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Tables

Table 1E: Search Strategies

Studies

Databases Search strategies November

2017

#1 MeSH descriptor: [Colorectal Neoplasms] explode all trees #2 Colorectal
Neoplasms:ti,ab,kw (Word variations have been searched) #3 Colorectal Cancer:ti,ab,kw

The Cochrane (Word variations have been searched #4 #1 or #2 or #3 #5 "cetuximab™:ti,ab,kw (Word
variations have been searched) #6 erbitux:ti,ab,kw (Word variations have been searched)

Library #7 panitumumab: ti,ab,kw (Word variations have been searched) #8 vectibix:ti,ab,kw
(Word variations have been searched) #9 bevacizumab:ti,ab,kw (Word variations have been
searched) #10 avastin:ti,ab,kw (Word variations have been searched) #11 #5 or #6 or
#7 or #8 or #9 or #10 #12  #4 and #11

733

(CCe((colorectal neoplasms[MeSH Terms]) OR colorectal neoplasms[Text Word])
OR Colorectal Neoplasm[Text Word]) OR Colorectal Tumors[Text Word]) OR Colorectal
Tumor[Text Word]) OR Colorectal Carcinoma[Text Word]) OR Carcinomas,
Colorectal[Text Word]) OR Colorectal Carcinomas[Text Word]) OR Colorectal
Cancer[Text Word]) OR Cancer, Colorectal[Text Word]) OR Cancers, Colorectal[Text
Word]) OR Colorectal Cancers[Text Word])) AND (((((((((((((((cetuximab[Supplementary
Medline (Via Concept]) OR cetuximab[Text Word]) OR IMC C225[Text Word]) OR IMC-C225[Text
Pubmed) Word]) OR MAb C225[Text Word]) OR C225[Text Word]) OR Erbitux[Text Word]) OR
panitumumab[Supplementary Concept]) OR panitumumab[Text Word]) OR ABX-EGF 1107
monoclonal antibody[Text Word]) OR ABX-EGF MAb[Text Word]) OR Vectibix|Text
Word]) OR bevacizumab[Supplementary Concept]) OR bevacizumab[Text Word]) OR
Avastin[Text Word]))) AND (("Cohort Studies"[Mesh]) OR (cohort study) OR (studies,
cohort) OR (study, cohort) OR (concurrent studies) OR (studies, concurrent) OR
(concurrent study) OR (study, concurrent) OR (historical cohort studies) OR (studies,
historical cohort) OR (cohort studies, historical) OR (cohort study, historical) OR (historical
cohort study) OR (study, historical cohort) OR (analysis, cohort) OR (analysis, cohort) OR
(cohort analyses) OR (cohort analysis) OR (closed cohort studies) OR (cohort studies,
closed) OR (closed cohort study) OR (cohort study, closed) OR (study, closed cohort) OR
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(studies, closed cohort) OR (incidence studies) OR (incidence study) OR (studies,
incidence) OR (study, incidence) OR (cohort studies) OR (cohort) OR (cohort analysis) OR
(cohort study) OR (prospective cohort) OR (retrospective cohort) OR (retrospective cohort
study) OR (prospective cohort study) OR (“Follow-Up Studies"[Mesh]) OR (follow up
studies) OR (follow-up study) OR (studies, follow-up) OR (study, follow-up) OR followup
studies OR (followup study) OR (studies, followup) OR (study, followup) OR
("Epidemiologic Studies"[Mesh] OR "Cross-Sectional Studies"[Mesh] OR "Retrospective
Studies"[Mesh] OR "Longitudinal Studies"[Mesh] OR "Prospective Studies"[Mesh]))

Lilacs

(tw:((tw:(Colorectal  Neoplasms )) OR  (tw:(NeoplasiasColorrectales)) OR
(tw:(NeoplasiasColorretais )) OR (tw:(Colorectal Cancer)))) AND (tw:((tw:(cetuximab))
OR (tw:(erbitux)) OR (tw:(panitumumab)) OR (tw:(vectibix)) OR (tw:(bevacizumab)) OR
(tw:(avastin))))

