Supplementary Table 1



Supplementary Table 1a. Characteristics of included studies associated with XRCC1 expression and treatment response

y cut-off for XRCC1 high/positive XRCC1 low/negative
Evaluation Cut-off _for XRCC1 Sample P L
Study Country Cancer type Treatment - evaluation - - Association
criteria (responder) expression size Responder | poor responder | Responder | poor responder
(high/positive)
Liu (2010) China Esophageal squamous cell carcinoma | RT Unknown CR+PR 10% 59 25 6 26 2 No
Zhao (2010) China Non-small cell lung cancer RT WHO CR+PR 50% 62 6 9 31 16 No
Sakano (2013) Japan Bladder cancer RCT Unknown CR H-score >1.0 142 32 56 20 34 No
Zheng (2015) China Esophageal squamous cell carcinoma | RT RECIST CR+PR > 4 scores 76 26 14 28 8 No
Geng (2016) China Gastric cancer RT RECIST CR+PR NM 46 13 17 14 2 Yes
Huang (2017) China Rectal cancer RCT+surgery | TRG CR 50% 86 31 20 26 9 No
Zhang (2017) China Esophageal squamous cell carcinoma | RT RECIST CR 2-6 scores 76 22 18 26 10 No

RT: Radiotherapy; RCT: Radio-chemotherapy; CR: Complete Response; PR:

Response Evaluation Criteria In Solid Tumors.

Partial Response; WHO: world health organization; TRG: Tumor Regression Grade; RECIST:




Supplementary Table 1b. Characteristics of included studies associated with XRCC1 expression and overall survival

follow-up duration Cut-off value for XRCC1 Sample size
Study Country Cancer Outcome Treatment HR for OS(95%Cl) | Association
(month) expression(high/positive) | (high/low expression)
Ang (2011) America | Head and neck squamous cancer OS/PFS 39-87 RCT + surgery 8 score 68(44/24) 6.02(2.36-15.37) Yes
Ge (2014) China Esophageal squamous cell carcinoma | OS 4-82 RCT + surgery 2-6 scores 44(24/20) 1.09(0.43-2.77) No
Zheng (2015) | China Esophageal squamous cell carcinoma | OS 4-55 RT > 4 scores 76(40/36) 1.48(0.84-2.60) No
Geng (2016) | China Gastric cancer (0N 24 RT NM 46(30/16) 1.45(0.36-6.96) No
Huang (2017) | China Rectal cancer OS/DFS 7-54 RCT 50% 86(51/35) 1.80(0.48-6.82) No
Zhang (2017) | China Esophageal squamous cell carcinoma | OS 7-78 RT 2-6 scores 76(40/36) 1.08(0.59-1.99) No

OS: overall survival; PFS: progression-free survival; RT: Radiotherapy; RCT: Radio-chemotherapy DFS: disease-free survival; NM: not mentioned




Supplementary Table 1¢. Characteristics of included studies associated with XRCC1 rs25487 and treatment response

Case Control
Study Cancer Treatment Evaluation Cut-off Association
GG | GA | AA GG GA AA
Sakano (2006) Bladder cancer RCT Unknown No change 12 4 35 21 No
Qing-hua (2007) Non-small cell lung cancer RCT WHO Stable disease + Progressive disease | 41 23 4 35 15 2 No
gg(r)rée):cke—Eberz Esophageal cancer RCT Histomorphologic Grading of Tumor Regression | Grade >3 18 1 9 10 3 9 No
Xu-sheng (2010) Esophageal squamous cell carcinoma | RT Unknown No remission 4 3 8 43 24 12 Yes
Grimminger (2010) Rectal cancer RCT Histomorphologic Grading of Tumor Regression | Grade >3 27 11 17 8 3 15 No
Lamas (2010) Rectal cancer RCT TRG Grade >3 3 29 17 4 13 27 Yes
Balboa (2010) Rectal cancer RCT TRG Grade >3 14 19 1 16 12 3 No
Cecchin (2011) Rectal cancer RCT TRG Grade >3 44 56 14 45 52 24 No
Yoon (2011) Esophageal adenocarcinoma RCT Unknown No complete pathologic response 21 29 8 2 No
Paez (2011) Rectal cancer RCT Unknown Stable disease + Progressive disease | 25 35 8 24 28 6 No
Yan-yan (2012) Non-small cell lung cancer RCT WHO Stable disease + Progressive disease | 11 15 13 13 No
He (2014) Esophageal squamous cell carcinoma | RT RECIST Stable disease + Progressive disease | 13 5 7 19 38 68 Yes
Xiao-mei (2014) Cervix squamous cell carcinoma RT Unknown Partial remission 8 14 4 18 25 4 No
Wei (2014) Non-small cell lung cancer RT RECIST Stable disease + Progressive disease 13 8 4 18 10 7 No
Xian (2015) Esophageal squamous cell carcinoma | RCT RECIST Stable disease + Progressive disease 17 13 5 19 17 2 No
Meng-xin (2015) Nasopharyngeal carcinoma RCT RECIST Partial remission 7 6 2 53 41 5 No
Xiao-Ming (2016) Nasopharyngeal cancer RCT WHO Stable disease + Progressive disease 2 0 0 31 21 6 No
Xue (2017) Esophageal squamous cell carcinoma | RCT RECIST No complete remission 8 10 2 5 12 13 Yes
Xiujin (2017) Esophageal squamous cell carcinoma | RT+RCT RECIST Stable disease + Progressive disease 11 5 0 39 38 4 No
Zhang (2017) Nasopharyngeal carcinoma RCT RECIST Partial remission 6 6 40 48 No
Wang (2017) Nasopharyngeal carcinoma RT+RCT RECIST No complete remission 7 3 0 84 28 6 No
Zhang (2018) Rectal cancer RCT TRG Grade >3 17 13 15 10 No
Nicosia (2018) Rectal cancer RCT TRG Grade >4 12 25 4 18 14 7 No
Yang (2020) Non-small cell lung cancer RT RECIST Stable disease + Progressive disease | 111 98 43 130 81 23 Yes

RT: Radiotherapy; RCT: Radio-chemotherapy; WHO:

Solid Tumors.

World Health Organization; TRG:

Tumor Regression Grade; RECIST:

Response Evaluation Criteria In



Supplementary Table 1d. Characteristics of included studies associated with XRCC1 rs25487 and side effects

Case Control
Study Cancer Treatment Side effects Acute/Late Evaluation criteria Cut-off Association
GG | GA | AA | GG | GA | AA
Moullan (2003) Breast cancer RT Adverse reaction Late EOR.TC Late Radiation Morbidity Grade 21 85 76 | 23 24 37 9 | No
Scoring Scheme
Ejzl(l)%nsg)'da“de Breast cancer RT Radiation dermatitis Acute CTCAE 2.0 Grade >2 31 36| 10| 150 | 168 | 51 | No
(Cél(;)(;(;p))oulos Breast cancer RCT Telangiectasia Late LENT-SOMA Score Score 22 2 9 4 33 25 9 | Yes
Suga (2007) Breast cancer RT Adverse skin reaction Acute CTC2.0 Grade 22 168 | 107 5 59 36 14 | Yes
Alsbeih (2008) | Nasopharyngeal RT+RCT Fibrosis Late RTOG/EORTC Late Radiation Grade 22 20 a4l ol 17| 5| 3| Yes
carcinoma Morbidity Scoring Scheme
Burri (2008) Prostate adenocarcinoma RTHRT+HT) Rectal bleeding Late RTOG/EORTC Grade 22 3 2 1 63 59 7 | No
Burri (2008) Prostate adenocarcinoma RTHRT+HT) Urinary Morbidity Late RTOG/EORTC Grade 22 6 6 1 60 55 7 | No
Burri (2008) Prostate adenocarcinoma RTHRT+HT) Erectile Dysfunction Late RTOG/EORTC Grade 22 8 9 0 16 23 4 | No
Falvo (2009) Breast adenocarcinoma RCT+RT+HT) Fibrosis or Fat necrosis | Late CTCAE 3.0 Grade 22 50 63 14 | 112 | 120 | 44 | No
Chang-Claude . . S
(2009 Breast cancer RT Telangiectasia Late LENT-SOMA Score Score 22 50 63 14 | 112 | 120 | 44 | No
Popanda (2009) Prostate cancer RT Side effects Acute CTC2.0 Grade 23 17 33 41 136 | 169 46 | No
RT+RCT+RT+HT) L
Zschenker (2010) | Breast cancer +HRCT+HT) Fibrosis Late LENT-SOMA Score Grade 22 4 8 5 25 17 10 | No
Alsbeih (2010) Nasopharyngeal RT+RCT Fibrosis Late RTOG/EORTC Grade 22 250 5] o] 20 6| 4|No
carcinoma
Mangoni (2010) Breast cancer RT+RCT Skin toxicity Acute CTCAE Grade 22 2 6 39 40 No
Mangoni (2010) Breast cancer RT Skin toxicity Acute CTCAE Grade 22 2 5 28 26 No
Liqing (2010) Breast cancer RT Skin toxicity Acute CTCAE 3.0 Grade 22 39 24 6 58 34 10 | No
Sakano (2010) Bladder cancer RCT Anemia Acute CTCAE 3.0 Grade >3 6 3 53 33 No
Sakano (2010) Bladder cancer RCT Leukocytopenia Acute CTCAE 3.0 Grade 23 8 7 51 29 No
Sakano (2010) Bladder cancer RCT Neutropenia Acute CTCAE 3.0 Grade 23 11 8 48 28 No
Sakano (2010) Bladder cancer RCT Thrombocytopenia Acute CTCAE 3.0 Grade 23 0 2 59 34 Unknown
Ishikawa (2010) Cervical cancer RT Adverse reaction Acute CTC2.0 Grade 22 31 22 5 83 55 12 | No
Ming (2011) I;‘;’;Srma” cell lung RT+RCT+RT+Other) | Radiation pneumonitis | Unknown | CTCAE 3.0 Grade 22 25| 28| 13| 24| 44| 31| Yes




Pratesi (2011) Helfd and neck squamous | g Dysphagia Acute CTCAE Grade >2 4l s| 3] 39| 3] 17]No
CCll carcinoma

Pratesi (2011) iﬁfi;‘fn‘iﬁi squamous | p o Erythema Acute CTCAE Grade >2 120 18] 9| 31| 20| 11 Yes

Pratesi (2011) iﬁfﬁ;ﬁ?ﬂgﬁgi squamous | g Erythema Acute CTCAE Grade 22 4] 5| 3| 18] 12| 13 Yes

Pratesi (2011) iﬁfi;ﬁ?ﬂf;ﬁ squamous | o Mucositis Acute CTCAE Grade 22 23| 31| 14| 20| 7| 6] Yes

Pratesi (2011) iﬁfi;ﬁ?ﬂgﬁ Squamous | p Mucositis Acute CTCAE Grade 22 70 11| 4| 15| 6| 2| Yes

Langsenlehner Prostate cancer RTHRT+HT) Bladder and/or rectal Late RTOG/EORTC Grade 22 39| 39| 13| 191 | 227 | 66 | No

(2011) toxicity

(Tzegﬁz)zm" Breast cancer RT Fibrosis Late LENT-SOMA Score Grade 22 18 23 77 119 No

Yoon (2011) Esophageal RCT Radiation-induced Acute CTCAE 2.0 Grade >3 5 7 24 24 No
adenocarcinoma toxicity

Raabe (2012) Breast cancer RT+HRCT+HT) Erythema Acute g;%gg%ﬁ:zriadlanon Morbidity Grade 22 19 20 7 17 13 7 | No

Terrazzino RTH+RCTHRT+HT) . -

(2012) Breast cancer +HRCT+HT) Skin toxicity Acute RTOG Grade 22 35 42 12 78 95 23 | No

Haijun (2013) Nasopharyngeal RT+RCT Radiation dermatitis Acute CTCAE 3.0 Grade >3 10| 14| 0| 53| 28| 9| Yes

) carcinoma

Haijun (2013) iii?ﬁi‘;rgngeal RT+RCT Mucositis Acute CTCAE 3.0 Grade 23 230 23] 2] 40| 19| 7|No

Duldulao (2013) Rectal cancer RCT Adverse events Acute CTCAE 3.0 Grade 23 7 56 93 191 Yes

Tucker (2013) i‘;ré:rma“ cell lung RT+RCT Radiation pneumonitis | Unknown | CTCAE 3.0 Grade 23 s| 11| 12| 40| 63| 38| Yes

Zhu (2013) Esophageal squamous cell | ppyp oy Radiation esophagitis | Acute CTCAE 4.0 Grade 22 230 15| 3] 90| 4| 7|No
carcimoma

Zhu (2013) Esophageal squamous cell | ppyp oy Radiation pneumonitis | Acute CTCAE 4.0 Grade 22 18 7| 2| 95| 52| 8| No
carcinoma

Cheuk (2014) iii?ﬁi‘;rgngeal RT+RCT Fibrosis Late RTOG Grade >1 15| 13 1| 50| 35| 6| No

Venkatesh (2014) | Head and neck cancer RT+RCT Radiation dermatitis Acute RTOG Grade >2 8 14 17 15 62 50 | No

Venkatesh (2014) | Head and neck cancer RT+RCT Mucositis Acute RTOG Grade >2 6 25 23 9 28 29 | No

Alsbeih (2014) iﬁi‘i’gggngeal RT+RCT Fibrosis Late RTOG/EORTC Grade 23 38 7] 3] 58| 39| 10| Yes

Meng-xin (2015) | Nasopharyngeal RT+RCT Radiation dermatitis Acute CTCAE 4.0 Grade 23 1 6| 2| 59| 41 5 | Yes
squamous cell carcinoma

Meng-xin (2015) | Nasopharyngeal RT+RCT Mucositis Acute CTCAE 4.0 Grade >3 8| 11| 2] 52| 36| 5|No
squamous cell carcinoma

Wei (2015) i?l’éjrma” cell lung RT Skin toxicity Late RTOG/EORTC Grade 22 150 7| 5| 16| 11| 6| No

Wei (2015) Non-small cell lung RT Radiation esophagitis | Late RTOG/EORTC Grade >2 20 11| 8] 11| 7] 3]|No
cancer

Wei (2015) i‘;ré:rma“ cell lung RT Radiation pneumonitis | Late RTOG/EORTC Grade 22 20 13 4] 10| 5| 7| Yes




Non-small cell lung

Wei (2015) cancer RT Heart injury Late RTOG/EORTC Grade 22 6 5 1 25 13 10 | Yes
Wei (2015) I;‘;’;Srma” cell lung RT Spinal cord injury Late RTOG/EORTC Grade 22 2| 2| o 29| 16| 11 | Unknown
Mei-ling (2016) Cervical cancer RT Cystitis Acute RTOG Grade 22 12 23 12 66 33 6 | Yes
Mei-ling (2016) Cervical cancer RT Proctitis Acute RTOG Grade 22 38 46 16 40 10 2 | Yes
Mumbrekar . ..
(2016) Breast cancer RT+RCT Skin toxicity Acute RTOG Grade 22 20 18 5 32 35 9 | No
Smith (2016) Rectal cancer RCT Adverse events Acute CTCAE 3.0 Grade 23 2 62 No
Xiao-Ming Nasopharyngeal RCT Radiation dermatitis | Late RTOG Grade >2 2] 10] 4| 21| 11| 2|No
(2016) squamous cell carcinoma
Xiao-Ming Nasopharyngeal RCT Mucositis Late RTOG Grade 2 2| 4] of 31| 17] 6|No
(2016) squamous cell carcinoma
Xiao-Ming Nasopharyngeal : i >
(2016) squamous cell carcinoma RCT Salivary gland injury Late RTOG Grade 22 2 4 0 31 17 6 | No
Xiao-Ming Nasopharyngeal RCT subcutaneous tissue Late RTOG Grade 22 190 13| 4| 14| 8| 2|No
(2016) squamous cell carcinoma injury
Xiao-Ming Nasopharyngeal RCT Radiation dermatitis Acute RTOG Grade 22 140 10 4| 19 11| 2|No
(2016) squamous cell carcinoma
Xiao-Ming Nasopharyngeal RCT Mucositis Acute RTOG Grade 22 17 13| 4] 16| 8| 2[No
(2016) squamous cell carcinoma
Xiao-Ming Nasopharyngeal ; ini
RCT 1 1 Acut RT! > 21 14 6 12 0| N
(2016) squamous cell carcinoma C Salivary gland injury cute OG Grade 22 7 0
Chen (2017) Nasopharyngeal RCT Dermatitis Acute RTOG Grade 2 28 13| 1] 32| 32| 8] Yes
carcimoma
Chen (2017) Nasopharyngeal RCT Mucositis Acute RTOG Grade 22 4210 27| 6| 18] 18| 3| NO
carcimoma
Wang (2017) iﬁi‘;ﬁi‘ggngeal RT+RCT Mucositis Acute RTOG/EORTC Grade 23 61| 20| 2] 68| 19| 4|No
Wang (2017) iii?ﬁi‘;rgngeal RT+RCT Dermatitis Acute RTOG/EORTC Grade 22 330 12 1] 9| 27] 5(|No
Du (2018) Lung cancer RT Radiation pneumonitis Unknown CTCAE4.0 Grade 22 36 18 3 51 34 7 | NO
Yang (2020) Non-small cell lung cancer | RT Adverse reaction Unknown RTOG/EORTC Grade 22 74 69 18 | 188 | 114 | 23 | Yes
Xie (2020) Non-small cell lung caner | RCT Lymphopenia Acute CTCAES.0 ALC<03x10%9/L | 32 | 37| 33| 24| 43 9 | Yes

RT: Radiotherapy; RCT: Radio-chemotherapy; HT: Hormonal therapy; EORTC: European Organization for Research and Treatment;
RTOG: Radiation Therapy Oncology Group; CTCAE: Common Terminology Criteria for Adverse Events ; CTC: Common Terminology

Criteria; LENT-SOMA: Late Effects Normal Tissue/Subjective Objective Management Analytic; ALC: Absolute Lymphocyte Count




Supplementary File 1

Overall and subgroup analysis for association between XRCC1 expression and treatment response.

