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Abstract

Background: The link between use of solid biomass fuel (wood, charcoal, coal, dung, and crop residues) for cooking
and/or heating and esophageal squamous cell carcinoma (ESCC) is inconclusive.

Objective: We systematically reviewed the literature and performed a meta-analysis to determine whether cooking
fuel type influences esophageal squamous cell carcinoma.

Methods: We searched MEDLINE, EMBASE, Web of Knowledge and Cochrane Database of Systematic Reviews for
studies investigating cooking fuel and ESCC from 2000 until March 2019. We performed random effects meta-analysis
stratified by the continent, World Bank’s country income classifications and fuel type and calculated pooled
odds ratios and 95% Cls for the risk of esophageal squamous cell carcinoma in biomass fuel users compared
with non-users.

Results: Our analysis included 16 studies (all case-control) with 16,189 participants (5233 cases and 10,956 controls)
that compared risk of ESCC among those using nonsolid fuels and biomass fuels. We found use of biomass fuel was
associated with Esophageal squamous cell carcinoma with a pooled odds ratio (OR) 3.02 (95% Cl 2.22, 4.11,
heterogeneity (1) = 79%). In sub-group analyses by continent, Africa (OR 3.35, 95%Cl 2.34, 4.80, 1> =73.4%) and Asia (OR
3.08, 95%Cl 127, 743, 1> =81.7%) had the highest odds of ESCC. Use of wood as fuel had the highest odds of 3.90, 95%
C1225,677,1° =63.5%). No significant publication bias was detected.

Conclusions: Biomass fuel is associated with increased risk of Esophageal squamous cell carcinoma. Biomass fuel
status should be considered in the risk assessment for Esophageal squamous cell carcinoma.

Background

Globally, Esophageal Cancer is the seventh incident cancer
and sixth leading cause of cancer-related deaths [1]. Of
the 2 histological subtypes, Esophageal squamous cell
carcinoma (ESCC) accounts for more than 90% of all
esophageal cancers [1-3]. The ESCC subtype is most
common in Asia and East Africa, while adenocarcinoma is
predominant subtype in the Western countries [3-5].
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Various lifestyle and environmental exposures are asso-
ciated with esophageal squamous cell carcinoma (ESCC)
[6] However, in areas with high ESCC incidence like East
Africa and Asian known risk factors such as smoking
and alcohol use explain just a fraction of disease
causation [7, 8] compared to high income settings [9, 10].
Though the sharp geographical delineations of ESCC with
younger ages (< 60 years) of disease presentation [7, 11, 12]
point to multifactorial etiologies, many putative asso-
ciations including polycyclic aromatic hydrocarbons from
partial combustion of organic matter and diet, have been
postulated to explain the epidemiological patterns and
burden of ESCC [13-16].
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In the poorer communities of Africa, Asia, and South
America affected by ESCC, traditional solid biomass fuels
(wood, charcoal, coal, dung, and crop residues) are the
primary fuel source [17]. Open fires for cooking are often
kept smouldering for hours and for indoor heating in the
colder high altitude areas. These daily exposure to indoor
pollution leads to premature deaths due to pneumonia,
cancers, and cardiovascular disease [18, 19]. An asso-
ciation of biomass smoke with lung cancer is established
but suggested with ESCC [20] though polycyclic aromatic
hydrocarbons (PAHs), a major component of biomass fuel,
have carcinogenic properties on mucosal and endothelial
lining of upper aero digestive tract from inhalation [21].

In order to reduce the burden of esophageal squamous
cell carcinoma, identification of risk factors is the first step
to development of targeted interventions. We conducted a
systematic review and meta-analysis to evaluate the risk of
esophageal cancer based on biomass fuel status.

Methods

We carried out a systematic review and meta-analysis to
test the association between biomass fuel and Esophageal
squamous cell carcinoma along with a protocol developed
in accordance with the Preferred Reporting Items for
Systematic Reviews and Meta-Analysis (PRISMA) [22]
and registered at PROSPERO.

