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Systematic review of gemcitabine combined with tegafur in treatment of
advanced pancreatic cancer

SHI Ning, GENG Shuai, GUO Hongju, CHANG Lirong
Department of Pharmacy, Strategic Support Force Characteristic Medical Center, Beijing 100101, China

Abstract: Objective To systematically evaluate efficacy and safety of gemcitabine combined with tegafur for advanced pancreatic
cancer, for which to provide scientific proofs for clinical decision making. Methods The databases including: The Cochrane
Library. EMBASE. PubMed. CNKI. CBM. VIP. Wanfang Data were searched from the inception to Dec 2019 to collect the
randomized controlled trials (RCTs) related to the safety and efficacy of gemcitabine combination with tegafur versus monotherapy
for the treatment of advanced pancreatic cancer. Quality assessment and data extraction were conducted by two reviewers
independently. Disagreement was resolved through discussion. and data analyses were performed with RevMan 5.2 software.
Results A total of 23 articles were included, including 1 817 patients. There were 920 patients in treatment groups and 897 patients
in the control group. The Meta-analysis results showed that, In terms of validity, compared with the control group, the total effective
rate and clinical benefit rate were significantly different in gemcitabine combined with tegafur group, the total effective rate[RR=
1.76, 95%CI(1.51, 2.04), P<0.000 01] and clinical benefit rate[RR=1.40, 95%CI(1.30, 1.50), P<0.000 01] , In terms of safety, The
results of toxic side effects were obviously higher than those in gemcitabine monotherapy. Conclusion Based on the present clinical
evidence, the meta-analysis results indicate that the treatment efficacy of gemcitabine combined with tegafur group is better than
control group on treating advanced pancreatic cancer, which is a standard treatment of advanced pancreatic cancer.
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Table 1 Basic characteristics of included studies

