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Efficacy and Safety of Pirfenidone in the Treatment of Idiopathic Pulmonary Fibrosis: A Systematic Review
WANG Hongmei, YANG Jiadan, MENG Long,SONG Jie, LONG Rui, QIU Feng(Dept. of Pharmacy, the First Af-
filiated Hospital of Chongqing Medical University, Chongging 400016, China)

ABSTRACT OBIJECTIVE: To systematically review the efficacy and safety of pirfenidone in the treatment of idiopathic pulmo-
nary fibrosis (IPF), and provide evidence-based reference for clinical treatment. METHODS: Retrieved from Cochrane Library,
PubMed, EMBase, CJFD, CBM, VIP Database and Wanfang Database, randomized controlled trials (RCT) about the efficacy
and safety of pirfenidone (test group) versus placebo (control group) in the treatment of IPF were collected, and Meta-analysis
was performed by using Rev Man 5.1.7 software after data extracting and quality evaluating by modified Jadad. RESULTS: Totally
4 RCTs were enrolled, involving 1 153 patients. Results of Meta-analysis showed the decrease value of lung capacity [WMD=
0.39, 95%CI (0.16, 0.61), P<<0.001] and decrease value of the percentage of forced vital capacity to expected value [RR=0.68,
95% C1(0.53,0.87) , P=0.002] in test group were lower than control group, there was significant difference between 2 groups;
there was no significant difference in the lowest oxygen saturation [WMD=0.53, 95% CI ( — 0.78, 1.84) , P=0.43] between 2
groups, however, the results of subgroup analysis showed the remission degree of 1 200 mg/d PFD for the decrease of lowest oxy-
gen saturation was superior to placebo group, there was significant difference between 2 groups [WMD=1.72,95% CI(1.33,2.10),
P<<0.001],but therewas no significant difference between the remission degree of 1800 mg/d and placebo ; and there was no signifi-
cant difference in the incidence of adverse reactions between 2 groups [RR=1.70, 95%CI1(0.46,6.31) , P=0.43], but the incidence
of photosensitivity veactions in test group was significantly higher than that of control group,there was significant difference [RR=
9.35,95% C1(4.23,20.67) , P<<0.001]. CONCLUSIONS: The efficacy of pirfenidone in the treatment of IPF is good, but the inci-
dence of photosensitivity reactions should be noticed.

KEYWORDS Pirfenidone; Idiopathic pulmonary fibrosis; Systematic reviews; Randomized controlled trials; Efficacy; Safety
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Testfor overall effect Z= 0.80 (P = 0.43)
Testfor subgroup differences: Chi*= 14.30, df= 1 (P = 0.0002), = 93.0%

1 FZHEE Lowest SpO: A Meta 53 #7 FR A &
Fig 1 Forest plot of Meta-analysis of Lowest SpQO: in 2

Favours [experimental] Favours [control]

groups
[ 502 A5 N B TR 5 FRO  0Ar L TE LI 2, Meta 20 BT 25 5L i
7, R R VO IR B K T X R, 2 R St
= [WMD=0.39,95%C1(0.16,0.61),P<<0.001],
2.3.3 FVC% FFE  3THFFE (904 BB F)HIE T FVC%
FEAEET, SR RIIEG T Bt (P=0.23,1°=32%) , R
[#51 50 A5 B R A5 I RO T, TE LI 30 Meta 20 BT 25 5% (2
7~ IR BT FVC % T REE B I FX e, 2R A 52
= X [RR=0.68,95%CI(0.53,0.87),P=0.002].

