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Meta Analysis on the Treatment of Hepatitis B with Aprostadil Injection

Sun Yu, Zhao Qingchun’, Fan Rong, Shi Guobing, Ren Tianshu, Dang Dasheng (The General Hospital of
Shenyang Military, Shenyang 110840, China)

Abstract Objective: To evaluate the effect of alprostadil on liver failure of hepatitis B. Methods: Randomized
or semi-randomized controlled trials on alprostadil for liver failure of hepatitis B were collected and screened
according to the criteria of inclusion and exclusion. The quality of each trial was evaluated and then meta
analysis was conducted. The results of meta analysis were assessed with the analysis of sensitivity and subgroup.
Results: All seventeen included trials had low quality. The result of meta analysis showed that alprostadil could
enhance the curative effect of hepatitis B [OR=3.19, 95% CI (2.48, 4.09)] and reduce the total bilirubin [Mean
difference=-48.56, 95% CI (-66.73, -30.39)], glutamic-pyruvic transaminase[Mean difference=-45.08, 95% CI(-
64.34, -25.82)], and prothrombin time activity [Mean difference=-14.42, 95% CI (-18.55, -10.82)]. These results
were not reversed in the analysis of sensitivity. Conclusion: Although the results of meta analysis showed that
alprostadil could enhance the curative effect of hepatitis B and reduce the index of liver function and coagulation,
the accuracy of the result was low due to the poor quality of the included trials. Thus, the effect of alprostadil on
liver failure of hepatitis B needs to be further evaluated through randomized controlled trials with high quality.
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Experimental ControlO dds RatioO dds Ratio
Study or Subgrou p Events Total Events Total Weight M- H, Fixed, 95% CI| M- H,Fixed, 95%ClI
FEARTE200 8 33 38 24 38 4.5%  3.85 1$22h19.14]
HkA201 3 31 40 21 38 6.9% 2.79 1$05h 7943 —
k01 2 24 26 14 2 1.7%  6.86 1$27h36.98] -
45200 7 39 53 23 49 9.0% 3.15 1$37h7922% -
%3201 3 59 60 58 60 1.4%  2.03 0518h29.06]
Wrse#%200 9 46 65 15 4 7.6% 4.36  1891h9996$ -
FH 308200 3 60 97 4396 23.5% 2.00 1513h3955§% —
201 3 32 40 2340 6.6% 2.96 1809h8901% —
B E00 4 28 38 17 38 6.4% 3.46 1832h9907% -
LK 1201 1 23 32 13 32 5.20%  3.74 1$31h19.68] -
Ffifdrh200 3 41 52 3056 8.7% 3.23 1838h7954§ -
Al #2200 7 24 33 14 29 5.8% 2.86 0899h 892§ —
199 9 31 50 16 50 8.7% 3.47 1852h7990% -
12185200 5 80 84 59 76 4.2%  5.76 1584h18.08]
Total (95% Cl) 708 666 100.0% 3.19 [2.48,4.09] L
Total events 551 370 ,

Heterogeneity: Chi? = 5.45, df = 13 (P= 0.96); = 0%

Test for overall effect: Z= 9.10 (P< 0.00001 ) 0.01 0.1 f 10 100
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_xperimental Control Mean Di leren_e Mean Dil.e@en e

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95%Cl
1.3.1 alprostadil less than 20ug
Kk AF2013 -206.8 137.8 40 -124 9472 38 0.7% -82.80 {135.06, 30.54] A —
Kifkdi2012 -243.8 130.07 26 -109.2 13543 22 0.3% -134.60[-210.11, 59.09]
452007 -3242 136.81 53 -209.1 100.96 49 0.9% -115.10[-161.53, 68.67] —
AFER2012 -145 36.01 30 -107  27.99 30 6.9% -38.00 {54.32,-21.68] -