The subgroup includes types of cancer and treatment



Study

Zhao (2010)

Liu (2010)

Sakano (2013)

Zheng (2015)

Geng (2016)
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Supplementary File 2

Overall and subgroup analysis for association between XRCC1 expression and overall
survival. The subgroup includes types of cancer and treatment.

TCGA data analysis for association between XRCC1 expression and overall survival.



overall analysis

Study %

ID HR (95% CI) Weight
Ang (2011) + 6.02 (2.36, 15.37) 16.13
Ge (2014) + 1.09 (0.43, 2.77) 16.24

Zheng (2015) * 1.48 (0.84, 2.60) 2475
Geng (2016) + 1.45 (0.36, 6.96) 8.87
Huang (2017) * 1.80 (0.48, 6.82) 10.41
Zhang (2017) + 1.08 (0.59, 1.99) 23.61
Overall (l-squared =50.2%, p = 0.074) 1.67 (1.00, 2.78) 100.00

NOTE: Weights are from random effects analysis

| |
.0651 1 15.4



subgroup analysis for cancer

Study %
ID HR (95% ClI) Weight
Head and neck squamous cell carcinoma :
Ang (2011) E ¢ 6.02 (2.36, 15.37) 16.13
Subtotal (I-squared = .%, p = .) ! <> 6.02 (2.36, 15.36) 16.13
I
!
Esophageal carcinoma :
Ge (2014) ¢ : 1.09 (0.43, 2.77) 16.24
Zheng (2015) - 1.48 (0.84, 2.60) 24.75
Zhang (2017) * E 1.08 (0.59, 1.99) 23.61
Subtotal (l-squared =0.0%, p = 0.723) <:> 1.25 (0.85, 1.82) 64.60
I
I
Gastric cancer |
Geng (2016) -— 1.45 (0.36, 6.96) 8.87
Subtotal (I-squared =.%,p =) === : m—— 1.45 (0.33, 6.38) 8.87
I
Rectal cancer E
Huang (2017) e 1.80 (0.48, 6.82) 10.41
Subtotal (lI-squared =.%, p =.) — | — 1.80 (0.48, 6.78) 10.41
| "
Overall (I-squared =50.2%, p = 0.074) <> 1.67 (1.00, 2.78) 100.00
i
NOTE: Weights are from random effects analysis E
I I

.0651 1 15.4



subgroup analysis for treatment

Study

RCT+surgery
Ang (2011)
Ge (2014)
Huang (2017)

Subtotal (I-squared = 69.9%, p = 0.036)

RT

Zheng (2015)
Geng (2016)
Zhang (2017)

Subtotal (I-squared = 0.0%, p = 0.748)

Overall (I-squared = 50.2%, p = 0.074)

NOTE: Weights are from random effects analysis

HR (95% Cl)

6.02 (2.36, 15.37)
1.09 (0.43, 2.77)
1.80 (0.48, 6.82)

2.32(0.77, 6.99)

1.48 (0.84, 2.60)
1.45 (0.36, 6.96)
1.08 (0.59, 1.99)

1.29 (0.87, 1.92)

1.67 (1.00, 2.78)

%

Weight

16.13
16.24
10.41

42.78

24.75
8.87
23.61

57.22

100.00

I
.0651

15.4



TCGA data analysis

Study
ID
TCGA-THCA -
TCGA-LGG ——
TCGA-SARC ——
TCGA-ESCA -—
TCGA-BRCA ——
TCGA-LUSC ——
TCGA-UCEC ———
TCGA-PRAD |°
TCGA-PAAD .
TCGA-HNSC ——
TCGA-LUAD ——
TCGA-BLCA ——
TCGA-CESC ——
TCGA-GBM ——
TCGA-THYM . .
TCGA-KIRC —J:—o—
TCGA-STAD N
Overall (lI-squared = 0.0%, p = 0.541) <b

.

HR (95% Cl)

1.21 (0.34, 4.30)
1.54 (1.03, 2.30)
1.03 (0.53, 2.02)
0.64 (0.17, 2.41)
1.25 (0.74, 2.09)
1.35 (0.71, 2.54)
0.72 (0.38, 1.36)
1.08 (0.15, 7.70)
0.96 (0.39, 2.39)
0.80 (0.54, 1.17)
1.03 (0.61, 1.73)
2.14 (0.98, 4.66)
0.86 (0.49, 1.49)
0.99 (0.65, 1.50)
0.26 (0.03, 2.32)
1.46 (0.79, 2.72)
1.07 (0.47, 2.42)
1.08 (0.93, 1.25)

%
Weight

1.37
13.62
4.92
1.26
8.26
5.45
5.55
0.57
2.69
15.12
8.15
3.65
7.16
12.70
0.46
5.79
3.28
100.00




Supplementary File 3

Overall and subgroup analyses for association between XRCC1 rs25487 and treatment
response. The genetic model includes heterozygote model (GA vs GG), homozygote model
(AA vs GG), and dominant model (GA+AA vs GG). The subgroup includes types of cancer,

cut-off, and treatment.



Study
ID

Qing-hua (2007)
Warnecke-Eberz (2009)

GA VS GG overall analysis

Xu-sheng (2010)
Grimminger (2010)
Lamas (2010)
Balboa (2010)
Cecchin (2011)
Paez (2011)

He (2014)
Xiao-mei (2014)
Wei (2014)
Meng-xin (2015)
Xian (2015)
Xiao-Ming (2016)

Xue (2017)

Xiujin (2017)

Wang (2017)

Nicosia (2018)

Yang (2020)

Overall (I-squared = 19.1%, p = 0.222)

OR (95% Cl)

1.31 (0.59, 2.89)
0.19 (0.02, 2.02)
1.34 (0.28, 6.51)
1.09 (0.24, 4.87)
2.97 (0.58, 15.24)
1.81 (0.65, 5.01)
1.10 (0.63, 1.93)
1.20 (0.57, 2.54)
0.19 (0.06, 0.62)
1.26 (0.44, 3.63)
1.11 (0.34, 3.58)
1.11 (0.35, 3.55)
0.85 (0.32, 2.26)
0.29 (0.01, 6.41)
0.52 (0.13, 2.11)
0.47 (0.15, 1.47)
1.29 (0.31, 5.31)
2.68 (1.00, 7.14)
1.42 (0.96, 2.09)
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1.14 (0.93, 1.40)

%
Weight

6.39
2.00
1.54
1.96
0.94
3.26
13.75
7.40
7.80
3.64
3.14
3.18
5.18
1.14
3.25
5.32
1.90
2.88
25.34
100.00

.0134



GA VS GG by Cancer

Study %
ID OR (95% CI) Weight
Other !
Qing-hua (2007) —t— 1.31 (0.59, 2.89) 6.39
Xiao-mei (2014) * 1.26 (0.44, 3.63) 3.64
Wei (2014) * 1.11 (0.34,3.58) 3.14
Meng-xin (2015) ol 1.11 (0.35, 3.55) 3.18
Xiao-Ming (2016) + . 0.29 (0.01,6.41) 1.14
Wang (2017) -+ 1.29 (0.31,5.31) 1.90
Yang (2020) —_—— 1.42 (0.96, 2.09) 25.34
Subtotal (I-squared = 0.0%, p = 0.976) I<> 1.31(0.97,1.77) 44.73
. I
Esophageal cancer :
Warnecke-Eberz (2009) - 0.19 (0.02,2.02) 2.00
Xu-sheng (2010) o 1.34 (0.28,6.51) 1.54
He (2014) : 0.19 (0.06, 0.62) 7.80
Xian (2015) + | 0.85(0.32,2.26) 5.18
Xue (2017) + . 0.52 (0.13,2.11) 3.25
Xiujin (2017) * : 0.47 (0.15,1.47) 5.32
Subtotal (lI-squared = 15.5%, p = 0.314) <> : 0.50 (0.30,0.83) 25.08
. |
Rectal cancer :
Grimminger (2010) ¢ 1.09 (0.24,4.87) 1.96
Lamas (2010) . L 2.97 (0.58, 15.24) 0.94
Balboa (2010) — 1.81 (0.65, 5.01) 3.26
Cecchin (2011) —_—— 1.10 (0.63,1.93) 13.75
Paez (2011) —— 1.20 (0.57,2.54) 7.40
Nicosia (2018) i * 2.68 (1.00,7.14) 2.88
Subtotal (l-squared = 0.0%, p = 0.591) > 1.41 (0.99, 2.01) 30.19
|
Overall (I-squared = 19.1%, p = 0.222) «@ 1.14 (0.93, 1.40) 100.00
l
|
I I
.0134 1 74.7



Study
ID

SD+PD
Qing-hua (2007)
Paez (2011)

He (2014)

Wei (2014)

Xian (2015)
Xiao-Ming (2016)
Xiujin (2017)
Yang (2020)

Subtotal (I-squared = 48.3%, p = 0.060) <>

Grade 23

Warnecke-Eberz (2009)
Grimminger (2010)

Lamas (2010)
Balboa (2010)
Cecchin (2011)

Subtotal (lI-squared =6.1%, p =0.372)

Other

Xu-sheng (2010)
Xiao-mei (2014)
Meng-xin (2015)
Xue (2017)
Wang (2017)
Nicosia (2018)

Subtotal (lI-squared = 0.0%, p = 0.580)

Overall (lI-squared = 19.1%, p = 0.222)

GA VS GG by Cut-off

OR (95% Cl)

1.31 (0.59, 2.89)
1.20 (0.57, 2.54)
0.19 (0.06, 0.62)
1.11 (0.34, 3.58)
0.85 (0.32, 2.26)
0.29 (0.01, 6.41)
0.47 (0.15, 1.47)
1.42 (0.96, 2.09)
1.06 (0.81, 1.38)

0.19 (0.02, 2.02)
1.09 (0.24, 4.87)
2.97 (0.58, 15.24)
1.81 (0.65, 5.01)
1.10 (0.63, 1.93)
1.20 (0.78, 1.86)

1.34 (0.28, 6.51)
1.26 (0.44, 3.63)
1.11 (0.35, 3.55)
0.52 (0.13, 2.11)
1.29 (0.31, 5.31)
2.68 (1.00, 7.14)
1.34 (0.83, 2.19)

1.14 (0.93, 1.40)

%
Weight

6.39
7.40
7.80
3.14
5.18
1.14
5.32
25.34
61.71

2.00
1.96
0.94
3.26
13.75
21.91

1.54
3.64
3.18
3.25
1.90
2.88
16.39

100.00

.0134



GA VS GG by Treatment

Study
ID

RCT
Qing-hua (2007)

Warnecke-Eberz (2009)
Grimminger (2010)
Lamas (2010)

Balboa (2010)

Cecchin (2011)

Paez (2011)

Meng-xin (2015)

Xian (2015)

I
—_———
i
¥
¢
I
¢

— .
—

A

Xiao-Ming (2016)
Xue (2017)

Nicosia (2018)

Subtotal (lI-squared = 0.0%, p = 0.572)
RT

Xu-sheng (2010)

He (2014)
Xiao-mei (2014)
Wei (2014)
Yang (2020)
Subtotal (lI-squared = 60.7%, p = 0.038)

Other

Xiujin (2017)

Wang (2017)

Subtotal (lI-squared = 15.8%, p = 0.276)

Overall (lI-squared = 19.1%, p = 0.222)

OR (95% Cl)

1.31 (0.59, 2.89)
0.19 (0.02, 2.02)
1.09 (0.24, 4.87)
2.97 (0.58, 15.24)
1.81 (0.65, 5.01)
1.10 (0.63, 1.93)
1.20 (0.57, 2.54)
1.11 (0.35, 3.55)
0.85 (0.32, 2.26)
0.29 (0.01, 6.41)
0.52 (0.13, 2.11)
2.68 (1.00, 7.14)
1.19 (0.90, 1.59)

1.34 (0.28, 6.51)
0.19 (0.06, 0.62)
1.26 (0.44, 3.63)
1.11 (0.34, 3.58)
1.42 (0.96, 2.09)
1.15 (0.83, 1.58)

0.47 (0.15, 1.47)
1.29 (0.31, 5.31)
0.68 (0.28, 1.66)

1.14 (0.93, 1.40)

%
Weight

6.39
2.00
1.96
0.94
3.26
13.75
7.40
3.18
5.18
1.14
3.25
2.88
51.32

1.54
7.80
3.64
3.14
25.34
41.46

5.32
1.90
7.22

100.00

.0134



AA VS GG overall analysis

Study
ID

Qing-hua (2007)
Warnecke-Eberz (2009) *

Xu-sheng (2010)

Grimminger (2010) *
Lamas (2010) *
Balboa (2010) *
Cecchin (2011) —_——
Paez (2011)

He (2014) *
Xiao-mei (2014)

Wei (2014) *
Meng-xin (2015)

Xian (2015)

Xiao-Ming (2016) *

Xue (2017) € *
Xiujin (2017) *
Wang (2017)

Nicosia (2018)
Yang (2020)
Overall (l-squared = 61.0%, p = 0.000)

V

NOTE: Weights are from random effects analysis

OR (95% Cl)

1.71 (0.29, 9.89)
0.56 (0.17, 1.85)
7.17 (1.84, 27.93)
0.34 (0.12, 0.96)
0.84 (0.17, 4.22)
0.38 (0.04, 4.09)
0.60 (0.27, 1.30)
1.28 (0.39, 4.24)
0.15 (0.05, 0.43)
2.25 (0.45, 11.33)
0.79 (0.19, 3.28)
3.03 (0.49, 18.68)
2.79 (0.48, 16.33)
0.97 (0.04, 22.65)
0.10 (0.01, 0.62)
0.38 (0.02, 7.62)
0.87 (0.04, 16.92)
0.86 (0.21, 3.58)
2.19 (1.24, 3.86)
0.89 (0.53, 1.49)

%
Weight

4.65
6.51
5.93
7.11
5.07
3.22
8.19
6.53
7.11
5.07
5.72
4.48
4.63
2.12
4.36
2.30
2.33
5.69
8.98
100.00

I
.0149 1



Study
ID

Other

Qing-hua (2007)
Xiao-mei (2014)
Wei (2014)
Meng-xin (2015)

AA VS GG by Cancer

Xiao-Ming (2016)

Wang (2017)
Yang (2020)
Subtotal (I-squared = 0.0%, p = 0.873)

Esophageal cancer
Warnecke-Eberz (2009)
Xu-sheng (2010)

He (2014)
Xian (2015)

Xue (2017) € *

Xiujin (2017)
Subtotal (I-squared = 80.9%, p = 0.000)

Rectal cancer
Grimminger (2010)
Lamas (2010)
Balboa (2010)

L —l

Cecchin (2011)

Paez (2011)

Nicosia (2018)

Subtotal (I-squared = 0.0%, p = 0.667)

Overall (l-squared = 61.0%, p = 0.000)

NOTE: Weights are from random effects analysis

OR (95% Cl)

1.71 (0.29, 9.89)
2.25 (0.45, 11.33)
0.79 (0.19, 3.28)
3.03 (0.49, 18.68)
0.97 (0.04, 22.65)
0.87 (0.04, 16.92)
2.19 (1.24, 3.86)
1.91 (1.21, 3.01)

0.56 (0.17, 1.85)
7.17 (1.84, 27.93)
0.15 (0.05, 0.43)
2.79 (0.48, 16.33)
0.10 (0.01, 0.62)
0.38 (0.02, 7.62)
0.65 (0.15, 2.73)

0.34 (0.12, 0.96)
0.84 (0.17, 4.22)
0.38 (0.04, 4.09)
0.60 (0.27, 1.30)
1.28 (0.39, 4.24)
0.86 (0.21, 3.58)
0.63 (0.39, 1.02)

0.89 (0.53, 1.49)

%
Weight

4.65
5.07
5.72
4.48
212
2.33
8.98
33.35

6.51
5.93
7.1
4.63
4.36
2.30
30.84

7.1
5.07
3.22
8.19
6.53
5.69
35.82

100.00

I
.0149




AA VS GG by Cut-off

Study
ID

SD+PD
Qing-hua (2007)
Paez (2011)

He (2014) .