We searched EMBASE, PubMed, MEDLINE, Web of
Knowledge, and Cochrane Database of Systematic Reviews
from the year 2000 onwards. The search terms were (‘bio-
mass’ or ‘fossil fuel* or fossil fuels or ‘stove* or ‘oven* or
‘smoke’ or ‘wood’ or ‘cook ¥ or ‘fumes *’ or ‘indoor air’ or
‘indoor environment’ or ‘pollution” or ‘pollutant’ or ‘ex-
posure’ or ‘fuels’ or ‘coal’ or ‘charcoal* or ‘cake* or
‘briquette®” or ‘solid fuel*’) AND (‘esophageal cancer’
or ‘esophageal neoplasms’ or ‘esophageal neoplasms/
etiology’ or ‘esophageal neoplasms/pathology’ or ‘esopha-
geal neoplasms/prevention and control’). We checked the
bibliography of relevant articles for additional studies that
met the inclusion criteria. The search and study selection
was carried out independently by SO and SJA and con-
sensus reached by discussion.

Eligibility criteria

Studies were included if they: 1) evaluated esophageal
cancer risks; 2) assessed cooking fuels (electricity, gas,
charcoal, and firewood); 3) reported a measure of risk
and its variance, or enough data to calculate these; 4)
estimates were at least adjusted for smoking and alcohol;
5) were of English language. Studies were excluded if
they were: (i) animal studies; (ii) in vitro studies; (iii)
meta-analysis, systematic reviews and reviews; (iv) edito-
rials; (v) studies exploring only pathogenesis; and (vi)
studies published before the year 2000 to limit issues
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related to quality of study reporting and generalizability
to contemporary clinical practice.

Study selection process and data collection process

Two reviewers (SO and SJA) independently screened all
titles and abstracts retrieved from the search engines for
studies that met the inclusion criteria. The full articles
that met the inclusion criteria were reviewed and the
final decision to include or exclude was made by con-
sensus. Independent double extractions were performed
by two reviewers (SO and SJA) collecting data related to
study design, year, number of participants, mean age,
male-to-female ratio, Countries in which study was per-
formed, population setting, case selection criteria, con-
trol selection criteria, exposure assessment methods, the
number of cases and controls, gender distribution, the
type of fuel used, and risk of Esophageal squamous cell
carcinoma associated with exposure, crude odds ratio
(OR) and 95% confidence interval (95% CI), adjusted
odds ratio (OR) and 95% CI, the variables adjusted for,
and the limitations of the study.

If the study did not report measures of risks, we calcu-
lated crude rate ratios with the provided number of events
and sample size. For studies that provided multiple ORs
based on various exposure groups, the OR representing
the highest exposure group was selected.

Exposure assessment

Traditional solid biomass fuel (wood, charcoal, coal, dung,
and crop residues). There being no standardized method
to assess use of biomass fuel, we critically reviewed all the
studies to determine the respective exposure assessment
method. All studies utilized questionnaire based methods
to determine exposures qualitatively. Whenever multiple
ORs were provided, we selected ORs related to coal
exposure for our primary analyses since indoor air pollu-
tion attributed to coal exposures has higher carcinogenic
potential than wood for lung cancer [23].

Outcome
Esophageal squamous cell carcinoma diagnosed by
histology.

Quality assessment

The reviewers independently rated the quality of studies
based on the Newcastle-Ottawa Scale [24]. An ideal study
would include a random representative sample of the
population of ESCC in a geographical area of study, com-
pared to a representative or random sample from healthy
controls from the same geographical area. The study must
present adjusted odds ratios by traditional risk factors
(age, gender, smoking, and alcohol). A good study would
include ESCC cases and matched (at least by age and sex)
controls, and that reported odds ratios adjusting for at
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least demographics and risk factors (expressed categoric-
ally or with some continuous measurements measured at
baseline). A fair study would report only unadjusted rates
of a given outcome. Data were abstracted in duplicate and
independently with no differences recorded.

Data analysis

Odds ratios (ORs) were pooled across studies using
inverse-variance weighted DerSimonian-Laird random
effect models to allow for between-study heterogeneity
[25]. We used random effects because the studies were
conducted in a wide range of settings in different popu-
lations, hence the need to take heterogeneity into account
for the pooled effect estimate. We tested for between-
study heterogeneity using Cochrane’s Q and the I
statistic [26]. We assessed possible publication bias
using Egger’s regression-based test [27] and visual inspec-

tion of funnel plots.
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We carried out sensitivity analyses to examine the
influence of single studies on the pooled ORs by omitting
studies one by one and re-estimating the pooled OR. All
analyses were conducted on the natural log scale.

A-priori postulated sources of heterogeneity for which
subgroup analyses were performed included type of bio-
mass, continent (geographical setting), and socioeconomic
status (World Bank’s country income classifications) [28].
The low number of studies did not allow for investigating
other study characteristics as sources of heterogeneity
such as gender dominance. We performed all analyses
using STATA version 15 (Stata Corporation, College
Station, TX).