552009 -206.3 1432 65 -170.18 108.26 42 0.8% -36.12 {83.91, 11.67] —
K 12011 -192.2 55.8 32 -160.2 58.16 32 2.4% -32.00 459.93, -4.07]
HHET2012 -212 3226 34 -148 4079 32 5.8%  -64.00 {81.81,-46.19] -
Subtotal (95% Cl) 280 245 17.8% 2.80 [/ @.99, 0 £2.610 L 4
Heterogeneity: Chi? = 19.97, df = 6 (P= 0.003); I = 70%
Test for overall effect: Z= 10.16 (P< 0.00001)
1.3.2 alprostadil more than 20ug
FERRE2008 -214  46.56 38 -172 49.65 38 3.9% -42.00 {63.64, -20.36] -
WHEE2013 -231.6 12455 60 -200.8 125.73 60 0.9% -30.80 {75.58,13.98] I
2004 -385 171.18 38 -340 192.48 38 0.3%  -45.00 {126.90, 6.90] ¢
Ffifd2003 - 188 14477 52 -105 162.08 56 0.6% -83.00 {140.88, 25.12] ¥
FL72007 -324.2 136.81 33 -290.1 100.96 29 0.5% -34.10 493.51,25.31]
152852005 -1322 1558 84 -12802 162 76  75.8% ~4.181[-9.12,0.76] | |
FEHF2001 -337.9 138.27 28 -301.9 154.65 20 0.3% -36.00 {120.95, 895] ¢
Subtotal (95% Cl) 333 317 82.2% 1724 111.98, (2.510 ¢
Heterogeneity: Chi? = 21.07, df = 6 (P= 0.002); I* = 72%
Test for overall effect: Z= 3.00 (P= 0.003)
Total (95%Cl) 613 562 100.0% .34 (11 D.64, 1 1.050 L4
Heterogeneity: Chiz = 104.17, df = 13 (P< 0.00001); I* = 88% f 20 '0 0 '0 100‘

Test for overall effect: Z= 7.00 (P< 0.00001)

Test for subgroup differences: Chi? = 63.13, df = 1 (P< 0.00001), I? = 98.4%
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Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95%CI IV, Fixed, 95%CI
1.4.1 alprostadil less than 20ug
XKA2013 -31 744 40 -178 638 38 184%  -13.20 {16.27,-10.13] N
ZIER2012 -4 1324 30 -3 1442 30 3.5% -1.00 [-8.01,6.01] T
W5%2009 -3204 779 65 -159 654 42 232%  -16.14 {18.88,-13.40] "
HAT2011 -283  6.02 32 =20 5.6 32 21.4% -8.30[-11.15, 545] -
HHAT2012 -30 721 34 -14 64 32 161%  -16.00 {19.28,-12.72] -
Subtotal (95% ClI) 201 174 82.7%12.78 [-14.23, -11.33] ¢
Heterogeneity: Chi? = 29.91, df = 4 (P< 0.00001); I* = 87%
Test for overall effect: Z= 17.27 (P< 0.00001)
1.4.2 alprostadil more than 20ug
302003 -35.2 23.15 97 -53 2381 96 4.0% -29.90 {36.53,-23.27] -
Ffifi2003 -15 13.62 52 -4 16.81 56 5.3% -11.00 {16.75,-5.25] -
AL 72007 -244 848 33 -45 997 29 8.1% -19.90 H24.54,-15.26] -
Subtotal (95% Cl) 182 181 17.3%19.49 [-22.66, -16.31] ¢
Heterogeneity: Chi? = 17.88, df = 2 (P= 0.0001); I* = 89%
Test for overall effect: Z= 12.04 (P< 0.00001)
Total (95%Cl) 383 355 100.0%13.94 [-15.26, -12.62] }

R _ L | \ \ )
Heterogeneity: Chi? = 62.00, df = 7 (P< 0.00001); I* = 89% '_100 _5'0 0 5'0 100'

Test for overall effect: Z= 20.72 (P< 0.00001)

Test for subgroup differences: Chi? = 14.21, df = 1 (P= 0.0002), I* = 93.0%

4 A8 A5X R A X T 5 M BgHEE E e EH meta S

Favours [experimental] Favours [control]

SE PHARMACEUTICAL AFFAIRS ’?7

AN



58

mEZE 2017618 £31% £148

2.3 HEMES

3% BT 45 SR PR BR ) Meta 70 AT 45 5% K LI 4
SHTEE R THUSE AT, RIS, R FHREHLASH
FEEAYHN ] 2 GOW A ARL AT 40T . SR W BUHZD
R ARG BRI R R e O A I PR
A BRI Metas3 B 259 S 21 53 B 45 R B AR
B, R4 R LR
2.4 {wiEFaSH