HEEZGS 2016 4F55 27 545 3



Pirfenidone Placebo Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Taniguchi2010 <009 02 104 016 02 103 689% 0.35(0.07,062) L3
Azum 2005 003 022 72 043 019 35 31% 0.47(0.06,0.88] —
Total (95% CI) 176 138 100.0% 0.39(0.16, 0.61] *

Heterogeneity: Chi*= 024, df=1 (P = 0.63); P= 0% L) ; I ;
TestlooveralefectZ= 333 = 00009 Favours [experimental] Favours [control

2 MARBE VCHEREER Meta ST FRKE
Fig 2 Forest plot of Meta-analysis of VC decrease degree in

2 groups
Experimental  Control Risk Ratio Risk Ratio
Studyor Subgroup  Events Total Events Total Weight M.H,Fixed 95%Cl Year M.H, Fixed, 95% CI
Taniguchi2010 5 108 11 104 96% 044(016,1.22) 2010
Noble 2011-006 3817 46 173 301%  086(059,1.24) 2011
Noble2011-004 3B 174 60 174 513%  058(041,084) 2011 —+
Total (95% Cl) 453 451 100.0%  0.68(0.53,087) L

Total events i) "
Heterogeneity. Chi*= 292, df= 2 (P= 0.23), P= 32%
Test for overall effect: Z= 3.07 (P= 0.002)

05 02 i 5
Favours [experimental] Favours [control)

B3 FALEFVC% THEER Meta 53 7 FR K E
Fig 3 Forest plot of Meta-analysis of FVC % decrease

234 ARMEAZR  ATHT5R (1 066 6 85 ) HEE T A
B R 0 A2 #8179 (H Nobel PW 25 181 5% 004 % FH 25 71 &
1197 mg PB4 Hb AT T RSB ) AN RN LB IR
mh RE VRIS ERT I RS R S L E o ILRE
2 07 OBl G THIRE VW R v | B R AT D) g SR
T BTSSR T (P=0.96,1°=0) , R M E 5L
PRI FEON AT, FEULIE 40 Meta 43 M4 SR Bk, i
R A RO AR 2 5 Te8t 2408 X [RR=1.70,95%CI
(0.46,6.31),P=0.43] 7340, BRI 004 05540 1 Z M 4fGE
TR N B AR B WFSE R ST 5 T (P=0.54,
F=0) , R 2 AR A R 50T, PEILET 5, Meta sy
Bres R s IR 4 E RIS N & A2 %8 (13.62% ) 8 25 =
FXF IR (1.23% ), 22 55 Gi it 24 7% X [RR=9.35,95% CI
(4.23,20.67),P<<0.001].

Pirfenidone  Placebo Risk Ratio Risk Ratio
Study or Subgroup _Events Total Events Total Weight M.H,Random, 95%Cl Year M.H, Random, 95% CI
Aaum 2005 11722 35 265%  267(063,11.41) 2005 T
Taniguehi2010 24163 7 104 342%  249(098,489) 2010 -
Noble2011 340 345 338 347 393% 1.01(0.99,1.03) 2011
Total (95% C)) 580 486 1000%  170[046,6.31) -
Total events 375 348
Heterogeneity. Tau*= 1.14; Chi*= 19.59, df= 2 (P < 0.0001); = 90% h.001 071 1'0 1000‘

Testfooverallefect Z=0.80 (= 0.43) Favours experimental] Favours [contro)

B4 WHBEARRNEESEERR Meta 31T FRKE
Fig 4 Forest plot of Meta-analysis of the incidence of ad-

versereactions in 2 groups
Pirfenidone  Placebo Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M.H,Fixed. 95%Cl Year M.H, Fixed, 95% CI

Aum 2005 2 7 0 3% 92% 320520250868 2005

Taniguchi20t0 5 168 0 104 84% 70403912608 2010 —

Noble2011 QU 6 T 8%  704[303,1635 2011 B o

Total 954 C) 580 486 1000%  935[423,2067) <

Total events 7 6

Heterogeneily ChP=124,df= 2 P= 0.54),P= 0% ™ & + o

Testforoverall eflect Z= .52 P <0.00001) Favours [experimental] Favours [control]

B> WHEBENBREEZRN Meta 3 HTRHE
Fig 5 Forest plot of Meta-analysis of the incidence of pho-
tosensitivity reactions in 2 groups