18

EMBASE

‘colorectal tumor'/exp AND [embase]/lim OR (colorectal neoplasia AND [embase]/lim)
OR (colorectal neoplasm AND [embase]/lim) OR (colorectal neoplasms AND
[embase]/lim) OR (colorectal tumour AND [embase]/lim) OR (tumor, colorectal AND
[embase]/lim) OR (tumour, colorectal AND [embase]/lim) AND (‘cetuximab'/exp AND
[embase]/lim OR (c$225 AND  [embase]/lim) OR (erbitux AND [embase]/lim) OR
(imc$225 AND [embase]/lim) OR (imc$c225 AND  [embase]/lim) OR (imcc$225 AND
[embase]/lim) OR (monoclonal  antibody AND c¢$225 AND [embase]/lim) OR
(‘panitumumab'’/exp AND [embase]/lim) OR (abx AND egf AND [embase]/lim) OR
(abx$egf AND monoclonal AND antibody AND [embase]/lim) OR (monoclonal AND
antibody AND abx AND egf AND [embase]/lim) OR (vectibex AND [embase]/lim) OR
(vectibix AND [embase]/lim) OR (‘bevacizumab'/exp AND [embase]/lim) OR (altuzan
AND [embase]/lim) OR (avastin AND [embase]/lim) OR (nsc$704865 AND
[embase]/lim)) AND (‘cohort analysis/exp AND [embase]/lim OR ('longitudinal
study'/exp AND [embase]/lim) OR (‘prospective study'/exp AND [embase]/lim) OR
(‘follow up'/exp AND [embase]/lim) OR (‘cohort$' AND [embase]/lim))

505




Figures

Figure 1E: Evolution number of Cancer litigation cases on bevacizumab, cetuximab and
panitumumab/ year in Minas Gerais — Brazil, 2009-2016.
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NB: BEVA= Bevacizumab; CETUX= Cetuximab; PANIT= Panitumumab. Data from the Nuicleo de Atendimento a
Judicializacdo da Saide (NAJS) SES-MG, in June 2017

Figure 2E. Flowchart of the studies included

ldentification

Citations identified: 2363
LILACS =18
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EMBASE =505
PUBMED = 1107
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,

Studies included in meta- analysis
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Studies excluded as
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Studies excluded: 1906

o Patient Type: 83
o Study design: 1580
o Type of intervention: 243

Studies excluded: 248

o Patient Type: 16

o Study design: 199

o Type of intervention: 15
e Languages: 18




Figure 3E — Overall Survival Funnel Plot
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NB: BEVA= Bevacizumab; CT = Chemotherapy; CETUX = cetuximab; MD = Mean Difference; no BBP = no
bevacizumab beyond progression.



Figure 4E — Progression Free Survival Funnel Plot
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NB: BEVA= Bevacizumab; CT = Chemotherapy; CETUX = cetuximab; MD = Mean Difference; no BBP = no
bevacizumab beyond progression.
Figure 5E — Conflict of Interest Forest Plot
BEVA noBEVA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.13.1 With conflict of interest
Cartwright 2012 [73] 27.7 232373 267 22 20.4463 306 12.5% 5.70[2.09, 9.31] e —
Grothey 2008 [85] 31.8 50.3226 642 20 23.4604 531 11.3%  11.80[7.43,16.17] —_—
Grothey 2014 [84] 14.6 13.8429 438 107 157836 667 15.3% 3.90[2.13, 5.67] —
Hurwitz 2014 [42] 19.6 19.8474 210 17.65 255501 272 11.8% 1.95[-2.10, 6.00] —T
Meyerhardt 2012 [88] 19.2 19.9047 903 16.5 34.9169 1623 14.8% 2.70[0.56, 4.84] —
Subtotal (95% CI) 2460 3399  65.7% 4.85 [2.30, 7.40] e
Heterogeneity: Tau? = 5.88; Chi? = 15.43, df =4 (P = 0.004); I> = 74%
Test for overall effect: Z = 3.72 (P = 0.0002)
1.13.2 Without conflict of interest
Deng 2015 [74] 42 37.4393 8 39 365985 18 0.7% 3.00[-27.97,33.97] * >
Hammerman 2015 [71] 23 214883 1052 15 21.3591 687 14.9%  8.00 [5.94, 10.06] —
Moscetti 2013 [81] 225 191975 118 21 152735 102 11.0% 1.50 [-3.06, 6.06] —_— T
Suenaga 2014 [83] 38.85 27.4177 84 2045 197229 121 7.8% 18.40[11.56, 25.24] —
Subtotal (95% Cl) 1262 928 34.3%  8.52[1.83,15.21] ———
Heterogeneity: Tau? = 30.76; Chi? = 16.69, df = 3 (P = 0.0008); I* = 82%
Test for overall effect: Z =2.50 (P = 0.01)
Total (95% Cl) 3722 4327 100.0% 6.08 [3.45, 8.70] e
Heterogeneity: Tau? = 10.95; Chi? = 42.61, df = 8 (P < 0.00001); I = 81% _110 5 5 5 110

Test for overall effect: Z = 4.53 (P < 0.00001)
Test for subaroup differences: Chiz = 1.01. df =1 (P = 0.31). 2= 1.0%

noBEVA BEVA



BEVA= Bevacizumab; CI: confidence interval; I? - Heterogeneity; 12> 50% and p-value of the chi-square test <0.10 indicate
significant heterogeneity between the studies;; no BEVA = other therapeutic schemes that did not contain BEVA; SD =
Standard Deviation.