NI Al ) PR S T it JTREd A RTER
Sudo™,2014 XM 50 45~73 #3175 P94 1 000 mg/m?, 30 min 84 ®@@G
WY 51 50~77  APRELHIERE BT B 120 mg/(m’-d) 2 R/d ©®
Ueno™,2013  XIE 241 — E# i 75 V5 1 000 mg/m?, 30 min 42 ORE)
BT 242 — Xof R A L il 1+ 75 PR 80~120 mg/(m*>d) , 2 ¥)t/d @®
Mg &, 2015 X 23 18~75 4 75 P9 AT 1 000 mg/m?, 30 min 63 LG
W\ 31 Xof R A JE Tl b=+ 75 B2 80~ 120 mg/(m*>-d) , 2 ¥it/d OEWE)
JAZEENL 2015 X 45 45~71 ##i 75 PE AR 1 000 mg/m?, 30 min 63 L@
BIT 45 49~68 Nt HRZHFEAN B+ B 80~120 mg/(m*d), 2 ¥Kk/d ®E®®
LM, 2012 W 24 35~71 i 75 P94 1 000 mg/m?, 30 min 42 OB®
B 28 32~73 o W ZH LAt b+ %5 75 B 80 mg/(m>d) , 2 Yi/d 6®O®
BW4r,2018 X 36 32~79 F# 75 PE A 1 000 mg/m?, 30 min 84 L@
WY 36 30~75 o) R ZH il b+ 7 9 80 mg/(m*-d) , 2 Ik/d
FHEKMY,2017 XIS 50 47~66 F# iR 7 P55 1 000 mg/m?, 30 min 84 00
W\IT 50 48~64 ot i 2H SR A b+ B 80 mg/(m*-d) , 2 Ik/d
FBHE",2015 X 33 60 ##i 75 V5B 1 000 mg/m?, 30 min 42 OeG
BT 32 58 S WA FERE b+ 75 B 80~ 120 mg/(m?-d) , 2 ¥k/d @O®
MrohgEls,2017  wflE 38 50~79 #4175 P94 1 000 mg/m?, 30 min 63 DG
WY 39 51~78  XPREAZHILAE F+5 75 B 80 mg/(m>d), 2 ¥i/d ®©0®
EEHRART, 2017  XHHE 42 56.71 #4175 PE AT 1 000 mg/m?, 30 min 84 Oe®
By 45 58.33 o W2 Ll 1+ 75 B 80~ 120 mg/(m?-d) , 2 ¥k/d 6O®
¥ EEU,2015 0 KR 40 58.2 F# iR 7 V55 1 000 mg/m?, 30 min 2 L@B®
BIT 40 57.6 X B AH LAl b+ 7 B 80~ 120 mg/(m’-d) , 2 IK/d
4= H0018  XHHR 32 44.1 ##i 75 V5 A 1 000 mg/m?, 30 min 42 Oe®
BT 32 43.6 S A FERE b+ %5 75 B 80~ 120 mg/(m?-d) , 2 ¥k/d ®E®
2R, 2015 KR 24 41~75 # 75 P94 1 000 mg/m?, 30 min 84 00
BT 27 40~73 X HE A il 1+ 75 B 80 mg/(m?>-d) , 2 Ik/d
F i, 2015 X 30 55~76 T PEARIE 1 000 mg/m?,30 min 84 L@
WwIT 30 53~73 Xof W 2 Al b+ 5 B 480~ 520 mg/(m?-d) , 2 ¥)/d
B 0,2018 X 30 49.97 {4 75 P9I 1 000 mg/m?, 30 min 84 0@
W\IT 30 51.20 ot i 2H S A b+ B 80 mg/(m*-d) , 2 ¥k/d
FEFH1,2013 K18 39~71 ##i 75 P54 1 000 mg/m?, 30 min 84 00)
BIT 18 o B ZH BL il b+ 75 5 80 mg/(m*+d), 2 IR/
2= gpY,2014 W 16 49~78 75 P94 1 000 mg/m?, 30 min 42 Qe
B 14 42~73 S A HL Rl b+ 75 PR 80 mg/(m>-d), 2 IR/d 6®O®
JR/AERT 2014 KPR 30 35~65 #4475 P9 AT 1 000 mg/m?, 30 min 42 L@
By 32 37~76 of B 2 Ll 1+ 75 B 80~ 120 mg/(m?-d) ,2 ¥k/d 6O®
RTERT 2017 IR 44 46~70 F#iR 75 V5 1 000 mg/m?, 30 min 84 00
WWIT 45 40~70 ot R 2H S A 2+ 7 B 80~ 120 mg/(m*-d) , 2 X/
EAED,2014 XE 19 31~76 ## i 75 P5 A 1 000 mg/m?, 30 min 42 Oe®

BT 18 S WEZH FERE b+ %5 75 B 80 mg/(m*-d) , 2 ¥i/d @®6B®
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M ER7,2017 X 40 61.6 #5i 75 P5 A 1 000 mg/m?, 30 min 63 00
BT 42 62.2 o B ZH BL ik b+ 75 5 80 mg/(m*+d), 2 IR/

Mg FK29,2016 %R 23 44~73 75 P94 1 000 mg/m?, 30 min 42 LG
Wiy 23 o W LRl b+ 7 PR 80~ 120 mg/(m*-d), 2 ¥}/d 6O®

XIZEDT,2013  XHE 20 54.5 #4475 P94 1 000 mg/m?, 30 min 42 L@
wiy 21 Sof W ZH Ll 1+ %% 75 B2 80 mg/(m?-d) , 2 ¥k/d

O-BAH B @-FOiH15@- AN T B @-R i i T B s ©- /MR B s ©-F ML ; @-8 LK ; ©- R4

(D-total effective rate; @-disease control rate ; @-leukopenia; @-granulocytopenia ; ©-thrombocytopenia; ©-anemia; @-nausea and vomiting;

®:-liver injury
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Table 2 Evaluation results of methodology quality of included studies

