC LR R R 2,
PRI B PPP3CB rs3763679 JLA TR CC B, T2 JE T 55
Y CsA I .

W T CsA 2 HApb S i K 2R 28 & (A R B 254
BEATRR AL TTHERR e BE X 25555 B 5 i), It FH 22 1 3% [l I
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BUPEAT 53 HT . 45 R R B, BR T PPP3CB 1s3763679 2 51T 2}
A B2 R (P<<0.05) , U PR L 23X CsA IIBR AL 24
BOT AR (P<<0.05) o A WFFE A BT 23 o i 25 Al
SR A5 7 TH] 22 57 B AT CaN ] 3R] A TR ST 45 R 7 AR 28 S
Tornatore KM Z£UF5E & . T CsA I %1 ABCB1 3t [H
FIBHIAE], FBAERL A B CsA o2 A AR B iz i
RPN . S5 o, 1 Sh ) T 2R 1 CsA 5
RN A RS HEFR SO 1 & AR IE A P RETE CsA 2544
R AFTEAE AR A B 55 LV DR b 1 2 5 A LA AT
ARFTHE— L5

Z AR EIHZERFW] L BR T CaN F [ 28V AL ] 5%

Wi CsA YR FEARAL I 255800 , S 1 At T4 LR U

PR AU RN =15 T i 45 2% R R AR 0 CsA R AR b IS

MR R . X AR, CsA 2 2 Z B Z R I K 15

Wi, 7E25 T [ CsA T 2855 I 2 5 6 47

BRitt 2z Ah A TEATS R AFAEAR 22 AR KB4 RS R 252194~

R . AWFFE M AATEREAS /D R B0 2N I e PR R

WA R ZAb o TEIREEAT T B, A R KA Rt — 25

B,

S22 3Lk
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Pharmacoeconomic Evaluation of Pantoprazole and Ranitidine in the Treatment of Gastricesophagitis Reflux
Disease

ZHANG Jiaxing, XIE Juan, GAO Ling, LI Lianhua, WANG Zhongyuan (Dept. of Pharmacy, Guizhou Provincial
People’s Hospital, Guiyang 550002, China)

ABSTRACT OBJECTIVE: To evaluate the pharmacoeconomics of pantoprazole vs. ranitidine in the treatment of gastricesophagitis
reflux disease(GERD). METHODS: Retrieved from PubMed, EMBase, The Cochrane Library, CNKI, VIP and Wanfang database,
RCTs about pantoprazole vs. ranitidine in the treatment of GERD were selected until Sept. 2014. Two reviewers independently
screened literature in accordance with the inclusion and exclusion criteria, and extracted the data ofiincluded studies. Stata 12.0 soft-
ware was used to estimate therapeutic efficacy index and cost, and cost-effectiveness analy8is was performed with the decision tree
model. RESULTS: A total of 7 RCTs were included, involving 1 389 patients. Cost-effectivenessanalysis showed that for grade I -1l
(by Savary-Miller standard) GERD, cost-effectiveness ratios of ranitidine svere all lower than those of pantoprazole (grade I : 18.86
vs. 57.93;grade Tor Il : 35.58 vs. 146.13); grade I , I, Il incremental cast-effectiveness ratio (ICER) were 335.53,349.85,349.85.
Sensitivity analysis supported this conclusion. CONCLUSIONS: Ranitidine is more economic therapy plan for grade I - GERD,
but its ICER fluctuates greatly. Individual therapyyplan-should be formulated according to disease condition and economic condition.
KEYWORDS Pantoprazole; Ranitidine; Gastricesophagitis reflux disease; Pharmacoeconomics; Cost-effectiveness analysis; De-
cision tree model
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