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[ Abstract ] Background and objective The efficacy and safety of radiosensitivity on non-small cell lung cancer
(NSCLC) using metronidazole amino acidum natrium (CMNa) are yet to be proven. This study evaluates the efficacy and
safety of radiosensitivity on NSCLC by CMNa to provide references for further clinical practice and research. Methods Rel-
evant randomized controlled trials (RCTs) were obtained from the Cochrane library, Pubmed, EMbase, CBM, CNKI, VIP, and
Wan Fang databases. Dates were searched through other means. RCTs of radiosensitivity on NSCLC by CMNa were included.
The data included in the study were evaluated and analyzed using the Cochrane Collaboration's RevMan 5.1 software. Results
A total of 21 RCTs were included. The results of the meta-analyses showed that the total effective rate of the test group that re-
ceived CMNa plus radiotherapy was higher than that of the control group that received radiotherapy alone (OR=3.29, 95%CI:
2.47-4.39, P<0.000,01) or radiotherapy plus placebo (OR=3.65, 95%ClI: 2.25-5.92, P<0.000,01), respectively. No significant
differences were found in the quality of life between one and two-year survival rates (P>0.05). No significant differences were
found among radiation pneumonitis, radiation esophagitis, hematological toxicity, and cardiotoxicity (P>0.05). Conclusion
CMNa plus radiotherapy elicit beneficial effects in the treatment of NSCLC and produce fewer adverse effects. Therefore, this
technique can be recommended and applied in clinics.
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235 trials identified

175 trials exclude:

105 duplicate document
67 irrelevant

3 chemotherapy

60 trials eligible
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30 unable extract date
6 non RCT

3 duplicate date

21 trials include in meta analysis

B 1 AN R IR RIRE
Fig 1 Selection of trials. RCT: randomized controlled trial.
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Tab 1 The characteristics of included studies

Included studies Cases KPS scores Clinicopathological staging Intervention Outcome
Treatment Control
Li HX 2007%! 86 >70 1 3DCRT plus CMNa 3DCRT ABCDEGHL
Zhao QW 20071 48 =70 I CTR plus CMNa CTR plus vitamin C ABCIJKL
LiZW 20077 56 =70 I, 1l CTR plus CMNa CTR plus vitamin C ABC
Zhang XH 2009 32 =70 i 3DCRT plus CMNa 3DCRT ABCGH
Deng YN 2009™! 152 =70 I CTR plus CMNa CTR ABC
JiN 20101 90 =70 i CTR plus CMNa CTR ABCGHMN
Qian YH 2007 98 =70 11,10 CTR plus CMNa CTR ABCJ
Guo YX 200712 48 =70 11 3DCRT plus CMNa  3DCRT plus vitamin C ABC
Dang YZ 2006!"! 72 =70 1,1 3DCRT plusCMNa  3DCRT plus vitamin C ABC
Zhang N 2008 80 =70 11, 11 CTR plus CMNa CTR ABC
Han JQ 2004 402 =70 LA CTR plus CMNa CTR ABCO
Liu YC 20070¢ 65 Unclear 11l CTR plus CMNa CTR ABCDEGHM
Liu JM 201017 46 =70 1 CTR plus CMNa CTR ABCJIKL
Jia JH 20088 64 =70 1 3DCRT plus CMNa 3DCRT ABCHMP
An YM 2008 120 >60 I, v SR plus CMNa SR ABCDEF
Chen MC 2009122 60 >70 I, 1 3DCRT plusCMNa  3DCRT plus vitamin C ABCDEF
Chen RX 20062" 42 =70 n 3DCRT plus CMNa 3DCRT ABCGH
Wang TJ 200812 120 =60 I 3DCRT plus CMNa 3DCRT plus placebo ABC (G) IJKLNQ
Wang JC 20093 77 >70 I 3DCRT plus CMNa 3DCRT ABCGHIM
Gao HF 201124 56 =70 1L, 11 IMRT plus CMNa IMRT ABC
Song X 20062 80 Unclear 1] CTR plus CMNa CTR ABCGHMNQRS

A: CR; B: PR; C: CR+PR; D: 1-year survival rate; E: 2-year survival rate; F: 3-year survival rate; G: radiation pneumonitis; H: radiation esophagitis;

I: heart toxicity; J: hematologic toxicity; K: kidney toxicity; L: liver toxicity; M: myelosuppression; N: radiodermatitis; O: anaphylaxis; P: nausea

and vomiting; Q: weight loss; R: blood biochemistry; S: nerve toxicity; (G): the two outcomes of radiation pneumonitis; 3-DCRT: 3-Dimension

conformal radiation therapy; CTR: conventional radiotherapy; SR: stereotactic radiotherapy; IMRT: intensity modulation radiation therapy.

CR: complete response; PR: partial response.
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Fig 2 Meta-analysis of the included trials on effective rate
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Fig 3 Meta-analysis of the 1-, 2-year survival rate
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Tab 2 Quality assessment of included studies

Included studies Randomization Allocated concealment Baseline Lost of follow-up ITT analysis
Li HX 2007 Unclear Envelope Compatibility Yes (n=6) No
Zhao QW 20071 Unclear Unclear Compatibility No No
Li ZW 2007 Unclear Unclear Compatibility Yes (n=1) No
Zhang XH 2009 Random digits Unclear Compatibility Unclear No
Deng YN 2009 Unclear Unclear Compatibility Unclear No
JiN 20101 Unclear Unclear Compatibility Unclear No
Qian YH 20071 Unclear Unclear Compatibility Unclear No
Guo YX 200712 Unclear Unclear Compatibility Unclear No
Dang YZ 2006 Unclear Unclear Compatibility Unclear No
Zhang N 2008 Unclear Unclear Compatibility Unclear No
Han JQ 2004 Unclear Unclear Compatibility Unclear No
Liu YC 20070@ Unclear Unclear Compatibility Yes (n=2) No
Liu JM 201007 Random digits Unclear Compatibility Unclear No
Jia JH 2008 Admission order random Unclear Compatibility Unclear No
An YM 20081 Unclear Unclear Compatibility Unclear No
Chen MC 2009122 Unclear Unclear Compatibility Unclear No
Chen RX 20062" Random digits Unclear Compatibility Unclear No
Wang TJ 200812 Unclear Envelope Compatibility No No
Wang JC 200923 Unclear Unclear Compatibility Unclear No
Gao HF 201124 Random digits Unclear Compatibility Unclear No
Song X 20062 Unclear Unclear Compatibility Unclear No
ITT: intention to treat
R 3 HENMHERSRTS B AMST SRT IR A REF (BERCO e MLRMMetas 17
Tab 3 Meta-analysis of safety for CMNa plus radiotherapy
Adverse effects Included studies Treatment Control Heterogeneity
n N n N 2 P
Radiation esophagitis 815:8101618,21,23,25] 119 273 120 254 0 0.99
Radiation pneumonitis 715:81016,21,23,25] 78 241 76 231 0 0.99
Hematologic toxicit (myelosuppression) 7151016,18,21,23,25] 63 284 59 276 0 0.95
Radiodermatitis 3022251 80 145 75 145 0 0.90
Weight loss 2122251 58 100 60 100 - -
Liver and kidney 216221 6 84 10 84 0 0.41
Heart 415622231 18 167 19 164 0 0.76
Nausea and vomiting 108 4 32 4 32 - -

CMNa: metronidazole amino acidum natrium
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B 4 MAFRRIRE
Fig 4 Funnel plot for the response rate of included trials
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