Figure 6E — Quality of the studies-Newcastle-Ottawa scale Forest Plot

BEVA noBEVA Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
1.18.1 <6 STARS

Al-Shamsi 2015 [72] 39 2,328.2474 261 30 1,523.4379 189  0.0% 9.00[-347.31, 365.31] * >
Basso 2016 [86] 28.8  153.9588 39 421 212.8148 35  01% -13.30[-98.77,72.17] ¢ >
Cartwright 2012 [73] 27.7 23.2373 267 22 20.4463 306 7.2% 5.70[2.09, 9.31] -

Deng 2015 [74] 42 37.4393 8 39 36.5985 18  0.5% 3.00 [-27.97, 33.97]

Pietrantonio 2015 [80] 9.355 23.7908 46 12.73 33.0696 47 2.5% -3.38 [-15.06, 8.31] -1

Turan 2012 [82] 42.95 30.7326 87 53.95 428707 117  3.1%  -11.00[-21.10, -0.90] -

Varol 2013 a [76] 8.33 1.15 12 6.7 0.29 30 8.9% 1.63[0.97, 2.29] -

Varol 2013b [76] 13.73 21 16 5.13 0.7 19  87% 8.60 [7.52, 9.68] -

Yang 2014 [77] 30 383.7594 95 37  384.5957 63  0.0% -7.00[-129.37,115.37] * >
Zhen-Hai 2016 [90] 10.9 6.102 32 99 11.6833 57 71% 1.00 [-2.70, 4.70] T

Subtotal (95% CI) 863 881 38.0% 2.14[-2.02, 6.31] <>

Heterogeneity: Tau? = 20.73; Chi? = 129.83, df = 9 (P < 0.00001); I = 93%
Test for overall effect: Z=1.01 (P = 0.31)

1.18.2 27 STARS

Grothey 2008 [85] 31.8 50.3226 642 20 23.4604 531 6.6% 11.80[7.43, 16.17] -
Grothey 2014 [84] 14.6 13.8429 438 107 15.7836 667  8.4% 3.90[2.13, 5.67] -
Hammerman 2015 [71] 23 21.4883 1052 15 213591 687 8.3% 8.00 [5.94, 10.06] -

Houts 2017 [78] 26.91 21.5373 264 23.33 19.1196 109  6.5% 3.58 [-0.85, 8.01] I

Hurwitz 2014 [42] 19.6 19.8474 210 17.65 255501 272 6.8% 1.95[-2.10, 6.00] T

Long Bai 2016 [87] 27.7 34.7521 188 28.3 28.367 101 4.4% -0.60 [-8.04, 6.84] -1
Meyerhardt 2012 [88] 19.2 19.9047 903 16.5 34.9169 1623 8.2% 2.70[0.56, 4.84] ™

Moscetti 2013 [81] 13 10.97 118 8.5 76367 102 8.0% 4.50[2.03, 6.97] -
Suenaga 2014 [83] 38.85 27.4177 84 20.45 19.7229 121 4.8% 18.40 [11.56, 25.24] -
Subtotal (95% CI) 3899 4213 62.0% 5.68 [3.26, 8.10] L 2

Heterogeneity: Tau? = 9.81; Chi? = 43.04, df = 8 (P < 0.00001); I = 81%
Test for overall effect: Z = 4.60 (P < 0.00001)

Total (95% Cl) 4762 5094 100.0% 4.52 [2.34, 6.70] ¢
ity 2 = . i2 = = - 12 = 90 t } }

Heterogeneity: Tau? = 13.82; Chi? = 181.03, df = 18 (P < 0.00001); I> = 90% '_50 _2'5 0 2'5 50

Test for overall effect: Z=4.07 (P < 0.0001) Favours [ noBEVA] Favours [BEVA]

Test for subgroup differences: Chi2 = 2.07, df = 1 (P = 0.15), 2= 51.7%

BEVA= Bevacizumab; CI: confidence interval; 12 - Heterogeneity; 12> 50% and p-value of the chi-square test <0.10 indicate
significant heterogeneity between the studies;; no BEVA = other therapeutic schemes that did not contain BEVA; SD =
Standard Deviation.