Results

A total 699 research articles were found to be potentially
relevant from the electronic database search. After a de-
tailed examination, in which some research articles with

Identification

Eligibility ~ Screening

Included

Fig. 1 Study selection flow diagram

Manuscripts
identified through
database searching
(n=699)

Additional manuscripts
identified through other
sources
(n=2)

V.

4

Manuscripts after duplicates removed
(n=660)

|

Manuscript screened

by title and abstract Manuscripts excluded
(n=660) 7 (n=523)
v
Full-text articles Manuscriot
assessed for eligibility > P
a excluded
(n=137) (n=117)

Studies assessed in
duplicate
for inclusion
in meta-analysis
(n=20)

Studies excluded with
unclear outcomes,
exposures (n=4)

—

Studies included in
meta-analysis (n=16)




Page 4 of 11

60

(2019) 18

Okello et al. Environmental Health

(659 |eodJRYD Ajuopuel pue Jaoued ST JO s se
Bupows  'se7) pue Jo Kioysiy snoiaaid Aue YOWS [IUSWUOIIAUT  (BIIY YINOS) [8€]
L 023eqO) U8puab by e Ll 0001 w6l S9S poom - INOYUM S[eNPIAIpUL AU1jeaH ABojo1siH pue swsjydiowAjod €10z 'buepm
‘@dueniwpe
8 [BODJBYD  JO DWII} PUB ‘X3S *JODUBD 03 UONE|24 OU YHM
L) pue ‘(K >) =be ‘aquy |eudsoy aY3 18 SIoNSIA (eAUSY) [0£]
9 - g7 Iy 651 0. /¥l POOAN  ‘@DUBPISaI JO BAIY 1O S9ANB|DI IO SJuUdled ABOJOISIH  "S1010B) 3S1 33 Ajnuap| €107 '191ed
J9dued [eabeydoss
“(lednJ 1o uequn) Jo A1o1s1y ou pey
(ze8 2oudpIsal Jo ade|d pue Apnis ay) 0} Joud 'B2JR 9DUSPIDUI-MO| B Ul
'S¢ pue (sleak g >) 1eak | 1sea)ie o) eale J19dued [eabeydoss 1o} (11zeig) [+€]
S - Wy 61 €7e €€ 66 POOM abe “Japusn Apnis ul BulAl] s3USlied ABOJ0ISIH  $1010B) ¥SU Y3 21enjeAd €102 "®I0N
‘loyodje pue
‘eInb ‘Ipig pue ‘sseu pue ‘syodal paysignd
‘yesjooy ‘sanalebd ‘ayeiul ssewolq uo paseq ‘uondwinsuod “A3]|_A J1UIysey|
a|qe1sban pue 1Ny ysaly (07T ‘DOOM ERSEISIEY! |OYyO2e JO 022eGO} 31 Ul ¥sH DDST puUe S35
Ajiep ‘uoibijal ‘aduapisal - ‘s0°L) ‘Bunp 4O DUISIPp Yum pajenosse A|buoiis 4o sio3ed1pul 3dinjnwi (e1puy)
/ JIJEnt:/le ASTRI[VIVIEREII AN 7] 8s¢el ¥991 689 €0/ [ewiuy pue xs 96y 10U 35e3SIP YUM Sjudiied ABojoisiH JO uonepPosse ayL [L€] €102 te@