Wei (2014)
Xian (2015)
Xiao-Ming (2016)

Xiujin (2017)
Yang (2020)
Subtotal (lI-squared =67.2%, p = 0.003)

Grade 23
Warnecke-Eberz (2009)
Grimminger (2010)

____<>___

Lamas (2010)

Balboa (2010)
Cecchin (2011)
Subtotal (lI-squared = 0.0%, p = 0.878)

Other

Xu-sheng (2010)

Xiao-mei (2014)

Meng-xin (2015)

Xue (2017) € +

Wang (2017)
Nicosia (2018)
Subtotal (lI-squared =67.0%, p = 0.010)

Overall (lI-squared =61.0%, p = 0.000)

OR (95% Cl)

1.71 (0.29, 9.89)
1.28 (0.39, 4.24)
0.15 (0.05, 0.43)
0.79 (0.19, 3.28)
2.79 (0.48, 16.33)
0.97 (0.04, 22.65)
0.38 (0.02, 7.62)
2.19 (1.24, 3.86)
1.19 (0.81, 1.75)

0.56 (0.17, 1.85)
0.34 (0.12, 0.96)
0.84 (0.17, 4.22)
0.38 (0.04, 4.09)
0.60 (0.27, 1.30)
0.52 (0.31, 0.86)

7.17 (1.84, 27.93)
2.25 (0.45, 11.33)
3.03 (0.49, 18.68)
0.10 (0.01, 0.62)
0.87 (0.04, 16.92)
0.86 (0.21, 3.58)
1.35 (0.72, 2.51)

0.96 (0.73, 1.25)

%
Weight

1.87
4.46
15.48
4.06
1.48
0.74
1.73
15.58
45.41

6.60
11.32
2.98
2.31
15.58
38.79

1.34
1.76
0.98
6.96
0.92
3.84
15.80

100.00

.0149



AA VS GG by Treatment

Study
ID

RCT
Qing-hua (2007)
Warnecke-Eberz (2009)

Grimminger (2010)
Lamas (2010)

Balboa (2010)
Cecchin (2011)
Paez (2011)
Meng-xin (2015)
Xian (2015)

Xiao-Ming (2016)
Xue (2017) € ¢

Nicosia (2018)

Subtotal (I-squared =20.2%, p = 0.245)
RT

Xu-sheng (2010)

He (2014) *
Xiao-mei (2014)

Wei (2014)

Yang (2020)

Subtotal (lI-squared = 84.7%, p = 0.000)

Other
Xiujin (2017)

Wang (2017)

Subtotal (I-squared =0.0%, p = 0.701) =————

Overall (l-squared = 61.0%, p = 0.000)

NOTE: Weights are from random effects analysis

%
OR (95% CI) Weight

1.71 (0.29, 9.89) 4.65
0.56 (0.17, 1.85) 6.51
0.34 (0.12,0.96) 7.11
0.84 (0.17,4.22) 5.07
0.38 (0.04, 4.09) 3.22
0.60 (0.27, 1.30) 8.19
1.28 (0.39, 4.24) 6.53
3.03 (0.49, 18.68) 4.48
2.79 (0.48, 16.33) 4.63
0.97 (0.04, 22.65) 2.12
0.10 (0.01,0.62) 4.36
0.86 (0.21, 3.58) 5.69
0.73(0.46, 1.16) 62.57

717
0.15
2.25
0.79
219
1.30

1.84, 27.93) 5.93
0.05,0.43) 7.11
0.45,11.33) 5.07
0.19,3.28) 5.72
1.24,3.86) 8.98
0.36,4.63) 32.81

AN TN TN TN N N

0.38 (0.02,7.62) 2.30
0.87 (0.04, 16.92) 2.33
0.58 (0.07, 4.76) 4.62

0.89 (0.53, 1.49) 100.00

I
.0149




Study
ID

Sakano (2006)
Qing-hua (2007)
Warnecke-Eberz (2009)
Xu-sheng (2010)
Grimminger (2010)
Lamas (2010)
Balboa (2010)
Cecchin (2011)
Yoon (2011)
Paez (2011)
Yan-yan (2012)
He (2014)
Xiao-mei (2014)
Wei (2014)
Meng-xin (2015)
Xian (2015)
Xiao-Ming (2016)
Xue (2017)
Xiujin (2017)
Wang (2017)
Zhang (2017)
Zhang (2018)
Nicosia (2018)
Yang (2020)

GA+AA VS GG overall analysis

Overall (I-squared =48.8%, p = 0.004)

OR (95% ClI)

0.56 (0.16, 1.95)
1.36 (0.64, 2.89)
0.46 (0.15, 1.45)
3.28 (0.96, 11.20)
0.46 (0.17, 1.24)
1.53 (0.32, 7.27)
1.04 (0.41, 2.66)
0.94 (0.56, 1.60)
5.52 (1.06, 28.71)
1.21 (0.59, 2.49)
1.36 (0.46, 4.07)
0.17 (0.07, 0.42)
1.40 (0.50, 3.87)
0.98 (0.35, 2.73)
1.32 (0.44, 3.91)
1.06 (0.42, 2.65)
0.23 (0.01, 4.98)
0.30 (0.08, 1.11)
0.34 (0.10, 1.15)
1.06 (0.26, 4.34)
0.83 (0.25, 2.79)
1.15 (0.39, 3.37)
2.07 (0.82, 5.20)
1.59 (1.11, 2.27)
1.08 (0.90, 1.29)

%
Weight

2.94
4.88
3.63
1.29
5.04
1.08
3.59
11.95
0.59
5.66
2.31
7.71
2.67
3.09
2.37
3.71
0.93
3.36
4.04
1.56
2.42
2.60
2.64
19.94
100.00

.0105



GA+AA VS GG by Cancer

Study
ID

Other
Sakano (2006) *

Qing-hua (2007) —_——

Yan-yan (2012)

Xiao-mei (2014)

Wei (2014) *

Meng-xin (2015)

Xiao-Ming (2016) ¢

Wang (2017) ¢

Zhang (2017) *~—

Yang (2020)

Subtotal (I-squared = 0.0%, p = 0.826) <

Esophageal cancer
Warnecke-Eberz (2009) *

Xu-sheng (2010)
Yoon (2011)
He (2014) ¢

Xue (2017) .

Xian (2015) *
|

Xiujin (2017) ¢
Subtotal (I-squared = 76.6%, p = 0.000) <>

Rectal cancer
Grimminger (2010) ¢

Lamas (2010)
Balboa (2010)

Cecchin (2011)
Paez (2011)
Zhang (2018)

Nicosia (2018)
Subtotal (I-squared = 0.0%, p = 0.501)

Overall (I-squared = 48.8%, p = 0.004)

OR (95% CI)

0.56 (0.16, 1.95)
1.36 (0.64, 2.89)
1.36 (0.46, 4.07)
1.40 (0.50, 3.87)
0.98 (0.35, 2.73)
1.32 (0.44, 3.91)
0.23 (0.01, 4.98)
1.06 (0.26, 4.34)
0.83 (0.25, 2.79)
1.59 (1.11, 2.27)
1.32 (1.02, 1.70)

0.46 (0.15, 1.45)
3.28 (0.96, 11.20)
5.52 (1.06, 28.71)
0.17 (0.07, 0.42)
1.06 (0.42, 2.65)
0.30 (0.08, 1.11)
0.34 (0.10, 1.15)
0.69 (0.46, 1.02)

0.46 (0.17, 1.24)
1.53 (0.32, 7.27)
1.04 (0.41, 2.66)
0.94 (0.56, 1.60)
1.21 (0.59, 2.49)
1.15 (0.39, 3.37)
2.07 (0.82, 5.20)
1.05 (0.77, 1.44)

1.08 (0.90, 1.29)

%
Weight

2.94
4.88
2.31
2.67
3.09
2.37
0.93
1.56
2.42
19.94
43.11

3.63
1.29
0.59
7.71
3.71
3.36
4.04
24 .33

5.04
1.08
3.59
11.95
5.66
2.60
2.64
32.56

100.00

.0105

94.9



GA+AA VS GG by Cut-off

Study
ID

Other

Sakano (2006)
Xu-sheng (2010)
Yoon (2011)
Xiao-mei (2014)
Meng-xin (2015)
Xue (2017)

Wang (2017)

Zhang (2017)

Nicosia (2018)

Subtotal (I-squared =40.0%, p =0.101)

SD+PD
Qing-hua (2007)
Paez (2011)
Yan-yan (2012)
He (2014)

Wei (2014)
Xian (2015)
Xiao-Ming (2016)

Xiujin (2017)
Yang (2020)
Subtotal (lI-squared = 68.4%, p = 0.001)

Grade 23

Warnecke-Eberz (2009)

Grimminger (2010)

Lamas (2010)

Balboa (2010)

Cecchin (2011)

Zhang (2018)

Subtotal (I-squared = 0.0%, p = 0.587)

Overall (I-squared = 48.8%, p = 0.004)

OR (95% CI)

0.56 (0.16, 1.95)
3.28 (0.96, 11.20)
5.52 (1.08, 28.71)
1.40 (0.50, 3.87)
1.32 (0.44, 3.91)
0.30 (0.08, 1.11)
1.06 (0.26, 4.34)
0.83 (0.25, 2.79)
2.07 (0.82, 5.20)
1.32 (0.90, 1.92)

1.36 (0.64, 2.89)
1.21 (0.59, 2.49)
1.36 (0.46, 4.07)
0.17 (0.07, 0.42)
0.98 (0.35, 2.73)
1.06 (0.42, 2.65)
0.23 (0.01, 4.98)
0.34 (0.10, 1.15)
1.59 (1.11, 2.27)
1.11 (0.87, 1.42)

0.46 (0.15, 1.45)
0.46 (0.17, 1.24)
1.53 (0.32, 7.27)
1.04 (0.41, 2.66)
0.94 (0.56, 1.60)
1.15 (0.39, 3.37)
0.85 (0.59, 1.21)

1.08 (0.90, 1.29)

%
Weight

2.94
1.29
0.59
2.67
2.37
3.36
1.56
242
2.64
19.83

4.88
5.66
2.31
7.71
3.09
3.71
0.93
4.04
19.94
52.28

3.63
5.04
1.08
3.59
11.95
2.60
27.88

100.00

.0105

94.9



GA+AA VS GG by Treatment

Study
ID

RCT

Sakano (2006)
Qing-hua (2007)
Warnecke-Eberz (2009)
Grimminger (2010)
Lamas (2010)
Balboa (2010)
Cecchin (2011)
Yoon (2011)

Paez (2011)
Yan-yan (2012)
Meng-xin (2015)
Xian (2015)
Xiao-Ming (2016)

Xue (2017)

Zhang (2018)
Nicosia (2018)
Subtotal (lI-squared = 14.0%, p = 0.293)
RT

Xu-sheng (2010)
He (2014)

Xiao-mei (2014)

Wei (2014)

Zhang (2017)

Yang (2020)

Subtotal (l-squared = 78.4%, p = 0.000)

Other

Xiujin (2017)

Wang (2017)

Subtotal (lI-squared = 30.6%, p = 0.230)

Overall (I-squared =48.8%, p = 0.004)

OR (95% Cl)

0.56 (0.16, 1.95)
1.36 (0.64, 2.89)
0.46 (0.15, 1.45)
0.46 (0.17, 1.24)
1.53 (0.32, 7.27)
1.04 (0.41, 2.66)
0.94 (0.56, 1.60)
5.52 (1.06, 28.71)
1.21 (0.59, 2.49)
1.36 (0.46, 4.07)
1.32 (0.44, 3.91)
1.06 (0.42, 2.65)
0.23 (0.01, 4.98)
0.30 (0.08, 1.11)
1.15 (0.39, 3.37)
2.07 (0.82, 5.20)
1.03 (0.81, 1.30)

3.28 (0.96, 11.20)
0.17 (0.07, 0.42)
1.40 (0.50, 3.87)
0.98 (0.35, 2.73)
0.83 (0.25, 2.79)
1.59 (1.11, 2.27)
1.24 (0.93, 1.64)

0.34 (0.10, 1.15)
1.06 (0.26, 4.34)
0.54 (0.21, 1.35)

1.08 (0.90, 1.29)

%
Weight

2.94
4.88
3.63
5.04
1.08
3.59
11.95
0.59
5.66
2.31
2.37
3.71
0.93
3.36
2.60
2.64
57.28

1.29
7.71
2.67
3.09
242
19.94
37.12

4.04
1.56
5.60

100.00

.0105




Supplementary File 4

Overall and subgroup analyses for association between XRCC1 rs25487 and side effects.
The genetic model includes heterozygote model (GA vs GG), homozygote model (AA vs GG),
and dominant model (GA+AA vs GG). The subgroup includes types of acute/late, cancer,

cut-off, side effects, and treatment.
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Mei-ling (2016)
Mumbrekar (2016)
Wang (2017)
Wang (2017)
Chen (2017)

Xiao-Ming

Xiao-Ming

Chen (2017)
Du (2018)
Yang (2020)
Xie (2020)

Overall (I-squared = 40.4%, p = 0.001)

GA VS GG overall analysis

OR (95% Cl)

0.58 (0.32, 1.06)
1.04 (0.61, 1.76)
5.94 (1.18, 29.95)
1.04 (0.65, 1.69)
0.65 (0.15, 2.79)
0.71 (0.1, 4.41)
1.09 (0.33, 3.58)
0.78 (0.25, 2.46)
1.18 (0.75, 1.85)
1.18 (0.75, 1.85)
1.56 (0.83, 2.92)
2.94 (0.76, 11.34)
0.67 (0.18, 2.51)
1.05 (0.54, 2.03)
1.07 (0.56, 2.04)
0.61(0.29, 1.27)
1.48 (0.37, 5.96)
2.33(0.92, 5.84)
1.88 (0.42, 8.44)
3.85 (1.39, 10.63)
3.93 (1.03, 15.00)
0.84 (0.52, 1.36)
1.38 (0.53, 3.58)
0.99 (0.57, 1.69)
2.65 (1.04, 6.73)
2.11(0.95, 4.66)
1.40 (0.45, 4.32)
1.33 (0.63, 2.81)
)
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8.63 (1.00, 74.43)
1.99 (0.73, 5.43)
0.68 (0.21, 2.21)
0.86 (0.26, 2.87)
1.24 (0.35, 4.44)
)
2

(
0.71(0.28, 1.81

(

(

1.60 (0.41, 6.26
1.81(0.23, 14.12)
1.23 (0.41, 3.71)
1.53 (0.50, 4.66)
1.14 (0.36, 3.62)
1.59 (0.52, 4.84)
3.65 (0.60, 22.01)
3.65 (0.60, 22.01)
1.20 (0.39, 3.67)
3.83 (1.70, 8.65)
4.84 (2.14, 10.94)
0.82 (0.37, 1.83)
1.17 (0.57, 2.40)
1.29 (0.59, 2.84)
0.46 (0.20, 1.05)
0.64 (0.29, 1.45)
0.75(0.37, 1.53)
1.54 (1.03, 2.30)
0.65 (0.32, 1.28)
1.17 (1.05, 1.30)

%
Weight

4.41
4.21
0.23
5.09
0.70
0.43
0.81
1.02
5.41
5.41
2.52
0.39
0.83
2.66
278
2.83
0.51
0.92
0.38
0.62
0.34
5.56
1.1
4.14
0.83
1.30
0.82
1.83
1.69
1.45
1.56
0.77
3.25
0.12
0.84
1.05
0.89
0.67
0.50
0.20
0.89
0.78
0.85
0.76
0.20
0.20
0.88
0.92
0.88
2.08
2.15
1.65
2.66
2.24
2.74
5.90
3.15
100.00

.0134

O ——

74.4



Study

Late

Moullan (2003)
Giotopoulos (2007)
Alsbeih (2008)
Burri (2008)

Burri (2008)

Burri (2008)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Alsbeih (2010)
Langsenlehner (2011)
Cheuk (2014)
Alsbeih (2014)
Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)

Subtotal (I-squared =22.4%, p = 0.169)

Acute
Chang-Claude (2005)
Suga (2007)
Popanda (2009)
Liging (2010)
Ishikawa (2010)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Raabe (2012)
Terrazzino (2012)
Haijun (2013)
Haijun (2013)
Zhu (2013)

Zhu (2013)
Venkatesh (2014)
Venkatesh (2014)
Meng-xin (2015)
Meng-xin (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mei-ling (2016)
Mei-ling (2016)
Mumbrekar (2016)
Wang (2017)
Wang (2017)
Chen (2017)
Chen (2017)

Xie (2020)

Subtotal (I-squared = 47.3%, p = 0.002)

Unknown
Ming (2011)
Tucker (2013)
Du (2018)
Yang (2020)

Subtotal (I-squared = 52.8%, p = 0.096)

Overall (I-squared =40.4%, p = 0.001)

GA VS GG by Acute/Late

L 4

OR (95% Cl)

0.58 (0.32, 1.06)
5.94 (1.18, 29.95)
0.65 (0.15, 2.79)
0.71(0.11, 4.41)
1.09 (0.33, 3.58)
0.78 (0.25, 2.46)
1.18 (0.75, 1.85)
1.18 (0.75, 1.85)
2.94 (0.76, 11.34)
0.67 (0.18, 2.51)
0.84 (0.52, 1.36)
1.24 (0.52, 2.92)
0.27 (0.11,0.68)
0.68 (0.21,2.21)
0.86 (0.26, 2.87)
1.24 (0.35, 4.44)
1.60 (0.41, 6.26)
1.81(0.23, 14.12)
1.59 (0.52, 4.84)
3.65 (0.60, 22.01)
3.65 (0.60, 22.01)
1.20 (0.39, 3.67)
1.00 (0.83, 1.20)

1.04 (0.61, 1.76)
1.04 (0.65, 1.69)
1.56 (0.83, 2.92)
1.05 (0.54, 2.03)
1.07 (0.56, 2.04)
1.48 (0.37, 5.96)
2.33(0.92, 5.84)
1.88 (0.42, 8.44)
3.85 (1.39, 10.63)
3.93 (1.03, 15.00)
1.38 (0.53, 3.58)
0.99 (057, 1.69)
265 (1.04, 6.73)
2.11(0.95, 4.66)
1.33(0.63, 2.81)
0.71(0.28, 1.81)
0.42(0.15, 1.19)
1.34 (0.42, 4.29)
8.63 (1.00, 74.43)
1.99 (0.73, 5.43)
1.23 (0.41,3.71)
1.53 (0.50, 4.66)
1.14 (0.36, 3.62)
3.83 (1.70, 8.65)
4.84 (2.14, 10.94)
0.82 (0.37, 1.83)
1.17 (0.57, 2.40)
1.29 (0.59, 2.84)
0.46 (0.20, 1.05)
0.64 (0.29, 1.45)
0.65 (0.32, 1.28)
1.28 (1.11, 1.48)

0.61(0.29, 1.27)
1.40 (0.45, 4.32)
0.75 (0.37, 1.53)
1.54 (1.03, 2.30)
1.14 (0.84, 1.54)

1.17 (1.05, 1.30)