Wit stata 12.058012F X% 45 B 00470 77 20 H7
iR IR MK EA U FEBegglh: z= 0.79,
Pr>z = 0.428>0.05; Eeggik: t=2.09, P>
[t1=0.06>0.05, 95%CI[-0.61, 2.41]f. %0, Af
INRHTE Kk T fmfr; BAHZZR (TBil) Begglk:
z=1.40, Pr>z=0.163>0.05, Eegglk: 1=2.09, P>
111=0.06>0.05, 95%CI[-0.61, 2.411f3:50, AN
TR FMFr; 2=0.163>0.05, Eegg: t=1.15, P>
[t1=0.271 >0.05, 95%CI[-3.20, 10.541£57%50, AJIA
KT KR F Mt AN (ALT) Begelk: z =
3.07, Pr>z=0.002<0.05; Eeggis: =-2.90, P >
11=0.013 <0.05, 95%CI[-9.74, 13914150, 1]
INKA K FMfr; BEMEEIRIEE (PTA) Begelk:
z=0.87, Pr>z=0.386>0.05; Eeggik: t=1.17,
P>1t1=0.285>0.05, 95%CI[-5.56, 15.82]f1%0,
AR TR R o
25 ARRM

1745 (1535018 % ) b, A4dilem
(H280f1 84 ) WAHGE R EARNR RN, 2415
(37760 85 ) DI BEIIIA AN B RN 1 & A o
(GOpZI: RN )7 N o R N Y S I = B - s U A K= 3
. ERKAR . L SeF O RS
FEHAR 1 1A RS 22 45] 83 H BRI S 00 AP
15035 th B 230, PR X DL oA RSO0 T
M RAF, WSS U AR R, INECR R
Z ki

3 e
3.1 RIFIH/RIGST 2 B BT M SRk =

HA /RIS T I RAE G R HTIE304E, AU
P H AR — T AT IR SR 2 (57
R, FTAN A SCHRES g Fh SOk . MOCRR B DA
ZEAOKRE, HATHISHL/RIAT T ZIUIFR AIAH S SCRR
JRARFUE SR, AP —LE P ki, ffh: 1) K
RO ASE SOETR I E L, ATREa g ae

V@ORTR Y i\ ARVACEUTICAL A

TRE, SRz NRHEERmE R, 2) KEHECCHK
XTI e i NEORJE R #7434, AT g3k
Vit 72 o 3) KRB0 oA Hi ik BAR A
ML, RS RO BEALIRE, NI JC i A ik
FORMIER AT . AR BRECE R 588 MisTRL
E Y e ey (R Yl B N W e
4) SCHRXS T PeR A B v AN 3, SOk L 45
BT BRI TS S AR e 2E , R
AT RS TE bR S n P I SebnifE 2, HagiaEd
ANAGHE, b SRR 2R R 5) Gk
X TFLREIRTT I 43 LLRORImS AU R e T h
B DRIFR . EFRSFSRRTT, AR SRR
2, FTRESBEWIRRELATE, BRI
ST AR
3.2 HEIFIH/RIEIT Z BB R Meta D TG R E X
KR4y

XA YA GE LS SR AT b, T BORLEs R T
PR B (TBil: 96%, ALT: 85%, PTA:
89% ) , T iHECTRE 5 B AR X BN Ol R B
AR 0% ) o NPt SOk L A 1 b 7k A
[) 350 £ A 2 AT 404, A5 WA M ALT S Bt A
i FI%[ (PEG E1<20wg) : 54%, ALT (PEG
E1=20pg) : 72% |, RIS M4 SH151H
IRIFIEA & MTBIAPTAR SR A T,
H A3 BT 25 S A i 81 b R AT AREAIR R3S I TBL
ALT. PTA#EHR. 45 mTabn i MetaZr M4 R AE B
SR AT KA, PR A R R R
i Stata 120844 HTA0 A SCHR 0 & Ry, 45
PORBEANEE R (ALT) 4b, HARLE R hr
REMFEN, 7TRe 54 MU A= A 30 &
AS . ARS8 W AR BRI R A G, 455
TRURME BT A5 5, AT ST 45 AR ] 5

i LTk, AR RGNS R BN, R4
BT R E AT S M RIS SRR R A
AR s F A0 R AT LA S e s AR Y I PR AE
NI N1 13 P 1 (= N ol = 2 N VA
fi%, PATUATENG IR E3EATHE) . EHEW, HiF—
AV TS R X T R AL, itk — 25 58
LT, WL . KEEAR L BEVLIUE 1)
I ARG, DASRAS B e o i I R Bl , o ELY
T B s T A0 v L DA N A 4 M R i
PRIV FH 0 22 4 g o™

zhgysh



hEZE 2017518 £31% £18

59

Sk

(1]