(ognday
-adoing o9z ay3
ulaise3 pue [eluad) pUE ‘eeAo|s
‘s9|qe1ahan JO seale 3su-ybry ay1 ‘Aebuny
pue sunJ} ‘1eswipal ‘loyod|e Jo Bupows ul 1241 dAnsabipolse ‘puejod
‘Aiiep jo uopdwinsuod (019 0] paje|2Iun SUOIIPUOD J1addn o4 si0yoey ysu ‘ejueWIOY
pue ‘jloyodje ‘oddeqol  ‘I7'L) 10} s9seD se [eydsoy awes Se pOOM pue |e0d WO} ‘e1ssny) [£v]
9 ‘ING X35 ‘9be ‘Anunod /T 19 oLLL ST 98l POOM - 31 0} paniupe siuslied ABOJ0ISIH uopnjjod Jie Joopu| 7107 'eyoydes
DDS3 but
-dojeAsp JO ¥su 9yl Uo
sadfjousb aselaysuely
(006v -G auolyeIN|o
0J2eQO} pue  ‘97’c) |eOdIRYD ul swsjydiowAjod (eD14Y YINOS)
9 ‘abe xas ‘adel ‘joyodly LTl € 887 9 Sy 10 poOMm - syusied pazjendsoH ABojoISIH  JO S1Day@ B3 dlenjeny [zl oloz M
D53
.95/ |eod.ieyd) uonedQ| 104 SIaijIpow sl se (eouy
‘Bunjows 0deqo) pue  ‘Z0’¢) pue [ed1ydeiboab 5|01U0d swsiydiowAjod GyedAD  YInos) [¢v] 900¢
] uondwinsuod joyodly 8/ Sy 887 16 S¥C [sleleJ pue-aby Aunwwod AyijeaH ABoJ0ISIH pue [/117NS JO 90y ‘elepue(
S|0J3UOD Se Pasn aIam suedLY YInos yoe|q (e21y
(coC a1deiyue uondwnsuod [oyod|e Jo Ul s190ued [eabukie] pue yinos) [s€]
780) ‘leod 0D2BC0} YIM Pa1eIdosse |ejo ‘Bun| ‘|esbeydosa 2007 'UueWION
L |oyod[e ‘02deqol 9By 671 [8L1 v/1T ¥SE SOk ‘poom - 10U $JDUBD LM S1USNed ABojo1siH 10§ 10128} Msly RI[Ealx!
'S1e9K G < 10j eale
9Y3 Ul 3dUSpIsaI eJ1BWY YINOS Ul (Kenbnin
‘35eD 3y se S Jadued [esbeydosa pue ‘Aenbeleq
pouad swes pue uo swa} pooy |izelg
‘loueyld pue  (9/°L |eudsoy awes ayy "022B([0} JO |OYOD|e O} JaY10 pue sabesanaq ‘euljuabiy)
s91391e61> ‘UonedNPs Jo  ‘'S8°0) 0] uolssiupe paleaIun sssessip yum J0y Bulwinsuod jo [ot] 000T
8 sieak ‘Aouspisal ‘leudsoH  Zz'L oLl 611 96 0€8  |eodieyd ‘9be "Jopusn syuaned paseq-|eydsoH ABOJOISIH 10942 A1 91eWISd O ‘anbes|pised
punes
9[exg (1D ssewolq sseulolq (Anunod)
emMenQO 9%56) Buisn  sjosuod Buisn sased  adA1 ]ony juswiuleLdse uonedygnd Jo
-93SEIMBN uolssalbal ul paisnlpy 4O  S|oauod |10 Sose) P10 ssewolg Buiydiepy JUSWIUIELISDSE [0J1UOD) EN<p) 9AID3(g0 Alewilid 1B\ loyiny