Weight

441
0.23
0.70
043
0.81
1.02

5.41
0.39
0.83
5.56
1.45
3.25
1.05
0.89
0.67
0.50
0.20
0.76
0.20
0.20
0.88
35.24

421
5.09
2.52
266
278
0.51
0.92
0.38
0.62
0.34

1.1

0.83
1.30
1.83
1.69
1.56
0.77
0.12
0.84
0.89
0.78
0.85
0.92
0.88
2.08
215
1.65
2.66
224
3.15

52.47

2.83
0.82
274
5.90

12.30

100.00

.0134

74.4



GA VS GG by Cancer

Study %
D OR (95% Cl) Weight
Breast cancer 1

Moullan (2003) ——— 0.58 (0.32, 1.06) 241
Chang-Claude (2005) —— 1.04 (0.61, 1.76) 421
Giotopoulos (2007) ¢ 5.94 (1.18, 29.95) 023
Suga (2007) —— 1.04 (0.65, 1.69) 5.09
Falvo (2009) + 1.18 (0.75, 1.85) 541
Chang-Claude (2009) Y 1.18 (0.75, 1.85) 5.41
Zschenker (2010) ~ 2.94(0.76, 11.34) 039
Liging (2010) _‘_ 1.05 (0.54, 2.03) 2,66
Raabe (2012) —— 1.38 (0.53, 3.58) 111
Terrazzino (2012) —— 099 (057, 1.69) 414
Mumbrekar (2016) —‘— 0.82(0.37, 1.83) 2.08

Subtotal (I-squared = 13.9%, p = 0.312) Q 1.07 (0.89, 1.28) 35.15
|

Head and neck cancer 1

Alsbeih (2008) ‘ T 0.65(0.15, 2.79) 0.70

Alsbeih (2010) ‘ ; 0.67 (0.18, 2.51) 0.83

Pratesi (2011) " ‘ 1.48 (0.37, 5.96) 0.51

Pratesi (2011) - -|—‘_ 2.33(0.92, 5.84) 0.92

Pratesi (2011) 1 ‘ 1.88 (0.42, 8.44) 0.38
|

Pratesi (2011) _‘_ 3.85 (1.39, 10.63) 0.62
1

Pratesi (2011) : ‘ 3.93 (1.03, 15.00) 0.34

Haijun (2013) 1_‘_ 265 (1.04, 6.73) 083
Haijun (2013) -_‘_ 2.11(0.95, 4.66) 1.30
Cheuk (2014) ———— 1.24 (052, 2.92) 145
Venkatesh (2014) _‘— p— 0.42(0.15, 1.19) 156

Venkatesh (2014) ¢ 1.34 (0.42, 4.29) 077

Alsbeih (2014) _‘_ . 0.27 (0.11, 0.68) 3.25
|

Meng-xin (2015) T . 8.63 (1.00, 74.43) 0.12

Meng-xin (2015) e — 199 (0.73, 5.43) 0.84
Xiao-Ming (2016) ———— 123 (0.41,3.71) 0.89
Xiao-Ming (2016) ——— — 153 (0.50, 4.66) 0.78

Xiao-Ming (2016) ¢ 1.14 (0.36, 3.62) 085
Xiao-Ming (2016) & 159 (0.52, 4.84) 076
Xiao-Ming (2016) L < 3.65(0.60, 22.01) 0.20
Xiao-Ming (2016) ] ¢ 3.65 (060, 22.01) 0.20
Xiao-Ming (2016) ¢ 120 (0.39, 3.67) 0.88

Wang (2017) e — 1.17 (0.57, 2.40) 215
Wang (2017) ————— 1.29 (0.59, 2.84) 1.65

Chen (2017) e — 046 (0.20, 1.05) 266

Chen (2017) ————— 064 (0.29, 1.45) 224

Subtotal (I-squared = 45.2%, p = 0.007) o 1.25(1.03, 1.52) 27.65
|

Prostate cancer 1

Burri (2008) ‘ ! 0.71 (0.1, 4.41) 0.43

Burri (2008) < 1.09 (0.3, 3.58) 0.81

Burri (2008) ¢ 078 (0.25, 2.46) 1.02

Popanda (2009) i — 1.56 (0.83, 2.92) 252
Langsenlehner (2011) —— 0.84 (0.52, 1.36) 556

Subtotal (I-squared = 0.0%, p = 0.600) o 1.03(0.73, 1.44) 10.34

Other

Ishikawa (2010) B 1.07 (0.56, 2.04) 278
Zhu (2013) e — 133 (063, 2.81) 1.83
Zhu (2013) e 0.71(0.28, 1.81) 1.69
Mei-ling (2016) (1 e — 3.83 (1.70, 8.65) 092
Mei-ling (2016) | —— 484 (2.14,10.94) 0.88
Du (2018) e — 0.75 (0.37, 1.53) 274

Subtotal (I-squared = 75.3%, p = 0.001) <> 1,52 (1.13, 2.04) 10.85
1
Non-small cell lung cancer !
Ming (2011) ———— -L 061(0.29, 1.27) 283
Tucker (2013) ‘ 1.40 (0.45, 4.32) 0.82
Wei (2015) $ ' 068 (021, 2.21) 1.05
Wei (2015) — 0.86 (0.26, 2.87) 089
Wei (2015) < 1.24 (0.35, 4.44) 0.67
Wei (2015) ek ‘ 1.60 (0.41, 6.26) 0.50
Wei (2015) L 1.81(0.23, 14.12) 020
Yang (2020) —p— 1.54 (1.03, 2.30) 5.90
Xie (2020) e — 065 (0.32, 1.28) 315
Subtotal (l-squared = 10.7%, p = 0.345) <> 1.09 (0.83, 1.42) 16.01

|
Overall (I-squared = 40.4%, p = 0.001) 0 1.17 (1.05, 1.30) 100.00
|
1
1
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GA VS GG by Cut-off

Study %
D OR (95% Cl) Weight
1
Other |
Moullan (2003) ——— 0.58 (0.32, 1.06) 441
Giotopoulos (2007) ¢ 5.94 (1.18, 29.95) 0.23
Chang-Claude (2009) + 1.18 (0.75, 1.85) 5.41
Cheuk (2014) _‘_ 1.24 (0.52, 2.92) 1.45
Venkatesh (2014) _‘_I- 0.42(0.15, 1.19) 1.56
Venkatesh (2014) ¢ 1.34 (0.42, 4.29) 0.77
Xie (2020) —‘—I 0.65 (0.32, 1.28) 3.15
Subtotal (I-squared = 52.3%, p = 0.050) <> 0.93 (0.71, 1.22) 16.98
[
Grade 22
Chang-Claude (2005) —— 1.04 (0.61, 1.76) 4.21
Suga (2007) —— 1.04 (0.65, 1.69) 5.09
Alsbeih (2008) ¢ 0.65 (0.15, 2.79) 0.70
Burri (2008) —r 0.71 (0.11, 4.41) 0.43
Burri (2008) ¢ 1.09 (0.33, 3.58) 0.81
Burri (2008) ¢ 0.78 (0.25, 2.46) 1.02
Falvo (2009) —— 1.18 (0.75, 1.85) 5.41
Zschenker (2010) ‘ 2.94 (0.76, 11.34) 0.39
Alsbeih (2010) ¢ 0.67 (0.18, 2.51) 0.83
Liging (2010) e — 1.05 (0.54, 2.03) 266
Ishikawa (2010) —— 1.07 (0.56, 2.04) 278
Ming (2011) —.— 0.61(0.29, 1.27) 2.83
Pratesi (2011) o 1.48 (0.37, 5.96) 0.51
Pratesi (2011) o J—‘— 2.33(0.92, 5.84) 0.92
1
Pratesi (2011) T ¢ 1.88 (0.42, 8.44) 0.38
Pratesi (2011) —— — 3.85(1.39, 10.63) 0.62
Pratesi (2011) ¢ 3.93 (1.03, 15.00) 0.34
Langsenlehner (2011) —.— 0.84 (0.52, 1.36) 5.56
Raabe (2012) _‘_ 1.38 (0.53, 3.58) 1.1
Terrazzino (2012) —‘— 0.99 (0.57, 1.69) 4.14
Zhu (2013) ——— 1.33(0.63, 2.81) 1.83
Zhu (2013) _‘I_ 0.71(0.28, 1.81) 1.69
Wei (2015) ¢ - 0.68 (0.21, 2.21) 1.05
Wei (2015) > 0.86 (0.26, 2.87) 0.89
Wei (2015) ¢ 1.24 (0.35, 4.44) 0.67
Wei (2015) i - 1.60 (0.41, 6.26) 0.50
Wei (2015) l ¢ 1.81(0.23, 14.12) 0.20
Xiao-Ming (2016) ¢ 1.23 (0.41,3.71) 0.89
Xiao-Ming (2016) ¢ 1.53 (0.50, 4.66) 0.78
Xiao-Ming (2016) ¢ 1.14 (0.36, 3.62) 0.85
Xiao-Ming (2016) —t 1.59 (0.52, 4.84) 0.76
Xiao-Ming (2016) 4 ¢ 3.65 (0.60, 22.01) 0.20
Xiao-Ming (2016) | ¢ 3.65 (0.60, 22.01) 0.20
Xiao-Ming (2016) ¢ 1.20 (0.39, 3.67) 0.88
Mei-ling (2016) | | _‘_ 3.83(1.70, 8.65) 0.92
Mei-ling (2016) e — 4.84 (2.14,10.94) 0.88
Mumbrekar (2016) _._ 0.82(0.37, 1.83) 2.08
Wang (2017) —— 1.29 (0.59, 2.84) 1.65
Chen (2017) _‘—r 0.46 (0.20, 1.05) 2.66
Chen (2017) _._1 0.64 (0.29, 1.45) 224
Du (2018) — — 0.75 (0.37, 1.53) 2.74
Yang (2020) ——— 1.54 (1.03, 2.30) 5.90
Subtotal (l-squared = 29.2%, p = 0.042) o 1.19 (1.05, 1.35) 71.20
v
Grade 23 :
Popanda (2009) et — 1.56 (0.83, 2.92) 2.52
Haijun (2013) ¢ 2.65 (1.04, 6.73) 0.83
1
Haijun (2013) -* 2.11 (0.95, 4.66) 1.30
Tucker (2013) ¢ 1.40 (0.45, 4.32) 0.82
Alsbeih (2014) ——— | 0.27 (0.11, 0.68) 3.25
Meng-xin (2015) L ¢ 8.63 (1.00, 74.43) 0.12
1
Meng-xin (2015) —— 1.99 (0.73, 5.43) 0.84
Wang (2017) e — 1.17 (0.57, 2.40) 2.15
Subtotal (I-squared = 63.1%, p = 0.008) 0 1.36 (1.02, 1.83) 11.82
1
Overall (I-squared = 40.4%, p = 0.001) o 1.17 (1.05, 1.30) 100.00
1
1
0134 1 74.4



Study

Other

Moullan (2003)
Burri (2008)
Burri (2008)
Burri (2008)
Popanda (2009)
Ishikawa (2010)
Ming (2011)
Pratesi (2011)
Langsenlehner (2011)
Tucker (2013)
Zhu (2013)

Zhu (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mei-ling (2016)
Mei-ling (2016)
Du (2018)

Yang (2020)

Xie (2020)

Subtotal (I-squared = 46.6%, p = 0.008)

Skin toxicity
Chang-Claude (2005)
Suga (2007)
Liging (2010)
Pratesi (2011)
Pratesi (2011)
Raabe (2012)
Terrazzino (2012)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mumbrekar (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared = 19.0%, p = 0.232)

Soft tissue injury
Giotopoulos (2007)
Alsbeih (2008)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Alsbeih (2010)
Cheuk (2014)
Alsbeih (2014)

Subtotal (I-squared = 57.9%, p = 0.020)

Mucositis

Pratesi (2011)
Pratesi (2011)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared = 31.6%, p = 0.166)

Overall (I-squared = 40.4%, p = 0.001)

GA VS GG by Side effects

OR (95% Cl)

0.58 (0.32, 1.06)
0.71 (0.1, 4.41)
1.09 (0.33, 3.58)
0.78 (0.25, 2.46)
1.56 (0.83, 2.92)
1.07 (0.56, 2.04)
0.61(0.29, 1.27)
1.48 (0.37, 5.96)
0.84 (0.52, 1.36)
1.40 (0.45, 4.32)
1.33 (0.63, 2.81)
0.71(0.28, 1.81)
0.86 (0.26, 2.87)
1.24 (0.35, 4.44)
1.60 (0.41, 6.26)
1.81(0.23, 14.12)
1.14 (0.36, 3.62)
3.65 (0.60, 22.01)
3.83 (1.70, 8.65)
4.84 (2.14,10.94)
0.75 (0.37, 1.53)
1.54 (1.03, 2.30)
0.65 (0.32, 1.28)

1.16 (0.99, 1.36)

1.04 (0.61, 1.76)
1.04 (0.65, 1.69)
1.05 (0.54, 2.03)
2.33(0.92, 5.84)
1.88 (0.42, 8.44)
1.38 (0.53, 3.58)
0.99 (0.57, 1.69)
265 (1.04, 6.73)
0.42 (0.15, 1.19)
8.63 (1.00, 74.43)
0.68 (0.21, 2.21)
1.23 (0.41,3.71)
1.59 (0.52, 4.84)
1.20 (0.39, 3.67)
0.82(0.37, 1.83)
1.29 (0.59, 2.84)
0.46 (0.20, 1.05)
1.10 (091, 1.33)

5.94 (1.18, 29.95)
0.65 (0.15, 2.79)
1.18 (0.75, 1.85)
1.18 (0.75, 1.85)
2.94(0.76, 11.34)
0.67 (0.18, 2.51)
1.24 (0.52, 2.92)
0.27 (0.11, 0.68)
1.07 (0.83, 1.38)

3.85(1.39, 10.63)
3.93 (1.03, 15.00)
211 (0.95, 4.66)
1.34 (0.42, 4.29)
1.99 (0.73, 5.43)
1.53 (0.50, 4.66)
3.65 (0.60, 22.01)
1.17 (057, 2.40)
0.64 (0.29, 1.45)
1.63 (1.18, 2.24)

1.17 (1.05, 1.30)

%

Weight

4.41

043

1.02
252

278

5.56
0.82
1.83
1.69
0.89
0.67

0.20
0.85
0.20

42.11

266
0.92

0.38

4.14
0.83

1.56

1.05
0.89
0.76

2.08
1.65
266

30.99

3.25

17.67

0.62
0.34
1.30

224
9.23

100.00

.0134

74.4



GA VS GG by Treatment

Study

RT 1
Moullan (2003) —‘—
Chang-Claude (2005) L s
Suga (2007) e s
Chang-Claude (2009) —‘—
Popanda (2009) —‘_
Liging (2010) e —

e —

-

Ishikawa (2010)

Pratesi (2011)

Pratesi (2011)

Wei (2015) :‘:
Wei (2015) ——r
Wei (2015) :‘:

Wei (2015)

Wei (2015) o
-

Mei-ling (2016)

|
Mei-ling (2016) |
Du (2018) e —
Yang (2020) ——
<O

Subtotal (I-squared = 50.0%, p = 0.008)

RCT I
|

Giotopoulos (2007) :‘:

Pratesi (2011) ¢

Pratesi (2011)

Pratesi (2011) . _+_

Xiao-Ming (2016)

——
Xiao-Ming (2016) ——
——
——

_{.

