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[ Abstract ] Background and objective Whether gemcitabine plus platinum chemotherapy is superior to gemcitabi-
ne or platinum single-agent chemotherapy for patients with non-small cell lung cancer (NSCLC) s still in dispute, and the aim
of this study is to evaluate the efficacy and safety of gemcitabine combining platinum chemotherapy for patients with NSCLC.
Methods We searched relevant randomized controlled trials (RCTs) from VIP, CBM, CNKI, the Cochrane library, PUBMED
and EMBASE. We traced the related references and experts in this field and communicated with other authors to obtain the
information that has not been found. We made quality assessment of qualified RCTs assessed by the exclusion and inclusion
criteria and used RevMan 5.0 provided by the Cochrane Collaboration to perform meta-analysis. Results Four RCTs were eli-
gible and included 984 patients. Meta analysis results suggested that: compared with gecitabine single-agent chemotherapy, the
combination had a statistically significant benefit in increasing the response rate (OR=3.29, 95%CI: 1.79-6.0S, P=0.000 1) and
2-year survival rate (OR=3.22, 95%CI: 1.45-7.12, P=0.004) while increased the risk of the incidence of adverse reactions, es-
pecially the grade 3-4 thrombocytopenia (RR=8.16, 95%CI: 1.71-39.07, P=0.009); compared with cisplatin single-agent che-
motherapy, the combination had a statistically significant benefit in increasing the response rate (OR=3.51, 95%ClI: 2.20-5.60,
P<0.01) and 1-year survival rate (OR=1.67, 95%CI: 1.16-2.41, P=0.006) while increased the risk of the incidence of adverse
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reactions, especially the grade 3-4 thrombocytopenia (OR=28.55, 95%CI: 14.06-57.04, P<0.01). Conclusion Compared with

single-agent chemotherapy, the combining can significantly improve the efficiency and survival rate while increase the toxicity

rare. The results still need to be proved by high quality RCTs.
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Tab 1 The characteristics of included studies

Included studies Country Intervations Cases Outcomes  Centers
Experimental Control ~ Experimental  Control
Sandler 2000 USA, Canada, England G+Cisplatin Cisplatin 260 262 a,b,c 17
Sederholm 2005""  Sweden G+Carboplatin =~ G 164 170 a,b,c,d 17
Qing SUN2006"  China G+Cisplatin G 22 23 b,c,e 1
ShujunLIU 2003"  China G+Cisplatin G 40 43 b,e 1
G: T PUfILEE; a: AR, b TR AR, 0 AT d: PRI o2 SRAPIIEAR.
G: gecitabine; a: efficacy rate; b: toxicity; c: the quality of life; d: time progression; e: partial response rate.
262 AW 5 ik PR
Tab 2 Quality assessment of methodology of included studies

Included studies ~ Randomization Allocation concealment  Blinding Withdral ~ ITT analysis

Sandler 2000 Adequate Adequate Double-blind Yes Yes

Sederholm 2005"  Adquate Adequate Double-blind Yes Yes

Qing SUN 2006™  Adequate Unclear Unclear Yes Unclear

ShujunLIU2003™  Unclear Unclear Unclear Yes Unclear
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Study or Subgroup Events
1.1.1 the partial response

- LIU 2003 15 39 9 40

Sederholm2005 40 142 18 159
SUN 2006 9 22 8 23
Subtotal (95% CI) 203 222
Total events 64 35

Heterogeneity: Chi2 = 1.65, df =2 (P = 0.44); I? = 0%
Test for overall effect: Z = 3.76 (P = 0.0002)

1.1.2 the complete response

Sederholm2005 2 142 0 159
Subtotal (95% CI) 142 159
Total events 2 0
Heterogeneity: Not applicable

Test for overall effect: Z=1.12 (P = 0.26)

~ 1.1.3PR+CR
Sederholm2005 42 142 18 159
Subtotal (95% CI) 142 159
Total events 42 18

Heterogeneity: Not applicable
Test for overall effect: Z = 3.83 (P = 0.0001)

Total Events Total Weight M-H. Fixed. 95% CI

24.5%
54.7%
20.7%
100.0%
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Fig 2 The response rate of gecitabine+platinum versus gecitabine
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Gecitabine

Gecitabine+platinum

Odds Ratio Odds

1.2.1 1-year survival rate

Sederholm2005 66 164 54 170 85.6% 1.45[0.92, 2.27]
SUN 2006 10 22 10 23 14.4% 1.08[0.33, 3.51]
Subtotal (95% Cl) 186 193 100.0% 1.39 [0.92, 2.12]
Total events 76 64