(2]

(3]

[4]

(5]

6]

[7]

[8]

(91

[10] e,

Quintero A, Pedraza CA, Siendones E, et al. PEG1
Protection Against Apoptosis Induced by D-galaetOsamine
Is Not Related to the Modulation of Intracellular Free
Radical Production in Primary Culture of Rat Hepatocytes|J].
Free Radic Ras, 2002, 36 (3) : 345-355.

Reus S, Priego M, Boix V, et al. Can Alprostadil Improve
Liver Failure in HIV-induced Patients with Acute Viral
Hepatitis[J]. J Infect, 1998, 37 (1) . 84-86.
rhAE RSy TR R B TR Jr ). Th AR TR
2005, 8 (5) : 329-342.

JfRsE, JrREL, FEAe, A BUREEEGE . b
e ARTZEHRRAE, 2002: 150-158.

M3, AT B3R R E LAY 19365 5 B s M 46
U1 BUREEZS DA, 2003, 19 (10) : 1242-1244.
FIRE, TSI, AR R E TSN LR S IF T REA
JFEFHEALAR bR ISR, )R8 BERL 2244, 2001,
26 (5) : 445-446.

il b BILEEA Y7 8 P T AR S2 I R[] #
BEABE2Edf, 2003, 23 (4) @ 340-342.

XK. A8 1w A S I RIVA ST RCRILER (). A,
T, 2013, (08) : 117-119.

FEHS. AR 2 B TR 587 OS], S
HEZy, 2013, 8 (17) : 143-145.

WIES, RI5T, . TS MR E R L A
RIFROWE]. P EZC I E A, 2004, 18 (3) -

263-264.

(1] fE R, SRt firs)RmS H ARG P TE LR

R8I P ELE A Rk, 2005, 15 (1) @ 54—
55.

[12] 285, FEKT7 . 15 32 N Gl ek A 590 i

I3 AR 7 E T A RATF S (], DR 25 2% 7

zhgysh

[13]

[14]

[15]

[16]

[19]

[20]

[21]

[22]

[23]

2007, 16 (8) : 641-642.

PR, PRAR. BTSN RIGY T MM BRI R O
W7 RO, Wi RS2, 2008, 10 (1) : 4-6.
BT, AP, BTS R IG 8 M LT AR IFFEALY
JPROIEEN). IR RS 528k, 2012, 9 (22) . 27-28.
RUEHR. JTE bR IAT TR £ BRI 98 B R ULEE
[J]. JiFfE, 2013, 18 (8) : 587-588.

Mg, BiME, VEAGHR, . ARG b AR
SO6SHIIE RS ROWER ). T EBR 2, 2009, 3
(16) : 101-102.

ML) HEEZBESE, 2001, 20 (1) : 358-35

AREL, MK B, TRWE, SE.RUS LRGSR BRI
PE OV PR B0 ROWEE) . SRR, 2013, 19
(8) : 143-144.

WRALZS, Z5MH0E, W05, Ao M R SRR A e
HeihyT HRFR33MI[)]. tH A Az, 2007,
15 (36) : 3864-3865.

ZRIE R JT8 MR G SRR YT A RE R 2 30111 K
WL, mPREE:, 2012, 32 (4) : 43-45.

KT, FEI5TH. BUANH R SRRy T F AU 22 3241 I
RIFROMED). B A¢RR, 2011, 13 (1) : 133-
134.

Flisiak R, Prokopowicz R. Effect of Misoprostol on the
Course of Viral Hepatitis B [J]. Hepatogastroenterology,
1997, 44 (17) : 1419-1420.

DA, WA, BGEE, SF AT IR ERT TN RN
JF St SCCRRIEAT]. TR IER A4, 2014, 12
(2) : 116-117.

(dkfs B 2015410A228 %% AFH)

ErianvaceunicaLaiiais IR