Xiao-Ming (2016)

Xiao-Ming (2016)

Xiao-Ming (2016) -4~
-

Xiao-Ming (2016) -

Xiao-Ming (2016) ——

Chen (2017) —q—r 1
Chen (2017) *h

Xie (2020) ——

Subtotal (I-squared = 47.6%, p = 0.024)

RT+RCT

|

|
Alsbeih (2008) —=— T
Alsbeih (2010) o o
Haijun (2013) .|—+_
Haijun (2013) o J+—
Tucker (2013)
Zhu (2013) e —
Zhu (2013) _*—
Cheuk (2014) _b—
Venkatesh (2014) _+— p—
Venkatesh (2014) ——
Alsbeih (2014) — — 1

Meng-xin (2015)

Meng-xin (2015)

1
e EE—
Mumbrekar (2016) e —
1
1

Wang (2017)
Wang (2017)

Subtotal (I-squared = 43.2%, p = 0.034)

Other

1

Burri (2008)

Burri (2008)

Burri (2008)
Falvo (2009)

Zschenker (2010)

Langsenlehner (2011)

—
—
——
Ming (2011) e —
B s

Terrazzino (2012)

Raabe (2012) #—

Subtotal (I-squared = 0.0%, p = 0.655)

OR (95% Cl)

0.58 (0.32, 1.06)
1.04 (0.61, 1.76)
1.04 (0.65, 1.69)
1.18 (0.75, 1.85)
1.56 (0.83, 2.92)
1.05 (0.54, 2.03)
1.07 (0.56, 2.04)
1.88 (0.42, 8.44)
3.93 (1.03, 15.00)
0.68 (0.21, 2.21)
0.86 (0.26, 2.87)
1.24 (0.35, 4.44)
1.60 (0.41, 6.26)
1.81(0.23, 14.12)
3.83 (1.70, 8.65)
4.84 (2.14,10.94)
0.75 (0.37, 1.53)
1.54 (1.03, 2.30)
1.27 (1.08, 1.49)

5.94 (1.18, 29.95)
1.48 (0.37, 5.96)
233 (0.92, 5.84)
3.85(1.39, 10.63)
1.23 (0.41,3.71)
1.53 (0.50, 4.66)
1.14 (0.36, 3.62)
1.59 (0.52, 4.84)
3.65 (0.60, 22.01)
3.65 (0.60, 22.01)
1.20 (0.39, 3.67)
0.46 (0.20, 1.05)
0.64 (0.29, 1.45)
0.65(0.32,1.28)

1.23 (0.94, 1.61)

0.65 (0.1, 2.79)
0.67 (0.18, 2.51)
2.65 (1.04, 6.73)
2.1 (0.95, 4.66)
1.40 (0.45, 4.32)
1.33 (0.63, 2.81)
0.71 (0.28, 1.81)
1.24 (0.52, 2.92)
0.42 (0.15, 1.19)
1.34 (0.42, 4.29)
0.27 (0.11, 0.68)
8.63 (1.00, 74.43)
1.99 (0.73, 5.43)
0.82 (0.37, 1.83)
1.17 (057, 2.40)
1.29 (0.59, 2.84)
1.11 (0.8, 1.39)

0.71 (0.11, 4.41)
1.09 (0.33, 3.58)
0.78 (0.25, 2.46)
1.18 (0.75, 1.85)
2.94(0.76, 11.34)
0.61(0.29, 1.27)
0.84 (0.52, 1.36)
1.38 (0.53, 3.58)
0.99 (0.57, 1.69)
0.99 (0.78, 1.25)

1.17 (1.05, 1.30)

%

Weight

5.41
252

266

0.38
0.34

1.05

0.67
0.50
0.20

0.88
274
5.90

4155

14.87

0.83
1.30
0.82
1.83
1.69
1.45

1.56

3.25
0.12

0.84

215
1.65

21.86

043
0.81
1.02

4.14

21.71

100.00

: 1
Overall (I-squared = 40.4%, p = 0.001) 0
I
1
1

.0134

74.4



AA VS GG overall analysis

Study %
ID OR (95% Cl) Weight
Moullan (2003) B e — 0.72(0.30, 1.76) 3.65
Chang-Claude (2005) e — 0.95 (0.43, 2.07) 4.40
Giotopoulos (2007) ¢ 7.33 (1.15, 46.66) 0.25
Suga (2007) ————— 1 0.13 (0.04, 0.36) 6.44
Alsbeih (2008) < 0.12 (0.01, 2.41) 1.18
Burri (2008) < 3.00 (0.27, 32.87) 0.19
Burri (2008) L < 1.43 (0.15, 13.65) 0.38
Burri (2008) ¢ 0.22 (0.01, 4.49) 0.86
Falvo (2009) —— 0.71(0.36, 1.42) 6.73
Chang-Claude (2009) —— 0.71(0.36, 1.42) 6.73
Popanda (2009) —— 0.70 (0.22, 2.17) 259
Zschenker (2010) ¢ 3.13 (0.69, 14.08) 0.61
Alsbeih (2010) ¢ . 0.09 (0.00, 1.76) 1.52
Liging (2010) ——— 0.89 (0.30, 2.66) 2.32
Ishikawa (2010) ——— 1.12 (0.36, 3.43) 1.91
Ming (2011) e — 0.40 (0.17, 0.95) 5.61
Pratesi (2011) ¢ 1.72 (0.35, 8.54) 0.73
Pratesi (2011) —'—0— 2.11(0.70, 6.38) 1.41
Pratesi (2011) < 1.04 (0.20, 5.45) 0.92
Pratesi (2011) e ] 2.03 (0.66, 6.27) 1.48
Pratesi (2011) < 4.29 (0.63, 29.23) 0.34
Langsenlehner (2011) ——— 0.96 (0.49, 1.92) 5.61
Raabe (2012) —— — 0.89 (0.26, 3.08) 1.79
Terrazzino (2012) ——— 1.16 (0.52, 2.60) 3.66
Haijun (2013) ¢ 0.27 (0.01, 4.97) 0.91
Haijun (2013) < 0.50 (0.10, 2.60) 1.51
Tucker (2013) B . — 2.53 (0.81, 7.85) 1.35
Zhu (2013) ¢ 1.68 (0.40, 6.99) 0.88
Zhu (2013) ¢ 1.32(0.26, 6.73) 0.79
Cheuk (2014) ¢ 0.56 (0.06, 4.99) 0.84
Venkatesh (2014) —— 0.64 (0.23, 1.77) 2.99
Venkatesh (2014) ——— — 1.19 (0.37, 3.83) 1.75
Alsbeih (2014) ¢ 0.46 (0.12, 1.77) 235
Meng-xin (2015) i ¢ 23.60 (1.81, 307.80) 0.05
Meng-xin (2015) I ¢ 2.60 (0.43, 15.74) 0.40
Wei (2015) ¢ 0.89 (0.22, 3.53) 1.44
Wei (2015) ¢ 1.47 (0.32, 6.69) 0.96
Wei (2015) ¢ 0.27 (0.06, 1.15) 2.36
Wei (2015) ¢ 0.42 (0.04, 3.92) 0.96
Wei (2015) ¢ : 0.51(0.02, 11.52) 0.44
Xiao-Ming (2016) ¢ 2.71(0.43, 16.96) 0.48
Xiao-Ming (2016) < 1.88 (0.30, 11.73) 0.59
Xiao-Ming (2016) ¢ 7.56 (0.39, 145.81) 0.18
Zhai (2016) ¢ 3.50 (0.56, 22.03) 0.41
Zhai (2016) 0 0.97 (0.04, 22.65) 0.27
Zhai (2016) 0- 0.97 (0.04, 22.65) 0.27
Zhai (2016) | ¢ 1.47 (0.24, 9.21) 0.66
Mei-ling (2016) —— 11.00 (3.46, 34.98) 0.51
Mei-ling (2016) ¢ 8.42 (1.81,39.11) 0.53
Mumbrekar (2016) — — 0.89 (0.26, 3.03) 1.84
Wang (2017) ¢ 0.56 (0.10, 3.15) 1.22
Wang (2017) ¢ 0.58 (0.07, 5.16) 0.82
Chen (2017) < 0.14 (0.02, 1.21) 2.19
Chen (2017) ¢ 0.86 (0.19, 3.81) 1.23
Du (2018) ¢ 0.61(0.15, 2.51) 1.75
Yang (2020) 1.99 (1.01, 3.90) 3.78
Xie (2020) ——— 2.75(1.11, 6.81) 1.98
Overall (I-squared = 44.5%, p = 0.000) 1.05 (0.90, 1.23) 100.00
| | |
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Study

Late

Moullan (2003)
Giotopoulos (2007)
Alsbeih (2008)
Burri (2008)

Burri (2008)

Burri (2008)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Alsbeih (2010)
Langsenlehner (2011)
Cheuk (2014)
Alsbeih (2014)
Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Zhai (2016)

Zhai (2016)

Zhai (2016)

Zhai (2016)

Subtotal (I-squared = 3.6%, p = 0.412)

Acute
Chang-Claude (2005)
Suga (2007)
Popanda (2009)
Liging (2010)
Ishikawa (2010)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Raabe (2012)
Terrazzino (2012)
Haijun (2013)
Haijun (2013)
Zhu (2013)

Zhu (2013)
Venkatesh (2014)
Venkatesh (2014)
Meng-xin (2015)
Meng-xin (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mei-ling (2016)
Mei-ling (2016)
Mumbrekar (2016)
Wang (2017)
Wang (2017)
Chen (2017)
Chen (2017)

Xie (2020)
Subtotal (I-squared =53.0%, p = 0.000)

Unknown
Ming (2011)
Tucker (2013)
Du (2018)
Yang (2020)

Subtotal (I-squared = 72.6%, p = 0.012)

Overall (I-squared = 44.5%, p = 0.000)

AA VS GG by Acute/Late

L 2

L 2

}

OR (95% Cl)

0.72 (0.30, 1.76)
7.33 (1.15, 46.66)
0.12 (0.01, 2.41)
3.00 (0.27, 32.87)
1.43 (0.15, 13.65)
0.22 (0.01, 4.49)
0.71(0.36, 1.42)
0.71(0.36, 1.42)
3.13 (0.69, 14.08)
0.09 (0.00, 1.76)
0.96 (0.49, 1.92)
0.56 (0.06, 4.99)
0.46 (0.12, 1.77)
0.89 (0.22, 3.53)
1.47 (0.32, 6.69)
0.27 (0.06, 1.15)
0.42(0.04, 3.92)
0.51(0.02, 11.52)
3.50 (0.56, 22.03)
0.97 (0.04, 22.65)
0.97 (0.04, 22.65)
1.47 (0.24,9.21)
0.81(0.62, 1.07)

0.95 (0.43, 2.07)
0.13(0.04, 0.36)
0.70 (0.22, 2.17)
0.89 (0.30, 2.66)
1.12 (0.36, 3.43)
1.72 (0.35, 8.54)
2.11(0.70, 6.38)
1.04 (0.20, 5.45)
2,03 (0.66, 6.27)
4.29(0.63, 29.23)
0.89 (0.26, 3.08)
1.16 (0.52, 2.60)
0.27 (0.01, 4.97)
0.50 (0.10, 2.60)
1.68 (0.40, 6.99)
1.32(0.26, 6.73)
0.64 (0.23, 1.77)
1.19 (0.37, 3.83)
23.60 (1.81, 307.80)
2,60 (0.43, 15.74)
2.71(0.43, 16.96)
1.88 (0.30, 11.73)
7.56 (0.39, 145.81)
11.00 (3.46, 34.98)
8.42(1.81,39.11)
0.89 (0.26, 3.03)
0.56 (0.10, 3.15)
0.58 (0.07, 5.16)
0.14 (0.02, 1.21)
0.86 (0.19, 3.81)
2.75 (1.11, 6.81)
1.22(0.98, 1.52)

0.40 (0.7, 0.95)
2.53(0.81, 7.85)
0.61(0.15, 2.51)
1.99 (1.01, 3.90)
1.14 (0.74, 1.77)

1.05 (0.90, 1.23)

Weight

3.65
0.25
1.18
0.19
0.38
0.86
6.73
6.73
0.61
152
5.61
0.84
2.35
1.44
0.96
2.36
0.96
0.44
0.41
0.27
0.27
0.66
38.68

4.40
6.44
259
232
1.91
073
1.41
0.92
1.48
0.34
1.79
3.66
0.91
151
0.88
079
2.99
1.75
0.05
0.40
0.48
059
0.18
0.51
053
1.84
1.22
0.82
2.19
1.23
1.98
48.83

5.61
1.35
1.75
3.78

12.49

100.00
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AA VS GG by Cancer

Study %
) OR (95% CI) Weight
Breast cancer 1
Moullan (2003) 0.72(0.30, 1.76) 287
Chang-Claude (2005) B 0.95 (0.43, 2.07) 315
Giotopoulos (2007) K -~ 7.33 (1.15, 46.66) 1.28
Suga (2007) e — ! 0.13 (0.04, 0.36) 248
Falvo (2009) : 0.71(0.36, 1.42) 339
Chang-Claude (2009) 0.71(0.36, 1.42) 339
Zschenker (2010) tr - 3.13 (0.69, 14.08) 1.69
Liging (2010) e — 0.89 (0.30, 2.66) 242
Raabe (2012) ———— 0.89 (0.26, 3.08) 213
Terrazzino (2012) o e 1.16 (0.52, 2.60) 3.00
Mumbrekar (2016) _+_ 0.89 (0.26, 3.03) 2.15
Subtotal (I-squared = 53.9%, p = 0.017) <: > 0.85 (0.5, 1.31) 28.03
1
Head and neck cancer !
Alsbeih (2008) - : 012 (0.01, 2.41) 058
Alsbeih (2010) -~ T 0.09 (0.00, 1.76) 059
Pratesi (2011) —0- 1.72 (0.35, 8.54) 1.56
Pratesi (2011) — 2.11(0.70, 6.38) 2.39
Pratesi (2011) - 1.04 (0.20, 5.45) 1.49
Pratesi (2011) o 2.03 (0.66, 6.27) 234
Pratesi (2011) L -~ 4.29(0.63, 29.23) 1.21
Haijun (2013) - . 027 (0.01, 4.97) 061
Haijun (2013) - | 0.50 (0.10, 2.60) 1.49
Cheuk (2014) -4~ ] 0.56 (0.06, 4.99) 0.99
Venkatesh (2014) —— I 0.64 (0.23, 1.77) 257
Venkatesh (2014) —— 1.19 (0.37, 3.83) 226
Alsbeih (2014) - T 046 (0.12,1.77) 1.92
Meng-xin (2015) 1 -~ 23.60 (1.81, 307.80) 076
Meng-in (2015) $ -~ 2,60 (0.43, 15.74) 1.33
Xiao-Ming (2016) + -~ 2.71(0.43, 16.96) 1.29
Xiao-Ming (2016) e 1.88 (0.30, 11.73) 1.30
Xiao-Ming (2016) L -$- 7.56 (0.39, 145.81) 0.60
Zhai (2016) ] -- 3.50 (0.56, 22.03) 1.29
Zhai (2016) t‘ 0.97 (0.04, 22.65) 0.54
Zhai (2016) #ﬂ 0.97 (0.04, 22.65) 0.54
Zhai (2016) :# 1.47 (0.24,9.21) 1.29
Wang (2017) -~ : 0.56 (0.10, 3.15) 1.40
Wang (2017) -1 0.58 (0.07, 5.16) 0.99
Chen (2017) -9~ ' 0.14 (0.02, 1.21) 1.03
Chen (2017) - 0.86 (0.19, 3.81) 1.7
Subtotal (I-squared = 16.8%, p = 0.222) L« !> 1.14 (0.78, 1.66) 34.07
1
Prostate cancer 1
Burri (2008) l -4~ 3.00 (0.27, 32.87) 0.86
Burri (2008) I# 1.43 (0.15, 13.65) 094
Burri (2008) - : 0.22 (0.01, 4.49) 057
Popanda (2009) —— 0.70 (0.22, 2.17) 232
Langsenlehner (2011) ——— 0.96 (0.49, 1.92) 339
Subtotal (I-squared = 0.0%, p = 0.693) 0.93 (0.54, 1.60) 8.08
1
Other 1
Ishikawa (2010) e — 1.12 (0.36, 3.43) 235
Zhu (2013) - 1.68 (0.40, 6.99) 1.80
Zhu (2013) 1.32 (0.26, 6.73) 1.52

Mei-ling (2016) ! _+_ 11.00 (3.46, 34.98) 2.28

Mei-ling (2016) - 8.42 (1.81, 39.11) 1.65

Du (2018) —— 0.61(0.15, 2.51) 1.82

I
Subtotal (I-squared = 67.5%, p = 0.009) o 2.31(0.87,6.12) 1143
|
|
|

Non-small cell lung cancer

Ming (2011) —— 0.40 (0.17, 0.95) 296
Tucker (2013) — 253 (0.81,7.85) 233
Wei (2015) —— 0.89 (0.22, 3.53) 1.88
Wei (2015) 1.47 (0.32, 6.69) 1.67

0.27 (0.06, 1.15) 1.78

Wei (2015) ——
Wei (2015) -~
Wei (2015) -

Yang (2020) 1.99 (1.01, 3.90) 343

|
1
1
1
Xie (2020) |—+— 2.75(1.11, 6.81) 2.83
|
|
1

0.42 (0.04, 3.92) 0.95

0.51(0.02, 11.52) 055

Subtotal (I-squared = 57.3%, p = 0.016) < 1.07 (0.57, 2.00) 18.39

Overall (I-squared = 44.5%, p = 0.000) ‘ 1.11(0.87, 1.42) 100.00

NOTE: Weights are from random effects analysis
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Study

Other

Moullan (2003)

Giotopoulos (2007)

Chang-Claude (2009)

Cheuk (2014)

Venkatesh (2014)

Venkatesh (2014)

Xie (2020)

Subtotal (I-squared = 48.9%, p = 0.068)

Grade 22
Chang-Claude (2005)
Suga (2007)
Alsbeih (2008)
Burri (2008)

Burri (2008)

Burri (2008)
Falvo (2009)
Zschenker (2010)
Alsbeih (2010)
Liging (2010)
Ishikawa (2010)
Ming (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Langsenlehner (2011)
Raabe (2012)
Terrazzino (2012)
Zhu (2013)

Zhu (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Zhai (2016)

Zhai (2016)

Zhai (2016)

Zhai (2016)
Mei-ling (2016)
Mei-ling (2016)
Mumbrekar (2016)
Wang (2017)
Chen (2017)
Chen (2017)

Du (2018)

Yang (2020)

Subtotal (I-squared = 46.1%, p = 0.001)

Grade 23
Popanda (2009)
Haijun (2013)
Haijun (2013)
Tucker (2013)
Alsbeih (2014)
Meng-xin (2015)
Meng-xin (2015)
Wang (2017)

Subtotal (I-squared = 46.5%, p = 0.070)

Overall (I-squared = 44.5%, p = 0.000)

AA VS GG by Cut-off

L & 2

OR (95% Cl)

0.72 (0.30, 1.76)
7.33 (1.15, 46.66)
0.71(0.36, 1.42)
0.56 (0.06, 4.99)
0.64 (0.23, 1.77)
1.19 (0.37, 3.83)
2.75(1.11, 6.81)
1.05 (0.73, 1.53)

0.95 (0.43, 2.07)
0.13 (0.04, 0.36)
0.12 (0.01, 2.41)
3.00 (0.27, 32.87)
1.43 (0.15, 13.65)
0.22 (0.01, 4.49)
0.71(0.36, 1.42)
3.13(0.69, 14.08)
0.09 (0.00, 1.76)
0.89 (0.30, 2.66)
1.12(0.36, 3.43)
0.40 (0.17, 0.95)
1.72 (0.35, 8.54)
2.11(0.70, 6.38)
1.04 (0.20, 5.45)
2,03 (0.66, 6.27)
4.29(0.63, 29.23)
0.96 (0.49, 1.92)
0.89 (0.26, 3.08)
1.16 (0.52, 2.60)
1.68 (0.40, 6.99)
1.32(0.26,6.73)
0.89 (0.22, 3.53)
1.47 (0.32, 6.69)
0.27 (0.06, 1.15)
0.42 (0.04, 3.92)
0.51(0.02, 11.52)
2.71(0.43, 16.96)
1.88 (0.30, 11.73)
7.56 (0.39, 145.81)
3.50 (0.56, 22.03)
0.97 (0.04, 22.65)
0.97 (0.04, 22.65)
1.47 (0.24,9.21)
11.00 (3.46, 34.98)
8.42(1.81,39.11)
0.89 (0.26, 3.03)
0.58 (0.07, 5.16)
0.14 (0.02, 1.21)
0.86 (0.19, 3.81)
0.61(0.15, 2.51)
1.99 (1.01, 3.90)
1.06 (0.88, 1.28)