S3IPNIS JO sopsiadeIeyY) | ajqeL



Page 5 of 11

60

(2019) 18

Okello et al. Environmental Health

(FLL'E 1790 1D%S6 6€°L
HOY) A1sadue paxiw pue (F61°SL ‘190 1D%S6 ‘SS8'2 HOY) Syde|q o1 ades Aq pa1ebaibas a19m Ydiym DISI YUm 3sn [an) pIjOS JO UONRIDOSSE JO I Y} JO S) NS JO SISA|eue e1aW [UlW & JO JNSai e S| SIy],

(8591 (epuebn)
[oyodfe  /00) suonen|ead DDST JO 10108) s e [Sv] 610C
S pue ‘Bupows xas 96y /0'L 98¢ S/ POOAM - oidodsopus Jaddn jeulioN ABOJ0ISIH se adAy [any bupiood ‘yowomg
/¢ aseasip (eluezue])
‘88'1) paje|2.-|oyod|e/4ous-uou [L¥] Z10C
S - 997 S/€ GLE POOM Xas pue aby Yum pazijeydsoy KBoJ0ISIH S9SED D3 DZ1RIRYD ‘ebequipy
83 palles
pue Jadued Aue Jo AIoisiy
Ajiwey pue ‘Buulp [oyodle
‘uondwinsuod sseu ‘Buows
022eq0} ‘s9|qe1aban
pue sunyy jo bo| ‘susibAy D53
[P0 ‘1DBIUOD [eUIIUR ‘DI0DS yum sadAouab 9gz
Yijeam ‘|ans| uonednps (0Ll "90UDpISal JO pue 617 SWOoIY201L
‘uoiblfal ‘aduspIsal Jo  0G°L) 2oe|d pue ‘xas Jo swsiydiowAjod (e1pu)) [0€]
g 9opd Uspusb ‘Aidluyie 9By 09F 6v€ 61 0zl 76k ssewolg '(s1eah G >) 9by - ABo|01SIH J19uab JO UONePOSSY /102 1eyg
‘Bupows
022eq0} pUB ‘BuIMayd "JDST JO S10108)
Sseu ‘9102s y3jeam SSH JUSIDYIP UO S1D9y
‘9WODUI ‘|9A9] UORRINP Buljipou J1ay3 pue 3su
‘9duapisal Jo adeid 'suodal D53 yum sadKiousb
‘uopduwinsuod 3|geIaban (0561 ‘9UdpIsal  paysiignd uo paseq ‘uondwinsuod 958J9JSURIIOYNS
pue 3y Ajiep Jepusb  pe|) JO 1DLASIP  [OYOD[e JO 0DJRCO} UM Pa1eldosse PUB 0SH-d SWOIYd01AD (e1pul) [i]
8 ‘uolbijas ‘Adluye 9by LS 8 0t €17 $Oov  ssewolg pue abe xag  A|BUOS 10U 3SeISIP YUM SIUlIed KB0J01SIH JO UONBIDOSSY /10T 'Yyeys
(ze8 “9DUIPISA ‘uondwinsuod |oyode Jo D57 4O MSH pue ayows
'5€°7) 4O DUISIPp 0D2BQ0} YIM Uolieposse Buoils 3SNOY puUBYPUOISS (e1puy) [07]
/ T 8G€L 991 G689 €0/  ssewolg pue ‘xas ‘aby YIIM 3Se3SIP INOYIIM Siuaned ABoJ01SIH U99M13Q UO[IRIDOSSY 9107 'byey
"J9dUeD JOo
KI03SIY OU YIM 19p|O O SIeak g|
‘Bupjows pue (0L pabe sI01isIA pue Jjeis [eudsoy J0ued |eabeydoss
‘Spoyiaul bupood ‘snieis ‘07 Y) ‘Seale Juswyd1ed [endsoy woly UYUM Pa1eID0SSe S1010e) (Imejew) [£€]
8 DIWOU0I30120S Iapuab 9by 0971 €l 081 99 % POOAM - SIaqUUBW AUNWIWOD AYijeaH ABOJOISIH  |eIUSWIUOIIAUS 2J0|dX3 G10Z "@qWio|n
‘uonedndd0 pue
SN1eIS [e1LPW ‘SOUSPISDI
‘|9A3| |euonedNpa ‘Syows
pjoyasnoy 03 ainsodxa  (0f'/ |eod.ieyd (elquiez)
‘uondsjul AdH pue AiH- ‘0C'L) pue suonenieas 0DS3 40 [6€] 5l0C
3 ‘93e1ul joyodle ‘bupows  Q0'€ 8l 0S S 0S POOM X3S pue aby oidodsopus Jaddn jeuloN ABOJ0ISIH S1010B) 3Sl 210|dX3 ‘equueAey|
'S958D
2y1 se eaJe |ediydeibosb
pue sdnoib uopeindod
SUIBS 9y} WOy PayINIdal
punels
9[exg (1D ssewolq sseulolq (Anunod)
emenQO %G6) Buisn  sjonuod Buisn sased>  adA1 ]ony juswiuleLdse uonedygnd Jo
-93SEIMBN uolssalbal ul paisnlpy 4O Sloauod |e10L S9se)  [plO]  ssewlolg Buiydiepy JUSWIUIELISISE [01IU0D ased) 2A1123(q0 Alewilid 1ea\ loyiny

(Panu3u0D) S3IPNIS JO SOSHRRIRYD | djqel



Okello et al. Environmental Health (2019) 18:60

duplicate or inappropriate information were detected
and excluded, 15 studies [20, 21, 29-41] and 1 abstract
were identified as testing the association between bio-
mass fuel and esophageal squamous cell carcinoma
(Fig. 1). Of note one study reported separate estimates
for blacks and mixed ancestry as such we performed a
fixed effects meta-analysis of the 2 estimates to find a
combined estimate for both races [29].

All 16 studies were of case—control study design with
16,189 participants: 5233 (range 75 to 830) cases of
esophageal squamous cell carcinoma and 10,956 controls
without disease (range 145 to 1779). Seven of them were
large studies with more than 1000 participants [20, 21, 31,
35, 37, 38, 40].