NI R Bl AL 7 92 43 Tict Bt Bk [SiER%i) FELEARAL
Sudo'” P &, HTE B R NE USGE: A AR IE P>0.05
Ueno™ P &, HTE BRI STEF: SGEE: A AR IE P>0.05
R Ea P& E T B AR R NE#E ANERE H AR IE P>0.05
Ji 2 g P2 K (BT BAR A AN AN 4 HAIRIE P>0.05
R P2 K (BT AR A AN AN 48 AR P>0.05
B gt 2 A8 TE LRk Ay A Ry A AR AR P>0.05
FHiE K LY X (S5 ER N 5% NG A4 7 H AR IE P>0.05
EF PR R IR AN AR E P>0.05
W Ry stz BEHLE 7332 NG i 46 H M RIE P>0.05
e R0 P& TS BRI SEE ST A AR IE P>0.05
p mERhm P& E T BRI ANV 3 ANERE H AR IE P>0.05
Zs gl LR 7R 0E i 4 AN 4 HAIKIRIE P>0.05
& VI P K AR e HAR R A& ANiERE ToAH R IE P>0.05
o g 20 2 %, B TE HAR R N N4 ToAR AR P>0.05
gz 2R, B TE BRI ST NI TEARKARIE P>0.05
AR 25 R TE BRIk N AN ARG P>0.05
4 e e &, H TS BRI SE§ USGE: A AR IE P>0.05
Ji > A0 e & TS BRI SE§: USGE: A AR IE P>0.05
N P27, BT B AR R i #E AN 4 AR E P>>0.05
R = & BT BRI NG ANERE AR IE P>0.05
e P2 K (BT ARG A AN AN 48 TEARKARIE P>0.05
Mg RS 2%, B TE HAR R NI N2 HAKARIE P>0.05
X Ry ZE ) B K BTG BAR R & VSTF 1 s ToAH R IE P>0.05
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hideki Ueno 2013 71 242 32 241 168% 221 [1.52, 3.27) —
JAE 2013 B 21 4 20 21% 1.43[0.47 4.34] |
B3E 2014 10 32 7 30 38% 1.34 [0.59, 3.08] R
B%EE 2015 14 45 5 45 26% 280[1.10,7.17)]
EHRT 2018 16 36 10 36 8.2% 1.60[0.84, 3.04] T
FEX 2017 20 50 12 50 6.3% 1.67[0.82, 3.03] T -
‘IR 2018 19 30 13 30 G.8% 1.46 [0.89, 2.39] T
4% 2017 15 45 B 44 32% 244104, 5772 -
F 2014 B 14 3 16 1.65% 2.29[0.70,7.48]
F m20s 13 32 ] 32 4. 7% 1.44[0.72, 2.89] -
-8 2015 10 27 B 24 33% 148 [0.63, 3.47] -
iwm EE 2015 16 40 7 40 3T% 2.29[1.06, 4.95] -
i #2016 10 23 5 23 26% 2.00[0.81, 4.94] I
WmERE 2014 g 18 4 18 2.0% 1.58[0.53, 4.70] I
FERdH 2013 g 18 5 18 26% 1.60 [0.64, 3.96] ]
EFPRE 2015 13 32 B 32 3% 217[0.94, 4,99 T
EES 2017 16 45 13 42 7.0% 1.15[0.63, 2.09] -
BRAE 2017 16 39 10 38 5.3% 1.56 [0.81, 2.94] T
prarg 2017 17 42 12 40 6.4% 1.35[0.74, 2.46] -
pRE 2015 ] kil 3 23 1.8% 2.23[0.68, 7.3
OdeEe 2012 ] 28 5 24 28% 1.54 [0.60, 3.98] I
SEmE 2015 20 30 12 30 6.3% 1.67 [1.00, 2.76] —
Total (95% CI) 920 897 100.0% 1.76 [1.51, 2.04] *»
Total events 340 189