0.70 (0.22, 2.17)
0.27 (0.01, 4.97)
0.50 (0.10, 2.60)
2.53(0.81, 7.85)
0.46 (0.12, 1.77)
23.60 (1.81, 307.80)
2,60 (0.43, 15.74)
0.56 (0.10, 3.15)
0.98 (0.59, 1.62)

1.05 (0.90, 1.23)

%
Weight

3.65
0.25
6.73
0.84
2.99
175
1.98
18.20

4.40
6.44
1.18
0.19
0.38
0.86
6.73
0.61
152
2.32
1.91
5.61
0.73
1.41
0.92
1.48
0.34
5.61
1.79
3.66
0.88
0.79
1.44
0.96
2.36
0.96
0.44
0.48
0.59
0.18
0.41
0.27
0.27
0.66
0.51
0.53
1.84
0.82
2.19
1.23
1.75
3.78
7143

259
0.91
1.51
1.35
235
0.05
0.40
1.22
10.37

100.00
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Study

Other

Moullan (2003)
Burri (2008)
Burri (2008)
Burri (2008)
Popanda (2009)
Ishikawa (2010)
Ming (2011)
Pratesi (2011)
Langsenlehner (2011)
Tucker (2013)
Zhu (2013)

Zhu (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Zhai (2016)
Mei-ling (2016)
Mei-ling (2016)
Du (2018)

Yang (2020)
Xie (2020)

Subtotal (I-squared = 51.7%, p = 0.002)

Skin toxicity
Chang-Claude (2005)
Suga (2007)
Liging (2010)
Pratesi (2011)
Pratesi (2011)
Raabe (2012)
Terrazzino (2012)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Wei (2015)
Xiao-Ming (2016)
Zhai (2016)

Zhai (2016)
Mumbrekar (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared =46.9%, p = 0.017)

Soft tissue injury
Giotopoulos (2007)
Alsbeih (2008)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Alsbeih (2010)
Cheuk (2014)
Alsbeih (2014)

Subtotal (I-squared = 47.4%, p = 0.065)

Mucositis

Pratesi (2011)
Pratesi (2011)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Xiao-Ming (2016)
Zhai (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared = 0.0%, p = 0.716)

Overall (I-squared = 44.5%, p = 0.000)

AA VS GG by Side effects

—0

OR (95% Cl)

0.72 (0.30, 1.76)
3.00 (0.27, 32.87)
1.43(0.15, 13.65)
0.22 (0.01, 4.49)
0.70 (0.22, 2.17)
1.12 (0.36, 3.43)
0.40 (0.17, 0.95)
1.72 (0.35, 8.54)
0.96 (0.49, 1.92)
2.53(0.81, 7.85)
1.68 (0.40, 6.99)
1.32 (0.26, 6.73)
1.47 (0.32, 6.69)
0.27 (0.06, 1.15)
0.42 (0.04, 3.92)
0.51(0.02, 11.52)
7.56 (0.39, 145.81)
0.97 (0.04, 22.65)
11.00 (3.46, 34.98)
8.42 (1.81,39.11)
0.61(0.15, 2.51)
1.99 (1.01, 3.90)
2.75 (1.1, 6.81)

1.33 (1.05, 1.70)

0.95 (0.43, 2.07)
0.13 (0.04, 0.36)
0.89 (0.30, 2.66)
2.11(0.70, 6.38)
1.04 (0.20, 5.45)
0.89 (0.26, 3.08)
1.16 (0.52, 2.60)
0.27 (0.01, 4.97)
0.64 (0.23, 1.77)
23.60 (1.81, 307.80)
0.89 (0.22, 3.53)
2.71(0.43, 16.96)
3.50 (0.56, 22.03)
1.47 (0.24,9.21)
0.89 (0.26, 3.03)
0.58 (0.07, 5.16)
0.14 (0.02, 1.21)
0.84 (0.63, 1.13)

7.33 (1.15, 46.66)
0.12(0.01, 2.41)
0.71(0.36, 1.42)
0.71 (0.36, 1.42)
3.13 (0.69, 14.08)
0.09 (0.00, 1.76)
0.56 (0.06, 4.99)
0.46 (0.12, 1.77)
0.75 (0.51, 1.11)

2.03 (0.66, 6.27)
4.29 (0.63, 29.23)
0.50 (0.10, 2.60)
1.19(0.37, 3.83)
2.60 (0.43, 15.74)
1.88 (0.30, 11.73)
0.97 (0.04, 22.65)
0.56 (0.10, 3.15)
0.86 (0.19, 3.81)
1.30 (0.78, 2.16)

1.05 (0.90, 1.23)

0.19
0.38
0.86
2.59
1.91
5.61
0.73
5.61
1.35
0.88

0.96
2.36
0.96
0.44
0.18
0.27

0.53
1.75
3.78

38.27

4.40
6.44
232

0.92
1.79
3.66
0.91
299
0.05

0.48
0.41
0.66

0.82
219
32.74

0.25
1.18
6.73
6.73
0.61

0.84
235
20.22

1.48

1.51
1.75
0.40

0.27
1.22
1.23

8.77

100.00
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AA VS GG by Treatment

Study %
D OR (95% Cl) Weight
'
RT
Moullan (2003) o — 0.72(0.30, 1.76) 3.65
Chang-Claude (2005) * 0.95 (0.43, 2.07) 4.40
Suga (2007) ——— 0.13 (0.04, 0.36) 6.44
Chang-Claude (2009) L s 0.71(0.36, 1.42) 6.73
Popanda (2009) —— 0.70 (0.22, 2.17) 2.59
Liging (2010) —— 0.89 (0.30, 2.66) 232
Ishikawa (2010) ——— 1.12 (0.36, 3.43) 1.91
Pratesi (2011) ¢ 1.04 (0.20, 5.45) 0.92
Pratesi (2011) ¢ 4.29 (0.63, 29.23) 0.34
Wei (2015) —— 0.89 (0.22, 3.53) 1.44
Wei (2015) ‘ ¢ 1.47 (0.32, 6.69) 0.96
Wei (2015) ¢ 0.27 (0.06, 1.15) 236
Wei (2015) ¢ 0.42 (0.04, 3.92) 0.96
Wei (2015) ¢ 0.51(0.02, 11.52) 0.4
Mei-ling (2016) I ———— 11.00 (3.46, 34.98) 0.51
Mei-ling (2016) | ¢ 8.42 (1.81,39.11) 053
Du (2018) ¢ 0.61(0.15, 2.51) 1.75
Yang (2020) ] 1.99 (1.01, 3.90) 3.78
Subtotal (I-squared = 66.9%, p = 0.000) <> 1.03 (0.81, 1.32) 42.05
!
RCT I
Giotopoulos (2007) : ‘ 7.33(1.15, 46.66) 0.25
Pratesi (2011) ¢ 1.72 (0.35, 8.54) 073
Pratesi (2011) e — 2.11(0.70, 6.38) 1.41
Pratesi (2011) e — 2.03 (0.66, 6.27) 1.48
Xiao-Ming (2016) ¢ 2.71(0.43, 16.96) 0.48
Xiao-Ming (2016) ¢ 1.88 (0.30, 11.73) 059
Xiao-Ming (2016) J ¢ 7.56 (0.39, 145.81) 0.18
Zhai (2016) : ¢ 3.50 (0.56, 22.03) 0.41
Zhai (2016) ¢ 0.97 (0.04, 22.65) 0.27
Zhai (2016) ‘ 0.97 (0.04, 22.65) 0.27
Zhai (2016) I, ¢ 1.47 (0.24,9.21) 0.66
Chen (2017) ¢ I 0.14(0.02, 1.21) 2.19
Chen (2017) & 0.86 (0.19, 3.81) 1.23
Xie (2020) | —— 275 (1.11,6.81) 1.98
Subtotal (I-squared = 0.0%, p = 0.583) : <> 1.86 (1.25, 2.77) 12.11
RT+RCT i
Alsbeih (2008) ¢ : 0.12(0.01, 2.41) 1.18
Alsbeih (2010) ¢ 0.09 (0.00, 1.76) 1.52
Haijun (2013) ¢ 0.27 (0.01, 4.97) 0.91
Haijun (2013) ¢ 0.50 (0.10, 2.60) 1.51
Tucker (2013) el — 2.53 (0.81, 7.85) 1.35
Zhu (2013) ¢ 1.68 (0.40, 6.99) 0.88
Zhu (2013) ¢ 1.32 (0.26, 6.73) 079
Cheuk (2014) & 0.56 (0.06, 4.99) 0.84
Venkatesh (2014) —— 0.64 (0.23, 1.77) 2.99

Venkatesh (2014) ——— 1.19(0.37, 3.83) 175

Alsbeih (2014) *F 0.46 (0.12,1.77) 235
Meng-xin (2015) ] ‘ 23.60 (1.81, 307.80) 0.05
Meng-xin (2015) ¢ 2.60 (0.43, 15.74) 0.40
Mumbrekar (2016) ——— 0.89 (0.26, 3.03) 184
Wang (2017) ‘ 0.56 (0.10, 3.15) 1.22
Wang (2017) ¢ 0.58 (0.07, 5.16) 0.82
Subtotal (I-squared =22.1%, p = 0.202) C} 0.87 (0.60, 1.26) 20.38
|
Other |
Burri (2008) ‘ 3.00(0.27, 32.87) 0.19
Burri (2008) ‘ 1.43 (0.15, 13.65) 0.38
Burri (2008) ¢ 0.22(0.01, 4.49) 0.86
Falvo (2009) —.— 0.71(0.36, 1.42) 6.73
Zschenker (2010) ‘ 3.13(0.69, 14.08) 0.61
Ming (2011) ——— 0.40 (0.17, 0.95) 5.61
Langsenlehner (2011) * 0.96 (0.49, 1.92) 561
Raabe (2012) * 0.89 (0.26, 3.08) 1.79
Terrazzino (2012) —— 1.16 (0.52, 2.60) 3.66
Subtotal (I-squared = 9.4%, p = 0.357) <> 0.85 (0.61, 1.18) 25.45
|
Overall (I-squared = 44.5%, p = 0.000) 1.05 (0.90, 1.23) 100.00
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GA+AA VS GG overall analysis

D OR (95% Cl) Weight

Study %

Moullan (2003) 0.61(0.34, 1.08) 3.89

Chang-Claude (2005) 1.02 (0.62, 1.68) 3.85

Giotopoulos (2007)

¢ 6.31(1.32, 30.14) 021

Suga (2007) 0.79 (0.50, 1.23) 5.46

Alsbeih (2008) 0.40 (0.10, 1.58) 0.85

Burri (2008)

——

——

——
.
¢
Burri (2008) * 1.13 (0.36, 3.55) 0.70
—_——
——
——
——

0.95(0.19, 4.91) 0.37

Burri (2008) 0.67 (0.21, 2.08) 091
Falvo (2009) 1.05 (0.68, 1.62) 5.14
Chang-Claude (2009) 1.05 (0.68, 1.62) 5.14

Popanda (2009) 1.38 (0.75, 2.54) 2.28

Zschenker (2010) —— 3.01(0.87, 10.46) 0.40
Alsbeih (2010) — — + 0.40 (0.12, 1.36) 1.05
1

Mangoni (2010) ¢ 2.92 (0.56, 15.38) 0.23
Mangoni (2010) ¢ 2,69 (0.48, 15.10) 0.22
Liging (2010) e — 1.01(0.55, 1.88) 2.54
Sakano (2010) ¢ 0.80 (0.19, 3.43) 053
Sakano (2010) D+ — 154 (0.51, 4.68) 062
Sakano (2010) _‘_ 1.25(0.45, 3.47) 0.82
Sakano (2010) ¢ P 8.62(0.40, 184.87) 0.04
Ishikawa (2010) e T 1.08 (0.59, 1.98) 252
Ming (2011) ——— 0.52 (0.27, 1.03) 2.87

Pratesi (2011) — 1-‘— 1.56 (0.4, 5.56) 0.50
Pratesi (2011) |* 2.25(0.97,5.23) 0.93
Pratesi (2011) & 1.44 (0.38, 5.52) 0.46
Pratesi (2011) L s 3.01(1.27,7.11) 0.75
Pratesi (2011) ——— 4.02 (1.16, 13.90) 0.31

Langsenlehner (2011) + 0.87 (0.55, 1.37) 5.02
Terrazzino (2011) ——— 0.83 (0.42, 1.63) 228
Yoon (2011) ¢ 1.40 (0.39, 5.03) 051

Raabe (2012) * 1.21(0.50, 2.89) 1.16
Terrazzino (2012) —— 1.02 (0.61, 1.70) 3.66
Haijun (2013) — — 2.01 (0.80, 5.00) 0.82
Haijun (2013) —* 1.67 (0.79, 3.54) 1.33
Duldulao (2013) ——— 3.90 (1.71, 8.88) 0.97
Tucker (2013) —— 1.82 (0.65, 5.12) 076
Zhu (2013) e — 1.38 (0.68, 2.80) 163
Zhu (2013) e — 0.79 (0.33, 1.88) 150
Cheuk (2014) e — 1.14 (0.49, 2.63) 1.29
Venkatesh (2014) * 0.52 (0.20, 1.34) 1.36
Venkatesh (2014) ——— 1.26 (0.42, 3.80) 0.72

Alsbeih (2014) ——— - 0.31(0.14, 0.69) 3.04
|

Meng-xin (2015) | ‘ 10.26 (1.24, 85.00) 0.10

Meng-xin (2015) 2.06 (0.78, 5.44) 073

Wei (2015) —— 0.75(0.27, 2.09) 1.07

Wei (2015) * 1.04 (0.36, 3.02) 0.84
Wei (2015) ——p—t— 0.67 (0.23, 1.94) 1.06
Wei (2015) _._ 1.09 (0.31, 3.85) 0.58
Wei (2015) ¢ 1.07 (0.14,8.17) 0.23

Xiao-Ming (2016) et — 1.46 (0.53, 4.07) 0.77
Xiao-Ming (2016) — # 1.60 (0.57, 4.51) 0.72
—
—

Xiao-Ming (2016) e 1.63 (0.54, 4.98) 0.62
s e — 1.88 (0.67, 5.31) 0.66

Xiao-Ming (2016)

Xiao-Ming (2016) + ¢ 270 (0.45, 16.00) 0.19
Xiao-Ming (2016) L ¢ 270 (0.45, 16.00) 0.19
Xiao-Ming (2016) —— — 1.25 (0.4, 3.55) 0.80
Mei-ling (2016) I e — 4.94(2.29, 10.62) 0.78
Mei-ling (2016) I e —— 5.44 (2.54, 11.64) 076

Mumbrekar (2016) 0.84 (0.39, 1.78) 187

Smith (2016) ¢ 4.18 (0.90, 19.33) 0.27

Wang (2017) 1.07 (0.54, 2.10) 2.04

Wang (2017) 1.18 (0.55, 2.52) 153
Chen (2017) 0.67 (0.31, 1.47) 1.95
Du (2018) 0.73 (0.37, 1.43) 250
Yang (2020) 1.61(1.10, 2.36) 5.27
Xie (2020) 1.01(0.53, 1.91) 236

Overall (I-squared = 48.8%, p = 0.000) 1.18 (1.07, 1.30) 100.00

——
———
——
Chen (2017) e — " 0.40 (0.18, 0.88) 248
——
—_——
——
—p—
0
|
1
I
1
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GA+AA VS GG by Acute/Late

Study

D OR (95% Cl) Weight
Late |

Moullan (2003) 1 0.61(0.34, 1.08) 232
Giotopoulos (2007) I ‘ 6.31(1.32, 30.14) 0.71
Alsbeih (2008) 0.40(0.10, 1.58) 0.88
Burri (2008) 4 L 0.95(0.19, 4.91) 066
Burri (2008) ——— 1.13(0.36, 3.55) 113
Burri (2008) _‘_ 0.67 (0.21, 2.08) 114
Falvo (2009) —— 1.05 (0.68, 1.62) 273
Chang-Claude (2009) —— 1,05 (0.68, 1.62) 273
Zschenker (2010) ——— 3.01(0.87, 10.46) 1.01
Alsbeih (2010) _._I 0.40(0.12, 1.36) 1.03
Langsenlehner (2011) + 0.87 (0.55, 1.37) 266
Terrazzino (2011) —‘— 0.83 (0.42, 1.63) 2.02
Cheuk (2014) _‘_ 1.14 (0.49, 2.63) 1.66
Alsbeih (2014) —— 0.31(0.14,0.69) 175

Wei (2015) ————e 0.75 (0.27, 2.09) 131
Wei (2015) _‘_ 1.04 (0.36, 3.02) 125
Wei (2015) _‘_|-|— 0.67 (0.23, 1.94) 126
Wei (2015) —— 1,00 (0.31, 3.85) 098