The main characteristics of the individual studies are
listed in Table 1. Of these, 9 studies were carried-out in
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Africa [29, 32, 33, 35, 36, 38, 39, 41, 45], 4 in Asia [20, 30,
31, 37], 1 in Europe [21], and 2 in South America [34, 40]
(Table 1).

All studies showed a positive association between bio-
mass fuel use and ESCC, 11 of them had statistically sig-
nificant associations [20, 29-34, 36—39, 41]. In addition,
biomass fuel use heighten ESCC risk in studies evaluating
CYP2D6 [30] and CYP1A1*4 [37] genotypes in India. In
South Africa, SULT1A1*2/*2 [29], GSTP1 341C/T and T/
T genotypes [32] and single nucleotide polymorphisms in
miR-423 [38] together with environmental smoke ex-
posure was associated with increased risk of ESCC.

All studies except 2 [20, 38] controlled for the
major risk factors for ESCC: age, gender, alcohol,
and smoking in matching or regression models
(Table 1).

Study %
ID Odds Ratio (95% Cl) Weight
Low income :
Mlombe (2015) | ———— 1260 (4.20, 37.70) 36.50
Mmbaga (2017) . 2.66 (1.88, 3.76) 48.47
Dwomoh (2019) * ! 1.07 (0.07, 16.58) 15.03
Subtotal (I-squared = 73.6%, p = 0.023) _ — 4.09 (1.15, 14.51) 100.00

1
Lower middle income :
Dar (2013) -— 1.24 (1.05, 2.20) 23.03
Patel (2013) . 2.90 (2.33, 3.61) 25.24
Kayamba (2015) —— 3.00 (1.20, 7.40) 13.71
Shah (2015) — 5.11 (1.34, 19.50) 8.75
Rafiq (2016) —:—0— 4.42 (2.35, 8.32) 18.30
Bhat (2017) —_— 4.60 (1.50, 14.10) 10.96
Subtotal (I-squared = 76.3%, p = 0.001) <> 2.86 (1.76, 4.64) 100.00

1
. |
Upper middle income |
Castellsagué (2000) T 1.22 (0.85, 1.76) 16.58
Pacella-Norman (2002) T*— : 1.29 (0.82, 2.03) 15.95
Dandara (2006) —*— 4.78 (3.02, 7.56) 15.91
Li (2010) : * 12.10 (3.26, 49.00) 8.67
Sapkota (2012) — 2.71 (1.21,6.10) 12.96
Wang (2013) —— 3.92 (2.35, 6.53) 15.51
Mota (2013) ——— 4.42 (2.30, 8.31) 14.42
Subtotal (I-squared = 85.6%, p = 0.000) <> 2.99 (1.71, 5.21) 100.00
. 1
Overall (I-squared = 79.1%, p = 0.000) <> 3.02 (2.22, 4.11)

1
NOTE: Weights are from random effects analysis :

| |
.5 1 4
Decreased odds of ESCC Increased odds of ESCC
Fig. 2 Forest plot for Biomass fuel and Esophageal squamous cell carcinoma risk by World Bank Income status
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Study %
ID Odds Ratio (95% CI) Weight
South America l |
Castellsagué (2000) —— 1.22 (0.85, 1.76) 52.20
Mota (2013) :—0— 4.42 (2.30, 8.31) 47.80
Subtotal (I-squared = 91.4%, p = 0.001) <C> 2.26 (0.64, 7.96) 100.00
. 1
Asia :
Dar (2013) > : 1.24 (1.05, 2.20) 31.32
Shah (2015) —® 5.11 (1.34, 19.50) 18.78
Rafiq (2016) :—0— 4.42 (2.35, 8.32) 28.32
Bhat (2017) —_—l— 4.60 (1.50, 14.10) 21.58
Subtotal (I-squared = 81.7%, p = 0.001) <> 3.08 (1.27, 7.43) 100.00
1
. 1
Central and Eastern Europe
Sapkota (2012) —_— 2.71 (1.21, 6.10) 100.00
Subtotal (I-squared =.%, p =.) s 2.71 (1.21, 6.08) 100.00
1
. 1
Africa !
Mlombe (2015) : —¢— 12,60 (4.20, 37.70) 6.90
Mmbaga (2017) - 2.66 (1.88, 3.76) 16.36
Dandara (2006) —— 4.78 (3.02, 7.56) 14.68
Li (2010) : . 12.10 (3.26,49.00) 5.16
Wang (2013) —e— 3.92 (2.35, 6.53) 13.89
Patel (2013) - 2.90 (2.33, 3.61) 18.01
Kayamba (2015) —_— 3.00 (1.20, 7.40) 8.64
Dwomoh (2019) * : 1.07 (0.07, 16.58) 1.59
Pacella-Norman (2002) -Te— 1 1.29 (0.82, 2.03) 14.77
Subtotal (I-squared = 73.4%, p = 0.000) <> 3.35 (2.34, 4.80) 100.00
1
Overall (I-squared = 79.1%, p = 0.000) <:> 3.02 (2.22, 4.11)
NOTE: Weights are from random effects analysis :
I I
51 4
Decreased odds of ESCC Increased odds of ESCC
Fig. 3 Forest plot for Biomass fuel and Esophageal squamous cell carcinoma risk by continent