Heterogeneity: Chi? = 0.20, df = 1 (P = 0.65); 1= 0%
Test for overall effect: Z = 1.55 (P = 0.12)

1.2.2 2-year survival rate

Ratio

0,

Sederholm2005 25 164 9 170 100.0% 3.22[1.45,7.12) l
_ Subtotal (95% CI) 164 170 100.0% 3.22[1.45,7.12]
Total events 25 9

Heterogeneity: Not applicable
Test for overall effect: Z = 2.88 (P = 0.004)

0.01 0.1 1
Favours experimental

Pel 3 5 PUABIEIBE A B2 5 7 A I 2R P NSCLCH A A3 LL AR

Fig 3 The survival rate of gecitabine+platinum versus gecitabine

10 100
Favours control

A Gecitabine+platinum Gecitabine Odds Ratio Odds Ratio
| T 0, | T 0
LIU 2003 5 39 0 41  10.9% 13.23[0.71, 247.82] 1 " >
Sederholm2005 75 156 5 169 64.8% 30.37[11.82,78.03] L
SUN 2006 1 22 1 23 24.3% 1.05[0.06, 17.85] o
Total (95% Cl) 217 233 100.0% 21.38 [9.38, 48.74] -
Total events 81 6 ) ) ) )
ity i2 = = = <12 = 80Y

Heterogeneity: Chi? = 4.98, df =2 (P = 0.08); I> = 60% '0‘01 0:1 1 1'0 100'

Test for overall effect: Z = 7.28 (P < 0.00001) Favours experimental

Favours control

Gecitabine+platinum Gecitabine Risk Ratio Risk Ratio

udy o ubgrou e a e a eigh and 95% andom, 95% Cl
LIU 2003 5 39 0 41 20.9% 11.55[0.66, 202.18] ] - >
Sederholm2005 75 156 5 169 56.6% 16.25[6.75, 39.13] i
SUN 2006 1 22 1 23 22.5% 1.05[0.07, 15.70] *
Total (95% CI) 217 233 100.0% 8.16 [1.71, 39.07] ——
Total events 81 6 ) ) ) )

ity 2 = - 2= = = - |2 = 459

Heterogeneity: Tau? = 0.93; Chi? = 3.61, df =2 (P = 0.16); 1> = 45% '0.01 0?1 1 1'0 100‘

Test for overall effect: Z = 2.63 (P = 0.009)

Pel 4 35 7O AT S 4112845 75 PO A P 2435 NS CLC I A A7 LA
A FUERIBEISEN; B: BEHIBOM RIS
Fig 4 The survival rate of Gecitabine+platinum versus Gecitabine

A: the fixed model; B: the random model.
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Gecitabine+platinum Gecitabine Odds Ratio Odds Ratio
. X o X o
1.4.1 leukopenia
LIU 2003 9 39 3 41 229%  3.80[0.95, 15.28] — "
Sederholm2005 50 156 11 169 729%  6.78[3.37, 13.61] i
SUN 2006 3 22 0 23 42% 8.44[0.41,173.45] I
Subtotal (95% Cl) 217 233 100.0% 6.17 [3.35, 11.33] ‘
Total events 62 14
Heterogeneity: Chi? = 0.58, df = 2 (P = 0.75); I? = 0%
Test for overall effect: Z = 5.86 (P < 0.00001)
1.4.2 anemia
LIU 2003 5 39 3 41 444% 1.86 [0.41, 8.38] T
Sederholm2005 8 156 3 169 47.6% 2.99[0.78, 11.48] TR
SUN 2006 1 22 0 23 8.0% 3.28[0.13, 84.87] - -
Subtotal (95% Cl) 217 233 100.0% 2.51[0.97, 6.51] >
Total events 14 6
Heterogeneity: Chiz = 0.24, df = 2 (P = 0.89); I = 0%
Test for overall effect: Z = 1.90 (P = 0.06)
001 01 1 10 100

Favours experimental Favours control

Pel s 5 P4 Ak 5 41128 5 7 PG A B 2495 NS CLC Y HH DA AN ol R B 1M A A %

Fig § The grade 3-4 leukopenia and anemia of gecitabine+platinum versus gecitabine

Gecitabine+platinum Gecitabine Odds Ratio

_Study or Subgroup Events To!