3 itig

LI PRI X A 4 P e RS AT R
y-1b LA KR SRS B M IEE4 55 N- 2, I 2F I 2 R = 1567 3R T
IPF AY7 84T T 25 5% (Ao 4 S 6 11, 45 250367 TPF 197
B R 2510 A ROR YT IPF 1 25 W) hG &SR F 58 SR i
ki —. PFDJE—Fl i 4eib25% , BA P 4eik bt

THEEZG 2016 455 27 B4 3

R BUEALIEYE. EHIGYT IPF RIHLE A o8 2 A, AT RE S

P AR I OC T BUA i M AfERE PED TR T R

A B TPF, HLEAE RN | HAS i [ i 5 O 25 ] T i

PRIRST,

ARGV SN ATTTE 51 1 153 Bl E . Meta 7
Mraf R R X2 5 1) VC BEARFRE (FVC % T R
TRIIRL, 2 B Ge 78 3 AL Lowest SpO. HLAZE
SRS BT Hras R Bk, 1200 mg/d PFD X &
# Lowest SpO, T FERIZIAEFAIL T X IRAL, 2R B Gl ¢ 7E
SCL A 1800 mg/d W PH2H 22 5 T 4e 27 8 50 AL JE A A
RSN & A A48 HU R 2 S TR e 2 5 S (R LSRR e B
SRV R A 25 2 v X B, BRI PR FH B I A S R o

A Meta 7 BT £ 75— € B JR BRI, AT AT 40 AR RCT £5°4
Z b AL X BRRE , (H8 ABIFSE 4 SCHR S o 2 & 3R
A FP ST ST TSI, il = oK e R D 5 B AR HEA T At
5, DR AT R 2l sl — SC E ELF S M AR R R i T3 b, BF
FEARTVEANIE PFD 2 15 BRI IPF JRH PR T3 e M HAE A7
JhE . R, 5 B 2 RAEAS 5 5t RCT Rt —AIESE PFD
Xof IPF BF PRI 4 At
S 3k
[1] Raghu G, Collard HR, Egan JJ, et al. An official ATS/ER-

S/JIRS/ALAT statement: idiopathic pulmonary fibrosis: ev-
idence-based guidelines for diagnosis and management[J].
Am J Respir Crit Care Med,2011, 183(6):788.

[2] American Thoracic Society. Idiopathic pulmonary fibros-
is: diagnosis and treatment. International consensus state-
ment. American Thoracic Society (ATS), and the Europe-
an Respiratory Society (ERS) [J]. Am J Respir Crit Care
Med,2000;161(2 Pt 1):646.

[3] PRI 2oy 2. i R R (Ta] 50 27 44k 2 Wy
FGIT AR R[] P 4 2 A mF B &, 2002, 25
(7):387.

[4] AzumaA, Nukiwa T, Tsuboi E, et al. Double-blind, pla-
cebo-controlled trial of pirfenidone in patients with idio-
pathic pulmonary fibrosis[J]. Am J Respir Crit Care Med,
2005,171(9):1 040.

[5] Taniguchi H, Ebina M, Kondoh Y, ef al. Pirfenidone in id-
iopathic pulmonary fibrosis[J]. Eur Respir J, 2010, 35:
821.

[6] Noble PW, Albera C, Bradford WZ, et al. Pirfenidone in
patients with idiopathic pulmonary fibrosis (CAPACI-
TY ) : two randomised trials[J]. The Lancet , 2011, 377
(9779):1760.

[ 7] Richeldi L, du Bois RM. Pirfenidone in idiopathic pulmo-
nary fibrosis: the CAPACITY program[J]. Expert Rev Re-
spir Med ,2011,5(4):473.

[8] Taniguchi H, Kondoh Y, Ebina M, ef al. The clinical sig-
nificance of 5% change in vital capacity in patients with
idiopathic pulmonary fibrosis: extended analysis of the
pirfenidone trial[J]. Respir Res,2011,12:93.