All studies used histology to diagnose ESCC as stipu-
lated in inclusion criteria. The quality assessment of
included studies is summarized in Table 1.

Combining all the 16 case—control studies showed a sig-
nificantly increased risk of esophageal squamous cell car-
cinoma with biomass fuel, pooled overall odds ratio (OR
3.02 (95% CI 2.22, 4.11, I* = 79%). Similarly, our observed
associations between biomass and ESCC remained signifi-
cantly elevated when analyses were restricted to studies
that controlled for smoking and alcohol.

Low-income countries had the largest risk of ESCC (OR
4.09, 95% CI 1.15, 14.51, I* =73.6%), followed by upper
middle-income (OR 2.99, 95% CI 1.71, 5.21, I* = 85.6%)
and lower middle-income countries (OR 2.86, 95% CI
1.76, 4.64, I = 76.3%) (Fig. 2).

Similarly, increased risk of ESCC from biomass fuel
compared to non-users was observed in studies stratified
by continent with the highest being Africa (OR 3.35,
95%CI 2.34, 4.80, I> =73.4%) and Asia (OR 3.08, 95%CI
1.27, 743, I =81.7%) (Fig. 3). South America and
Central and Eastern Europe with 2 and 1 study respec-
tively had unstable pooled estimates.

In the subgroup analysis to estimate pooled ORs for
biomass type, the summary odds ratio for wood use was
3.90 (95% CI 2.25, 6.77, I> =63.5%) and a combination
of wood and charcoal OR 3.71 (95% CI 2.69, 6.77, 12 =
41.2%) (Fig. 4). Likewise unspecified biomass and coal
use were associated with increased risk of ESCC; how-
ever, these estimates were based on a limited number of
studies.
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Study %
ID Odds Ratio (95% Cl) Weight
Charcoal : |
Castellsagué (2000) —— ! 1.22 (0.85, 1.76) 100.00
Subtotal (I-squared =.%, p =.) <> 1.22 (0.85, 1.76) 100.00

1
biomass |
Dar (201 3) > : 1.24 (1.05, 2.20) 31.32
Shah (2015) —® 5.11 (1.34, 19.50) 18.78
Rafig (2016) —|-— 4.42 (2.35, 8.32) 28.32
Bhat (2017) —_— 4.60 (1.50, 14.10) 21.58
Subtotal (I-squared = 81.7%, p = 0.001) e 3.08 (1.27, 7.43) 100.00
. 1
wood 5
Sapkota (2012) — 2.71 (1.21, 6.10) 21.95
Mota (2013) —— 4.42 (2.30, 8.31) 26.60
Mlombe (2015) I —&— 12,60 (4.20,37.70) 15.71
Mmbaga (2017) = 2.66 (1.88, 3.76) 35.74
Subtotal (l-squared = 63.5%, p = 0.042) : 3.90 (2.25, 6.77) 100.00
. 1
wood and charcoal X
Dandara (2006) —— 4.78 (3.02, 7.56) 23.91
Li (2010) ! . 12.10 (3.26,49.00)  4.97
Wang (2013) — 3.92 (2.35, 6.53) 21.38
Patel (2013) - 2.90 (2.33, 3.61) 38.63
Kayamba (2015) —_— 3.00 (1.20, 7.40) 9.78
Dwomoh (2019) * > 1.07 (0.07, 16.58) 1.33
Subtotal (I-squared = 41.2%, p =0.131) 1(> 3.71 (2.69, 5.10) 100.00
" 1
wood, coal, anthracite :
Pacella-Norman (2002) — 1.29 (0.82, 2.03) 100.00
Subtotal (I-squared =.%, p =.) <> ! 1.29 (0.82, 2.03) 100.00
. 1
Overall (I-squared = 79.1%, p = 0.000) <> 3.02 (2.22, 4.11)
NOTE: Weights are from random effects analysis :

| | |
51 4
Decreased odds of ESCC Increased odds of ESCC
Fig. 4 Forest plot for Biomass fuel and Esophageal squamous cell carcinoma risk by fuel type