1.5.1 gastrointestinal tract reaction(Constipation+Nausea/vomiting

Odds Ratio

LIU 2003 6 39 3 41 182% 2.30[0.53,9.94]
Sederholm2005 11 156 12 169 78.7% 0.99[0.42, 2.32]
SUN 2006 3 22 0 23  31% 8.44[0.41,173.45]
Subtotal (95% CI) 217 233 100.0% 1.46 [0.73, 2.90]
Total events 20 15

Heterogeneity: Chi? = 2.46, df =2 (P = 0.29); I?=19%
Test for overall effect: Z = 1.08 (P = 0.28)

1.5.2 ?pulmonary dyspnea

Sederholm2005 20 156 19 169 100.0% 1.16 [0.59, 2.27] t
Subtotal (95% Cl) 156 169 100.0% 1.16 [0.59, 2.27]
Total events 20 19

Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)

001 04 1 10 100

Favours experimental Favours control

Pel 6 75 7O fbEEIDe S 4285 75 T A A 205 P NS CLC IR IR R SRR AR R

Fig 6 The grade 3-4 unhemotolgical tocxity rate of gecitabine+platinum versus gecitabine

Gecitabine+Cisplatin Cisplatin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.1 the partial response
Sandler2000 76 260 28 262 100.0% 3.45[2.15, 5.55] !
Subtotal (95% Cl) 260 262 100.0% 3.45[2.15, 5.55]
Total events 76 28

Heterogeneity: Not applicable
Test for overall effect: Z =5.12 (P < 0.00001)

2.5.2 the complete response
Sandler2000 3 260 1 261 100.0% 3.04[0.31, 29.37] i
Subtotal (95% Cl) 260 261 100.0%  3.04[0.31, 29.37]

Total events 3 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)

2.5.3 CR+PR

Sandler2000 79 260 29 262 100.0% 3.51[2.20, 5.60] !
Subtotal (95% Cl) 260 262 100.0% 3.51[2.20, 5.60]

Total events 79 29

Heterogeneity: Not applicable
Test for overall effect: Z = 5.26 (P < 0.00001)

k t t d
0.01 0.1 1 10 100
Favours experimental Favours control

Pel 7 35 P ABIEEIE A B - S MDA ¥ NSCLC R A 2804

Fig 7 The response rate of gecitabine+cisplatin versus cisplatin
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Gecitabine+Cisplatin Cisplatin Odds Ratio

Odds Ratio
M-H, Fix i

M-H, Fix % Cl

Sandler2000 102 260 73 262 100.0% 1.67[1.16, 2.41]
Total (95% CI) 260 262 100.0% 1.67 [1.16, 2.41] 4
Total events 102 73

! 1
0.01 01 1 10 100
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=2.74 (P = 0.006)
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Fig 8 The survival rate of gecitabine+cisplatin versus cisplatin

Experimental Control Odds Ratio Odds Ratio
H | T 0, ] T 0
1.3.1 thombocytopenia
By A.B. Sandler2000 131 260 9 262 100.0% 28.55[14.06, 57.94] !
Subtotal (95% Cl) 260 262 100.0% 28.55[14.06, 57.94]
Total events 131 9

Heterogeneity: Not applicable
Test for overall effect: Z = 9.28 (P < 0.00001)

1.3.2 leukopenia

By A.B. Sandler2000 148 260 12 262 100.0% 27.53[14.68, 51.64] !
Subtotal (95% ClI) 260 262 100.0% 27.53 [14.68, 51.64]
Total events 148 12

Heterogeneity: Not applicable
Test for overall effect: Z = 10.33 (P < 0.00001)

1.3.3 anemia

By A.B. Sandler2000 65 260 17 262 100.0% 4.80[2.73, 8.46] !
Subtotal (95% Cl) 260 262 100.0% 4.80 [2.73, 8.46]
Total events 65 17

Heterogeneity: Not applicable
Test for overall effect: Z = 5.43 (P < 0.00001)
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Fig 9 The hemotologic toxicity rate of gecitabine+carboplatin versus cisplatin

Experimental Control Odds Ratio Odds Ratio
udy or Subgroup en ota en otal Weigh M-H. Fixed, 95% ixed, 95%
1.6.2 gastrointestinal tract reaction(Constipation+Nausea/vomiting)
By A.B. Sandler2000 138 260 106 262 100.0% 1.66 [1.18, 2.35] !
Subtotal (95% Cl) 260 262 100.0% 1.66 [1.18, 2.35]
Total events 138 106

Heterogeneity: Not applicable
Test for overall effect: Z =2.88 (P = 0.004)

1.6.3 pulmonary dyspnea

By A.B. Sandler2000 18 260 13 262 100.0% 1.42[0.68, 2.97] l
Subtotal (95% CI) 260 262 100.0% 1.42[0.68, 2.97]
Total events 18 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)
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Fig 10 The unhemotologic toxicity rate of gecitabine+carboplatin versus cisplatin
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