[9] AzumaA, Taguchi Y, Ogura T, ef al. Exploratory analy-
sis of a phase III trial of pirfenidone identifies a subpopu-
lation of patients with idiopathic pulmonary fibrosis as
benefiting from treatment[J]. Respir Res,2011,12:143.

China Pharmacy 2016 Vol. 27 No. 3 - 347 -



NS ZHE SRS A 7 - ) RGP o
AR B 8 KRS, B, REL(EHAZHER, /A 510000)

FESHES R730.53 XEREER A XERS
DOI  10.6039/j.issn.1001-0408.2016.03.21

1001-0408(2016)03-0348-03

W E B RAFNAR SHESRIFSHAST AT B IE 69 IT etk A W RRBIFIEAS S . F ikt bk &
W E R ALK R P E AW E S EKEE E P AR P S E | 5 % 43 & . PubMed .EMBase . Web of Science, X £ AL
% W RS R IR A FRA ST (GRIR20 ) 3¢ b 3 2304 IT (3R AR) 36 77 TR Bt I 69 AU BB IX 36 (RCT) , 3HAF A2 NAR VR 69 BIF 50 B 4T 3
FHAR I, 5+ & H Cochrane 2 L34 A 5 M 5.1.0 347 i = #- 40, £ A Rev Man 5.3 ot 24 347 Meta 47, 4R 2N T RCT,
A3+ 567 4] B, Meta 54728 R 27, X2l B & A2 E[OR=1.99,95%CI(1.27,3.14), P=0.003] . & 4 fi & & & £ [OR=2.95,
95%CI1(1.75,4.97) ,P<0.001]13) B 3% 3 T * 4L, & 28 Jo 7+ % F[OR=0.26,95%CI1(0.16,0.41) , P<<0.001] B FAk T 2 &40, £ ¢
ARG FELBAEEDRNLARRER B R A, &b AR S B ESRIEAMT A T BG4 5F 2fe 5 AW,
KEIA AL SRS R BTG Meta 547 5 97 2 & A

Systematic Review of Ginseng Polysacchride Injection Combined with Radiotherapy or Chemotherapy in
the Treatment of Malignancies
ZHOU Shushan, YANG Min,ZHANG Yizhen, GUO Haihua, CHENG Guohua(School of Pharmacy,Jinan Univer-
sity, Guangzhou 510000, China)

ABSTRACT OBIJECTIVE: To systematically review the efficacy of Ginseng polysaccharideinjection combined with radiotherapy
or chemotherapy in the treatment of malignancies, and provide evidence-based reference for clinical treatment. METHODS: Re-
trieved from CNKI, CBM, VIP, Wanfang Database PubMed, EMBase, Web of Science, randomized controlled trials (RCT)
about Ginseng polysaccharideinjection combined with radiotherapy or chemotherapy (test group) versus radiotherapy or chemothera-
py alone (control group) in the treatment of malignancies were collected. Meta-analysis was performed by using RevMan5.3 soft-
ware after data extract and quality evaluation by Cochrane 5.1.0. RESULTS: Totally 7 RCTs were enrolled, involving 567 patients.
Results of Meta-analysis showed, the effective rate [OR=1.99,95% CI1(1.27,3.14), P=0.003] and improvement rate of life quality
[OR=2.95, 95% CI(1.75,4.97) , P<<0.001] in test group were significantly higher than control group, cell abnormal rate [OR=
0.26,95%C1(0.16,0.41),P<<0.001] was lower than control group, the differences were statistically significant. There were no obvi-
ous adverse reaction in 2 groups. CONCLUSIONS: Ginseng polysaccharideinjection combined with radiotherapy or chemotherapy
is effective in the treatment of malignancies.

KEYWORDS Ginseng polysaccharideinjection; Malignancies; Meta-analysis; Efficacy; Safety
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