Wei (2015) ‘ 1.07 (0.14, 8.17) 0.46
Xiao-Ming (2016) — -|—‘_ 1.88 (0.67, 5.31) 129
Xiao-Ming (2016) - 4 2.70 (0.45, 16.00) 057
Xiao-Ming (2016) - ‘ 270 (0.45, 16.00) 0.57
Xiao-Ming (2016) _‘_ 1.25 (0.4, 3.55) 128
Sublotal (-squared = 23.7%, p = 0.150) J 0.93(0.75, 1.15) 3143
1
1
Acute
Chang-Claude (2005) —— 1.02 (062, 1.68) 252
Suga (2007) + 0.79 (0.50, 1.23) 268
Popanda (2009) —— 138 (0.75, 2.54) 220
Mangoni (2010) I r ¢ 2.92(0.56, 15.38) 065
Mangoni (2010) ‘ 2.69 (0.48, 15.10) 0.61
Liging (2010) —— 1.01(0.55,1.88) 219
Sakano (2010) ¢ 0.80 (0.19, 3.43) 0.80

Sakano (2010) —l—‘_ 1.54 (0.51, 4.68) 118
Sakano (2010) —— 1.25 (0.45, 3.47) 131
Sakano (2010) - . P 862(0.40, 184.87) 022
Ishikawa (2010) + 1.08 (0.59, 1.98) 222
Pratesi (2011) —— 156 (0.4, 5.56) 0.98
Pratesi (2011) \+ 2.25(0.97, 5.23) 165
Pratesi (2011) — —‘_ 1.44 (0.38, 5.52) 0.90
Pratesi (2011) | ——— 3.01(1.27,7.11) 161
Pratesi (2011) * 4.02 (1.16, 13.90) 1.01
Yoon (2011) ———— 140 (0.39, 5.03) 0.97
Raabe (2012) — — 121 (0.50, 2.89) 158
——

Terrazzino (2012)

Haijun (2013) r—— 2.01(0.80, 5.00) 150
Haijun (2013) 1.67(0.79, 3.54) 185
Duldulao (2013) i — 3.90 (1.71, 8.88) 169
Zhu (2013) D e 1.38(0.68, 2.80) 196
Zhu (2013) _‘—I— 0.79 (0.3, 1.88) 160
Venkatesh (2014) —‘—.—.- 052 (0.20, 1.34) 144
Venkatesh (2014) —— 1.26 (042, 3.80) 119
Meng-xin (2015) I & 10.26 (1.24, 85.00) 043
— —l—‘_ 2.06 (0.78, 5.44) 1.40

Xiao-Ming (2016) ——— 146 (0.53, 4.07) 131
Xiao-Ming (2016) et — 160 (0.57, 4.51) 129
— —‘_ 1.63 (0.54, 4.98) 147

Mei-ling (2016) ¢ e — 4.94(2.29,10.62) 181
Meiling (2016) e — 5.44 (2,54, 11.64) 1.83

0.84 (0.39, 1.78) 1.85

1.02(0.61, 1.70) 249

i

Meng-xin (2015)

Xiao-Ming (2016)

Mumbrekar (2016)

Smith (2016) ¢ 4.18(0.90, 19.33) 074

Wang (2017) 1.07 (0.54, 2.10) 203

Wang (2017) 1.18 (0.55, 2.52) 184

Xie (2020) 1.01(0.53, 1.91) 213

Subtotal (I-squared = 50.6%, p = 0.000) 1.42(147,1.73) 60.34
Unknown

Ming (2011) 0.52(0.27, 1.03) 203
Tucker (2013) 1.82(0.65, 5.12) 1.29
Du (2018) 0.73(0.37, 1.43) 203
Yang (2020) 1.61(1.10, 2.36) 288
Subtotal (I-squared = 72.1%, p = 0.013) 1.02 (0.55, 1.88) 8.23

Overall (I-squared = 48.8%, p = 0.000) 1.22(1.05, 1.41) 100.00

NOTE: Weights are from random effects analysis

—‘—;—

Chen (2017) ——— 0.40 (0.18, 0.88) 175
Chen (2017) —‘J—l— 067 (0.31,1.47) 179
1
1
1
1
1

a
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Study

Breast cancer
Moullan (2003)
Chang-Claude (2005)
Giotopoulos (2007)
Suga (2007)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Mangoni (2010)
Mangoni (2010)
Liaing (2010)

Sakano (2010)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Terrazzino (2011)
Raabe (2012)
Terrazzino (2012)
Mumbrekar (2016)

Subtotal (I-squared = 9.6%, p = 0.340)

Head and neck cancer
Alsbeih (2008)
Alsbeih (2010)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Haijun (2013)
Haijun (2013)
Cheuk (2014)
Venkatesh (2014)
Venkatesh (2014)
Alsbeih (2014)
Meng-xin (2015)
Meng-xin (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Wang (2017)
Wang (2017)
Chen (2017)
Chen (2017)

Subtotal (I-squared = 49.9%, p = 0.002)

Prostate cancer
Burri (2008)

Burri (2008)

Burri (2008)

Popanda (2009)
Langsenlehner (2011)

Subtotal (I-squared = 0.0%, p = 0.746)

Other
Ishikawa (2010)
Yoon (2011)
Duldulao (2013)
Zhu (2013)

Zhu (2013)
Mei-ling (2016)
Mei-ling (2016)
Smith (2016)
Du (2018)

Subtotal (I-squared = 75.9%, p = 0.000)

Non-small cell lung cancer
Ming (2011)

Tucker (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Yang (2020)

Xie (2020)

Subtotal (I-squared = 25.8%, p = 0.214)

Overall (I-squared = 48.8%, p = 0.000)

GA+AA VS GG by Cancer

OR (95% Cl)

0.61(0.34,1.08)
1.02(0.62,1.68)
6.31(1.32,30.14)
0.79(0.50,1.23)
1.05 (0.68, 1.62)
1.05(0.68, 1.62)
3.01(0.87,10.46)
2.92(0.56, 15.38)
2,69 (0.48, 15.10)
1.01 (055, 1.88)
0.80(0.19,3.43)
154 (0.51,4.68)
125 (0.45, 3.47)
8.62(0.40, 184.87)
0.83 (042, 1.63)
121 (050, 2.89)
1.02 (061, 1.70)
0.84(0.39,1.78)

1.03 (0.88, 1.20)

0.40(0.10, 1.58)
0.40(0.12, 1.36)
156 (0.44, 5.56)
2.25(0.97,5.23)
1.44 (0.38, 5.52)
3.01(1.27,7.41)
4.2 (1.16, 13.90)
2.01(0.80, 5.00)
167 (0.79, 3.54)
1.14 (049, 2.63)
0.52(0.20,1.34)
1.26 (0.42, 3.80)
0.31(0.14,0.69)
10.26 (1.24, 85.00)
2.06(0.78, 5.44)
146 (0.53,4.07)
160 (0.57, 4.51)
163 (0.54, 4.98)
1.88 (0.67, 5.31)
2.70(0.45, 16.00)
2.70(0.45, 16.00)
1.25 (0.4, 3.55)
1.07 (054, 2.10)
1.18 (0.5, 2.52)
0.40(0.18, 0.88)
0.67(0.31,1.47)

1.19 (0.99, 1.43)

0.95(0.19, 4.91)
1.13 (0.36, 3.55)
0,67 (0.21,2.08)
1.38 (0.75, 2.54)
0.87 (0.5, 1.37)

1.00 (0.72, 1.38)

1.08 (059, 1.98)
1.40 (039, 5.03)
3.90(1.71,8.88)
1.38 (0.68, 2.80)
0.79 (0.3, 1.88)
4.94(2.29,1062)
544 (2.54,11.64)
4.18(0.90, 19.33)
0.73(0.37,143)

1.89 (147, 2.42)

0.52(0.27, 1.03)
1.82(0.65,5.12)
0.75(0.27,2.09)
1.04(0.36, 3.02)
0.67(0.23,1.94)
1.09(0.31, 3.85)
1.07 (0.14,8.17)
161(1.10, 2.36)
1.01(0.53,191)

1.13 (089, 1.45)

1.18 (1.07, 1.30)

%

Weight

38.04

2.36

15.04

100.00
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Study

Other

Moullan (2003)
Giotopoulos (2007)
Chang-Claude (2009)
Cheuk (2014)
Venkatesh (2014)
Venkatesh (2014)
Xie (2020)

Subtotal (I-squared = 41.6%, p = 0.114)

Grade 22
Chang-Claude (2005)
Suga (2007)
Alsbeih (2008)
Burri (2008)
Burri (2008)
Burri (2008)
Falvo (2009)
Zschenker (2010)
Alsbeih (2010)
Mangoni (2010)
Mangoni (2010)
Liging (2010)
Ishikawa (2010)
Ming (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Langsenlehner (2011)
Terrazzino (2011)
Raabe (2012)
Terrazzino (2012)
Zhu (2013)

Zhu (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mei-ing (2016)
Mei-ling (2016)
Mumbrekar (2016)
Wang (2017)
Chen (2017)
Chen (2017)

Du (2018)

Yang (2020)

Subtotal (I-squared = 47.3%, p = 0.000)

Grade 3
Popanda (2009)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Yoon (2011)
Haijun (2013)
Haijun (2013)
Duldulao (2013)
Tucker (2013)
Alsbeih (2014)
Meng-xin (2015)
Meng-xin (2015)
Smith (2016)
Wang (2017)

Subtotal (I-squared = 52.2%, p = 0.009)

Overall (I-squared = 48.8%, p = 0.000)

GA+AA VS GG by Cut-off

+**++ +

S

—_——
——

OR (95% CI)

0.61(0.34, 1.08)
6.31(1.32, 30.14)
1.05 (0.68, 1.62)
1.14.(0.49, 2.63)
0.52 (0.20, 1.34)
1.26 (0.42, 3.80)
1.01(0.53, 1.91)

0.97 (0.75, 1.26)

1.02 (0.62, 1.68)
0.79(0.50, 1.23)
0.40(0.10, 1.58)
0.95(0.19, 4.91)
1.13(0.36, 3.55)
0.67(0.21,2.08)
1.05 (0.68, 1.62)
3.01(0.87, 10.46)
0.40(0.12, 1.36)
2.92 (056, 15.38)
2.69(0.48, 15.10)
1.01(0.55, 1.88)
1.08 (0.59, 1.98)
0.52(0.27, 1.03)
1.56 (0.44, 5.56)
2.25(0.97,5.23)
1.4 (0.38, 5.52)
3.01(1.27,7.11)
4.02 (1.16, 13.90)
0.87 (0.55, 1.37)
0.83 (0.42, 1.63)
1.21(0.50, 2.89)
1.02 (0.61, 1.70)
1.38 (0.68, 2.80)
0.79(0.33, 1.88)
0.75(0.27, 2.09)
1.04 (036, 3.02)
0.67 (0.23, 1.94)
1.09 (0.31, 3.85)
1.07 (0.14,8.17)
1.46 (0.53, 4.07)
1.60 (0.57, 4.51)
1.63 (0.54, 4.98)
1.88 (0.67, 5.31)
2.70 (0.45, 16.00)
2.70 (0.45, 16.00)
1.25 (0.4, 3.55)
4.94 (2.29, 10.62)
5.44 (2,54, 11.64)
0.84(0.39, 1.78)
1.18 (0.55, 2.52)
0.40(0.18, 0.88)
0.67 (031, 1.47)
0.73 (0.37, 1.43)
1.61(1.10, 2.36)

1.15(1.03, 1.29)

1.38 (0.75, 2.54)
0.80 (0.19, 3.43)
1.54 (0.51, 4.68)
1.25(0.45, 3.47)
8.62 (0.40, 184.87)
1.40 (0.39, 5.03)
2.01(0.80, 5.00)
1.67 (0.79, 3.54)
3.90(1.71,8.88)
1.82(0.65, 5.12)
0.31(0.14,0.69)
10.26 (1.24, 85.00)
2.06(0.78, 5.44)
4.18(0.90, 19.33)
1.07 (0.54, 2.10)

1.51(1.20,1.91)

1.18 (1.07, 1.30)

%

Weight

2.04

14.84

100.00

.00541 1

185



Study

Other

Moullan (2003)
Burri (2008)
Burri (2008)
Burri (2008)
Popanda (2009)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Ishikawa (2010)
Ming (2011)
Pratesi (2011)
Langsenlehner (2011)
Yoon (2011)
Duldulao (2013)
Tucker (2013)
Zhu (2013)

Zhu (2013)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mei-ling (2016)
Mei-ling (2016)
Smith (2016)
Du (2018)

Yang (2020)
Xie (2020)

Subtotal (I-squared = 54.7%,

Skin toxicity
Chang-Claude (2005)
Suga (2007)
Mangoni (2010)
Mangoni (2010)
Liging (2010)
Pratesi (2011)
Pratesi (2011)
Raabe (2012)
Terrazzino (2012)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Wei (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Mumbrekar (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared = 26.7%, p = 0.137)

Soft tissue injury
Giotopoulos (2007)
Alsbeih (2008)

Falvo (2009)
Chang-Claude (2009)
Zschenker (2010)
Alsbeih (2010)
Terrazzino (2011)
Cheuk (2014)

Alsbeih (2014)

Subtotal (I-squared = 61.4%, p = 0.008)

Mucositis
Pratesi (2011)
Pratesi (2011)
Haijun (2013)
Venkatesh (2014)
Meng-xin (2015)
Xiao-Ming (2016)
Xiao-Ming (2016)
Wang (2017)
Chen (2017)

Subtotal (I-squared = 27.2%, p = 0.202)

Overall (-squared = 48.8%, p = 0.000)

GA+AA VS GG by Side effects

OR (95% CI)

061(0.34, 1.08)
095 (0.19, 4.91)
1.13 (0.36, 3.55)
067 (0.21, 2.08)
1.38 (0.75, 2.54)
0.80(0.19,3.43)
1,54 (051, 4.68)
1.25 (0.45, 3.47)
8.62 (0.40, 184.87)
1.08 (059, 1.98)
052(0.27,1.03)
1.56 (0.44, 5.56)
0.87 (0.5, 1.37)
1.40 (0.39, 5.03)
390 (1.71,8.88)
1.82 (065, 5.12)
1.38 (0.68, 2.80)
0.79(0.33, 1.88)
1.04 (0.36, 3.02)
067 (0.23, 1.94)
1.09 (0.31, 3.85)
1.07 (0.14, 8.47)
1.63 (054, 4.98)
2.70 (0.45, 16.00)
4.94(2.29, 10.62)
5.44 (2,54, 11.64)
4.18(0.90, 19.33)
0.73(0.37, 1.43)
1.61(1.10, 2.36)
1.01(053,1.91)

1.30 (1.13, 1.50)

1.02 (062, 1.68)
0.79(0.50, 1.23)
2,92 (0.56, 15.38)
269 (0.48, 15.10)
1.01(0.55, 1.88)
225 (0.97,5.23)
1.4 (0.38, 5.52)
1.21 (050, 2.89)
1.02 (061, 1.70)
2.01(0.80, 5.00)
052(0.20, 1.34)
10.26 (1.24, 85.00)
0.75(0.27, 2.09)
1.46 (053, 4.07)
1.88 (067, 5.31)
1.25 (0.4, 3.55)
084 (0.39, 1.78)
1.18 (055, 2.52)
0.40(0.18,0.88)

1.06 (0.89, 1.27)

6.31(1.32, 30.14)
0.40(0.10, 1.58)
1.05 (068, 1.62)
1.05 (068, 1.62)
3.01(0.87, 10.46)
040(0.12, 1.36)
083 (0.42, 1.63)
1.14 (049, 2.63)
0.31(0.14,0.69)

0.95(0.76, 1.19)

301(127,7.11)
4.02(1.16, 13.90)
1,67 (0.79, 3.54)
1.26 (0.42, 3.80)
206 (0.78, 5.44)
1,60 (0.57, 4.51)
270 (0.45, 16.00)
1.07 (0.54, 2.10)
067 (0.31, 1.47)

1,52 (1.13, 2.06)

1.18 (1.07, 1.30)

%

Weight

19.40

100.00

00541

185



Study

RT

Moullan (2003)
Chang-Claude (2005)
Suga (2007)
Chang-Claude (2009)
Popanda (2009)
Mangoni (2010)
Liging (2010)
Ishikawa (2010)
Pratesi (2011)
Pratesi (2011)
Terrazzino (2011)
Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)

Wei (2015)
Mei-ling (2016)
Meiling (2016)
Du (2018)

Yang (2020)

Subtotal (I-squared = 62.5%, p = 0.000)

RCT
Giotopoulos (2007)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Sakano (2010)
Pratesi (2011)
Pratesi (2011)
Pratesi (2011)
Yoon (2011)
Duldulao (2013)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Xiao-Ming (2016)
Smith (2016)
Chen (2017)
Chen (2017)

Xie (2020)

Subtotal (I-squared = 39.7%, p = 0.032)

RT+RCT
Alsbeih (2008)
Alsbeih (2010)
Mangoni (2010)
Haijun (2013)
Haijun (2013)
Tucker (2013)
Zhu (2013)

Zhu (2013)
Cheuk (2014)
Venkatesh (2014)
Venkatesh (2014)
Alsbeih (2014)
Meng-xin (2015)
Meng-xin (2015)
Mumbrekar (2016)
Wang (2017)
Wang (2017)

Subtotal (I-squared = 45.3%, p = 0.022)

Other
Burri (2008)

Burri (2008)

Burri (2008)

Falvo (2009)
Zschenker (2010)
Ming (2011)
Langsenlehner (2011)
Raabe (2012)
Terrazzino (2012)

Subtotal (-squared = 0.0%, p = 0.491)

Overall (-squared = 48.8%, p = 0.000)

GA+AA VS GG by Treatment

—_——

—_——
——

—

OR (95% Cl)

061(0.34, 1.08)
1.02 (062, 1.68)
0.79(0.50, 1.23)
1.05 (068, 1.62)
1.38 (0.75, 2.54)
2,69 (0.48, 15.10)
1.01(0.55, 1.88)
1.08 (059, 1.98)
1.4 (0.38, 5.52)
4.02(1.16, 13.90)
083 (0.42, 1.63)
0.75(0.27, 2.09)
1.04 (0.3, 3.02)
067 (0.23, 1.94)
1.09 (0.31, 3.85)
1.07 (0.14, 8.47)
4.94 (2.29,10.62)
544 (254, 11.64)
0.73(0.37, 1.43)
1.61(1.10, 2.36)

1.20 (1.04, 1.39)

6.31(1.32,30.14)
080(0.19,3.43)
1.54 (051, 4.68)
1.25 (0.45,3.47)
862 (0.40, 184.87)
1.56 (0.4, 5.56)
2.25(0.97,5.23)
301(1.27,7.141)
1.40 (0.39, 5.03)
390 (1.71,8.88)
1.46 (0.53, 4.07)
1,60 (057, 4.51)
1.63 (054, 4.98)
1.88 (0.67, 5.31)
2.70 (0.45, 16.00)
2.70 (0.45, 16.00)
1.25 (0.4, 3.55)
4.18(0.90, 19.33)
0.40(0.18, 0.88)
067 (0.31,1.47)
1.01(0.53, 1.91)

155 (1.25,1.92)

0.40(0.10, 1.58)
040(0.12, 1.36)
2,92 (0.56, 15.38)
2.01(0.80, 5.00)
1,67 (0.79, 3.54)
1.82 (065, 5.12)
1.38 (0.68, 2.80)
0.79(0.33, 1.88)
1.14 (0.49, 2.63)
052(0.20, 1.34)
1.26 (0.42, 3.80)
0.31(0.14,0.69)
10.26 (1.24, 85.00)
206 (0.78, 5.44)
0.84(0.39, 1.78)
1.07 (054, 2.10)
1.18 (0.55, 2.52)

1.07 (0.86, 1.32)

0.95(0.19, 4.91)
1.13 (0.36, 3.55)
067 (0.21,2.08)
1.05 (068, 1.62)
3.01(0.87, 10.46)
052(0.27,1.03)
087 (0.5, 1.37)
1.21(0.50, 2.89)
1.02 (061, 1.70)

0.96 (0.7, 1.19)

1.18 (1.07, 1.30)

%

Weight

236

16.89

153

2084

100.00

00541

185



Supplementary File 5

Sensitivity analysis for association between XRCC1 expression and treatment response/ overall

survival. The analysis indicate the results are stable.