Biomass fuel type, geographical setting (continent),
and socioeconomic status (World Bank’s country income
classification) were significant sources of the observed
heterogeneity. Excluding studies one-by-one did not
show any substantial change of pooled estimate.

Statistical heterogeneity was considerable (I*>75%)
for overall pooled effect; however, statistical power to
evaluate other sources of heterogeneity was low. For
assessment of publication bias, the Funnel plot
(Additional file 1: Figure S1) and Begg’s test showed no
significant asymmetry in the pattern of distribution of
studies (p = 0.537).

Discussion

Our meta-analyses showed that biomass fuel is associated
with significantly higher risks of ESCC. The increased
risks we observed were independent of other risk factors
such as age, gender, smoking and alcohol use. This meta-
analysis confirms prior results from a meta-analysis that
observed household air pollution is associated with
increased risk for esophageal cancers (subgroup meta-
analysis of 2 studies) [46]. This is biologically plausible
given that the esophageal mucosa may be exposed to
inhaled combustion fumes and particles by retrograde
ciliar transport in the bronchial tree and subsequent
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swallowing and thus exposing the esophageal mucosa to
carcinogenic substances [47].

We observed an increased risk of esophageal cancers
among those in low income followed by low middle
income and least in upper middle income. Based on
stratification by continents, studies from Africa had the
highest risk, followed by Asia, then South America, and
least in East and Central Europe. Taken together, these
analyses point to variation of biomass use by continent,
type of fuel used, and socioeconomic status of popul-
ations at high risk for ESCC. In lower income settings of
Africa and Asia, cheap biomass fuels such as wood,
charcoal, dung, and crop residues are main source of
cooking and heating fuel [17].

Noteworthy, we found the ESCC risk varied with bio-
mass type -- highest with wood. Though coal exposures
tend to have higher carcinogenic potential than wood for
lung cancer [23], it is unknown whether it is the same for
esophageal cancer. Even then, our result exemplifies the
fact that the types and proportions of carcinogens vary by
the type of biomass used [48]. Compared to more ex-
pensive less toxic nonsolid fuels (e.g., electricity, liquid
petroleum gas, and ethanol), biomass is poorly combus-
tible and produces more toxic emissions with higher
levels of sulfur dioxide, carbon monoxide, fluorine, and
known carcinogens such polycyclic aromatic hydro-
carbons (PAHs), benzene, arsenic, 1,3- butadiene and
formaldehyde [49, 50] which are detrimental to human
health and causes esophageal cancer [46].

This study has several strengths and limitations. This is
the largest study to date with a sample of more than 5000
ESCC cases and estimates were pooled from 16 countries
across five World Bank Regions from four continents to
quantify the ESCC risk from use of biomass fuel with
meta-analysis. The lack of studies from regions such as
Australia, North America, and West Europe is likely not
due to our English language restriction, but rather the
prevalent use of nonsolid fuels as well as low burden
ESCC in these regions making potential research un-
feasible. This renders our results generalizable to different
geographic locations. Another strength of our analysis is
that all studies controlled for other known ESCC risk fac-
tors. A limitation of this study is that exposure measure-
ments were restricted to one point in time yet biomass
use may change over the life course and a single measure-
ment may result in misclassification even among lifetime
biomass users. In addition, the lack of individual patient
data on exposure—response relationship between duration
of biomass use and risk of ESCC limits further insight into
the exposure-response relationship.

In conclusion, using biomass fuel increases the risk of
Esophageal squamous cell carcinoma. Importantly, ESCC
risk differed by study setting and population. While
current evidence demonstrates association between age,
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gender, and lifestyle (smoking and alcohol use) with
ESCC, environmental factors might be responsible for the
heightened risk in Eastern sub-Saharan Africa. Biomass
fuel status should be considered in the risk assessment for
Esophageal squamous cell carcinoma in low-income
countries.

Additional file

Additional file 1: Figure S1. Funnel plot to evaluate publication bias
(DOCX 75 kb)
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