Heterageneity: Chi*=8.72 df=21 (P =098} F= 0%

Test far overall effect: Z=7.38 (P = 0.00001) 0.2 0.5 L 2 5

Favours experimental  Favours control

E1 MWHEBEYUER Meta-53 1 7R K E

Fig.1 Forest plot of Meta-analysis in efficiency between two groups

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hideki Ueno 2013 173 242 181 241 311% 1.141.01,1.29] il
JAE 2013 15 21 g 20 1.9% 1.9 [0.91, 2.7 7
EL2E 2014 26 32 16 30 34% 1.52[1.048, 2.21] I
B%EE 2018 37 45 21 45 4.3% 1.76 [1.25, 2.48] -
EHRAT 2018 26 36 12 36 25% 217 1.3, 3.59)
FEX 2017 el a0 22 a0 4.5% 1.64[1.14, 2.34] -
HER 208 26 30 20 30 41% 1.30[0.87,1.74] T
4207 a7 45 19 44 39% 1.90[1.32, 2.74] -
F 2014 10 14 B 16 1.2% 1.90[0.93, 3.89] b
F Om2018 25 32 18 32 39% 1.32[0.94,1.85] T
Z]-H8 2015 20 27 11 24 2.4% 1.62 [0.99, 2 64] ]
i ER 2015 28 40 18 40 IT% 1.56 [1.04, 2.32] I
i #2016 17 23 10 23 21% 1.70[1.01, 2.88]
ERE 2014 13 18 12 19 24% 114[0.73,1.79] e
FE 2013 13 18 B 18 1.2% 217 [1.06, 4.42]
EFPRE 2015 23 32 16 32 33% 1.44 [0.96, 2.16] T -
B 2017 41 45 29 42 6.2% 1.32[1.06, 1.68] -
BRAE 2017 28 39 24 38 a8.0% 1.14[0.83,1.59] T
PRl 2017 30 42 22 40 4.6% 1.30[0.92,1.82] T
pREEE 2015 18 il B 23 1.4% 2.23[1.058, 4.71]
Odegt 2012 19 28 11 24 24% 1.48[0.89, 2.45] T
St 2015 27 30 22 30 4.5% 1.23[0.96,1.57] .
Total (95% CI) 920 897 100.0% 1.40[1.30, 1.50] +
Total events Jatskss 482

Heterogeneity, Chi®= 27 67, df= 21 (P=0.15); F= 24%

Test far overall effect: Z=9.20 (P = 0.00001) 0.2 0.5 L : 5

Favours experimental Favours control

B2 WAKFEH R Meta-23 17 FR W E

Fig.2 Forest plot of Meta-analysis in disease control rate between two groups
R CRLAE AR B INARCT B ST B IR BN GRS (P>0.05) T AL A 2R S B A DA R JfiL /)

LA A5 26 1 35 DA 25 4L (H AN T RAE T B 5 1l 10 E R T g8 iE R L (P<<0.05)
A0 BT O MR DL BT R T T R R 3,



“assaa# Drug Evaluation Research 84355 581 202058 + 933 -

x3 BTASMRANTIEFARRMELE

Table 3 Comparison of main side effects between treatment group and control group
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YA R e 1lmntees.2.20.28] 600 585 63 0.002 BEHLRLS  1.13 0.93~1.38 0.21
A TR N B R e N ()| 581 42 0.07 [ RN 1.34 1.19~1.52  <0.000 01
/N TR B 130 sss26.28] 640 623 38 0.08 ERN 1.21 1.05~1.40 0.01
73 1M QU 9-1115:17:18.23,26] 298 287 0 0.69 TR 119 1.00~1.41 0.05
B e B 1'% 376 66 0.000 8 BEMLZN.  1.05 0.82~1.33 0.70
45 15 [ 111 14:16:23:24:26,26:29] 328 313 0 0.46 ERN 1.20 0.93~1.53 0.15
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Fig.3 Inverted funnel plot of total efficiency
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