Sensitivity analysis for association between XRCC1 expression and treatment response

Meta-analysis estimates, given named study is omitted
| Lower Cl Linnit < Estimate | Upper CI Limnit

Zhao {2010) O OSSO SN
Liu (2010) [ v e ettt e b | ]
Sakang (2013) |-
Zheng (2015) o OO P SOTOR OO OO OOO ORI SO
Geng (2018) [ oo et et et et b e |
Huang (2017) e

0.25 0.38 0.52 0.76 0.87




Sensitivity analyses for association between XRCC1 expression and overall survival

Meta-analysis estimates, given named study i omitted
| Lower Cl Limit < Estimate | Upper ClI Limit

013 0.00 0.51 1.02 1.|2?




Supplementary File 6

Sensitivity analysis for association between XRCC1 rs25487 and treatment response.

The analysis indicate the results are stable.



AA VS GG

Qing-hua (2007)
Warnecke-Eberz (2009)

Grimminger (2010)
Lamas (2010}
Balboa (2010

Cecchin (2011}
Paez (2011)

He (2014)
Xiao-mei (2014)
Wei (2014)
Meng-xin {2015)
Xian (2015)
Xiao-Ming (2018)
Xue (2017)
Xiujin (2017
Wang (2017)
Micosia (2018)
Yang (2020

Meta-analysis estimates, given named study is omitted

| Lowwer Cl Limit

& Estimate

| Upper CI Limit
-

0.48.53




GA VS GG

Meta-analysis estimates, given named study is omitted
| Lower CI Linnit < Estimate | Upper CI Linnit

Warnecke-Eberz (2009) T PR Jo |
Xu-sheng (2010} | TR U RO, SN UUTTT TSRO
Grimminger (2010} PP |
Lamas (2010) 1 U UOROUOUNP S0y NN RURRR RPN
Balboa (2010) Joogeeeee
Cecchin (2011) Iofore
Paez [21]11] [ I
He (2014)
¥iao-mei (2014) [t
Wei (2014)
¥ian (2015) S
Xiao-Ming (2018) [l oo e e et e
Xue (2017) [OOSR RSOOSR (O
Xiujin (2017)
Wang (2017) | I—
Micosia (20138) SR SPA
Yang (2020) -

0.82 0.83 1.14 1.40 1.50




GA+AA VS GG

Sakano (2008)
Qing-hua (2007)
Warnecke-Eberz (2009)
Xu-sheng (2010}
Grimminger (2010}
Lamas (2010)
Balboa (2010)
Cecchin (2011)
Yoon (2011)
Pasz (2011)
Yan-yan (2012}
He (2014)
Xiao-mei (2014
Wei (2014)
Meng-xin (2015)
Xian (2015)
X¥iao-Ming (2016)
Xue (2017)
Xiujin {2017}
Wang (2017}
Zhang (2017}
Zhang (2018)
Micosia (2018)

Yang (2020}

Meta-analysis estimates, given named study is omitted
| Lowwer Cl Limnit < Estimate | Upper CI Limit

0.7a 0.50 1.08 1.29

1.38



Supplementary File 7

Sensitivity analysis for association between XRCC1 rs25487 and side effects.

The analysis indicate the results are stable.



AA VS GG

Moullzn (2003
Chang-Claude {2005
Giotopoulos (2007
Suga (2007

Alsbeih (2008

urmi 08

Burri (2008

F
Chang-Claude {2008
opanda (2008
Zschenker (2010
Alsbaih (2010
Liging (2010
Ishikawa (2010
Mimg 12011
Pratesi (2011
Eratesi (2011
Pratesi (2011
Pratesi (2011
Pratesi (2011
Langsenlehner (2011
Ragbe (2012
Terrazzing {2012
Haijun (2013
Haijun (2013

Xiac-Ming 20186
Xizo-Ming (2018
Hizo-Ming (2018

Zhai (2018

Mei-ling (2018
Mei-ling (2018
Mumbreksar (2018

2020

Yang
2020

Xie

Meta-analysis estimates, given named study is omitted
| Lower CI Limit OEstimate | Upper CI Limit

0.85 0.90 1.05 1.23 1.31



GA VS GG

Meta-analysis estimates, given named study is omitted
| Lower CI Limit OEstimate | Upper CI Limit




GA+AA VS GG

o
Liing 12
-
2 )
Erates (54
s 24
ﬁhe%&
Halin 2
Tucher 128
vk 20
h 128
158
.
e
| %‘B
FR iRl
i

e
&1
i

Meta-analysis estimates, given named study is omitted

| Lower CI Limit OEstimate | Upper CI Limit




Supplementary File 8

Publication bias of association between XRCC1 expression and treatment response/overall survival.



Publication bias of association between XRCC1 expression and treatment response

Begg's funnel plot with pseudo 95% confidence limits
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Publication bias of association between XRCC1 expression and overall survival

Begg's funnel plot with pseudo 95% confidence limits
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Supplementary File 9

Publication bias of association between XRCC1 rs25487 and treatment response.



AA VS GG

Begqg's funnel plot with pseudo 95% confidence limits
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GA VS GG

logor

Beqgg's funnel plot with pseudo 85% confidence limits
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GA+AA VS GG

logor

Bega's funnel plot with pseudo 95% confidence limits
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Supplementary File 10

Publication bias of association between XRCC1 rs25487 and side effects.



AA VS GG

Begqg's funnel plot with pseudo 95% confidence limits
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GA VS GG

logOR

Begqg's funnel plot with pseudo 95% confidence limits
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GA+AA VS GG

Begqg's funnel plot with pseudo 95% confidence limits
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Supplement File 11



Supplement Table 2a. Characteristics of studies with adjusted data associated with rs25487 and side effects

GA VS GG AA VS GG GA+AA VS GG
Study OR (adjusted) OR (crude) OR (adjusted) OR (crude) OR (adjusted) OR (crude) Adjusted factors
95%CI 95%CI 95%CI 95%CI 95%CI 95%CI
Moullan (2003) 1.80(0.97-3.31) 0.58 (0.32-1.06) | 1.43(0.57-3.54) 0.72 (0.30-1.76) | NA NA age

Chang-Claude
(2009)

1.09(0.65-1.82)

1.04 (0.61-1.76)

0.63(0.29-1.37)

0.95 (0.43-2.07)

0.96(0.59-1.57)

1.02 (0.62-1.68)

normalised total dose, age at the time of
late toxicities evaluation, time since
radiotherapy (months), clinic, acute skin
toxicity, high blood pressure, allergy,
pack-years (never, <20, > 20), skin type
(always/moderate/seldom sunburn), clinic,
marital status(single/divorced/widowed,
married/partner).

age, size, year of diagnosis, time between
diagnosis and start of radiotherapy, total
dose, hormone therapy, smoking and

Popanda (2009) 1.95(0.98-3.87) 1.56 (0.83-2.92) | 0.51(0.13-1.97) 0.70 (0.22-2.17) | 1.59(0.82-3.10) 1.38 (0.75-2.54) | alcohol consumption
dose of radiotherapy, age, smoking status,
estrogen receptor (ER) status, and
Liging (2010) 1.16 (0.47-3.59) 1.05(0.54-2.03) | NA NA 1.06 (0.45-2.53) 1.04 (0.42-2.63) | progesterone receptor (PR) status
Sakano (2010) NA NA NA NA 1.2(0.22-5.80) 0.80 (0.19-3.43) | total cisplatin dose and total radiation dose
Sakano (2010) NA NA NA NA 2.30(0.68-8.40) 1.54 (0.51-4.68) | total cisplatin dose and total radiation dose
Sakano (2010) NA NA NA NA 1.70(0.55-5.00) 1.25 (0.45-3.47) | total cisplatin dose and total radiation dose




Terrazzino (2011)

NA

NA

NA

NA

0.84(0.38-1.90)

0.83 (0.42-1.63)

age, body mass index, breast diameter,
follow-up, adjuvant treatment, history of
vasculopathy, smoking status, dose per
fraction, radiation quality, and boost
method

Mei-ling (2016)

4.11(1.75-9.70)

3.83(1.70-8.65)

9.10(2.71-0.57)

11.00(3.46-.99)

NA

NA

surgery, dose of radiotherapy

Mei-ling (2016)

5.01(2.17-1.58)

4.84(2.14-0.94)

7.17(1.51-4.09)

8.42(1.81-9.11)

NA

NA

surgery, dose of radiotherapy

NA: not available




Supplement Table 2b. Characteristics of studies with adjusted data associated with rs25487 and treatment response

GA VS GG AA VS GG GA+AA VS GG
Study OR (adjusted) OR (crude) OR (adjusted) OR (crude) OR (adjusted) OR (crude) Adjusted factors
95%ClI 95%ClI 95%ClI 95%ClI 95%ClI 95%ClI
Qing-hua gender, age, pathology type, pack-years,
(2007) 1.34(0.55-3.26) 1.31(0.59-2.89) | 1.69(0.27-10.79) | 1.71(0.29-9.89) | 1.23(0.52-2.89) 1.36 (0.64-2.89) | stage
Xiao-mei age, stage, tumor size(<4cm, > 4cm),
(2014) 1.43(0.34-6.03) 1.26 (0.44-3.63) | 13.5(0.95-92.49) | 2.25(0.45-1.33) | NA NA radiation dose at point A, genotype

NA: not available




Supplement File 12

Forest plots of adjusted data and crude data of overall analyses for association between rs25487 and side effects/treatment
response



Study Side effects: GA VS GG (adjusted data) %

ID OR (95% Cl) Weight

Moullan (2003) | + 1.80 (0.97, 3.31) 15.71
Chang-Claude (2009) —_— 1.09 (0.65, 1.82) 62.83
I
I
Popanda (2009) —e 1.95 (0.98, 3.87) 10.30
I
I
I
Liging (2010) — 1.16 (0.47, 3.59) 8.83
1
I
I
Mei-ling (2016) : * 4.11 (1.75, 9.69) 1.36
I
I
' AN
Mei-ling (2016) ! - ~ 5.01(217,11.58) 0.97
I
I
Overall (I-squared = 19.6%, p = 0.286) '@ 1.38 (0.91, 1.84) 100.00
I
I
I
I
I
I
I
1
| |




Study

Moullan (2003)

Chang-Claude (2009)

Popanda (2009)

Liging (2010)

Mei-ling (2016)

Mei-ling (2016)

Overall (I-squared = 79.6%, p = 0.000)

NOTE: Weights are from random effects analysis

Side effects: GA VS GG (crude data)

L 4

4

e e S

L 4

OR (95% Cl)

0.58 (0.32, 1.06)

1.18 (0.75, 1.85)

1.56 (0.83, 2.92)

1.05 (0.54, 2.03)

3.83 (1.70, 8.65)

L 4

4.84 (2.14, 10.94)

vV

1.58 (0.89, 2.82)

%

Weight

17.36

18.89

17.06

16.69

15.01

14.99

100.00

|
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Study %

Side effects: AA VS GG (adjusted data)

ID OR (95% Cl) Weight

1

1

I |

[
Moullan (2003) .

I

1

| + 1.43 (0.57, 3.54) 8.94
Chang-Claude (2009) —— 0.63 (0.29, 1.37) 67.60
|
Popanda (2009) e 0.51(0.13, 1.97) 23.29
I
|
| \
Mei-ling (2016) I 7 9.10 (2.70, 30.57) 0.10
|
|
1
| N\
Mei-ling (2016) I * 7 7.17 (1.51, 34.09) 0.07
1
|
|
Overall (l-squared = 0.0%, p = 0.532) ! > 0.69 (0.24, 1.13) 100.00
|
1
|
|
|
1
|
|
1
| |




Study %

Side effects: AA VS GG (crude data)

ID OR (95% Cl) Weight

|
|
|
Moullan (2003) * : 0.72 (0.30, 1.76) 26.06
|
|
|
Chang-Claude (2009) —_—— 0.71(0.36, 1.42) 48.03
|
|
|
|
Popanda (2009) < T 0.70 (0.22, 2.17) 18.50
|
|
|
|
Mei-ling (2016) | * 11.00 (3.46, 34.98) 3.60
|
|
|
| \
Mei-ling (2016) I * 8.42 (1.81, 39.11) 3.80
| /
|
|
Overall (I-squared = 83.8%, p = 0.000) 4 I 1.38 (0.93, 2.04) 100.00
|
|
|
|
|
|
|
|
1
| |
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Study

Chang-Claude (2009)

Popanda (2009)

Liging (2010)

Sakano (2010)

Sakano (2010)

Sakano (2010)

Terrazzino (2011)

Overall (l-squared = 0.0%, p = 0.917)

Side effects: GA+AA VS GG (adjusted data)

4

R 2

L 3

L 4

4

OR (95% Cl)

0.96 (0.59, 1.57)

1.59 (0.82, 3.10)

1.06 (0.45, 2.53)

1.20 (0.22, 5.80)

2.30 (0.68, 8.40)

1.70 (0.55, 5.00)

0.84 (0.38, 1.90)

1.04 (0.69, 1.39)

%

Weight

52.14

9.63

11.57

1.61

0.84

2.53

21.67

100.00

10



Study

Chang-Claude (2009)

Popanda (2009)

Liging (2010)

Sakano (2010)

Side effects: GA+AA VS GG (crude data)

<

L 2

L 2

N

Sakano (2010)

Sakano (2010)

Terrazzino (2011)

Overall (l-squared = 0.0%, p = 0.931)

L 4

L

2

L 4

OR (95% Cl)

1.05 (0.68, 1.62)

1.38 (0.75, 2.54)

1.01 (0.55, 1.88)

0.80 (0.19, 3.43)

1.54 (0.51, 4.68)

1.25 (0.45, 3.47)

0.83 (0.42, 1.63)

1.08 (0.84, 1.40)

%

Weight

36.20

16.05

17.85

3.71

4.34

5.77

16.08

100.00

.188

1 5.32



Study

Qing-hua (2007, 54)

Xiao-mei (2014, 74)

Overall (I-squared = 0.0%, p = 0.955)

Treatment response: GA VS GG (adjusted data)

OR (95% Cl)

I
:
I
¢ 1.34 (0.55, 3.26)
I
I
I
I
I

g 1.43 (0.34, 6.03)

1.36 (0.13, 2.58)

%

Weight

81.51

18.49

100.00

-6.03




Study

Qing-hua (2007, 54)

Xiao-mei (2014, 74)

Overall (I-squared = 0.0%, p = 0.955)

Treatment response: GA VS GG (crude data)

OR (95% CI)

1.31(0.59, 2.89)

R 4

i L e e K

1.26 (0.44, 3.63)

1.29 (0.68, 2.43)

%

Weight

63.68

36.32

100.00

275

3.63



Study

Qing-hua (2007)

Xiao-mei (2014)

Overall (l-squared = 0.0%, p = 0.809)

Treatment response: AA VS GG (adjusted data)

OR (95% ClI)

1.69 (0.27, 10.79)

L 4

13.53 (0.95, 192.49)

1.73 (-3.53, 6.98)

%

Weight

99.70

0.30

100.00

-192

192



Study

Treatment response: AA VS GG (crude data)

%

D OR (95% Cl) Weight
v
1
|
1
1

Qing-hua (2007) >— 1.71(0.29, 9.89) 51.52
1
|
1
1
1
' \

Xiao-mei (2014) . - 2.25 (0.45, 11.33) 4848
' 7
1
1
1
1
1

Overall (I-squared = 0.0%, p = 0.821) < ! 1.97 (0.60, 6.51) 100.00
1
1
1
|
1
1
1
1
|
1
1
1
1

| |
0882 1 1.3





