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Breast cancer is the most frequent cancer and the second
lending catse of cancer wsociated maortality among
women worldwide. A lotal of 2.088,684% new cases and
626,679 deaths have been relaled Ly breast cancer in 2018
‘1) Multifsctonial cliology has been identificd as one of
the risk lscturs known is oral wontraceplive applicution
213

Previous studies have revealed  that combined  oral
contraceptives reduce endometaal and avaran canoer
risks through ovulation suppression 147751, T hese studivs
tound contrary results of conrraceptive pills use wirh
nceurrence of hreast cancer. An fincreased breast cancer
risk corvelated with used in oral contraceptive pills
1,5.6). meanwhik ollier studies Buve shown inconcfusive
rosulis | 7.8,9.10].

Ot delerminants of ol conltaceplive use and thic
vucurrence of breast canver are e length ol the vse,
dnsc-ws.lmnsc‘ and age afl the vsers. Anather study
showed a significant elevaie in the number of youny
wimen who use nral hormanal contraceptive as well ag
women who heain 1o vse oral contraceptives befone the
age of 20 |2 Furthermore, the studies found thene is no
assxclation helween hreast cancer and oral contraceptives
use |24]. Increaed breast cancer risk particularly in
women willi oral contraception application for more
i 1 years belere tie first pregnancy | 5], Anottier stody

157 svademulic Reviews i Phacmacy

|€l\|rll‘-1 breast cancer nisk imcreasing in (he wral
cantraceptives pills use fonr mare than cight years 14].
Ora)l comtraceptinn has tecently emerged as the third
mesd common method for family planning and the most
widely distributed across the globe compared 1o other
conlraceplive methods. [Lis estimated that 6.4% ol Asian
women use conlraceplive pills [11]. Meanwhile. the
propurtion of vral contraceptive users W Seotheast Asia
v 12.8% [12). Oral cunraceptive users by counlry i
Suutheast Asia revealed that Phailnd as the highest users
(A5% 5 followed by Indonesia 136500 and Vietnam
(HA%) 111,140 hevefore, aval contraceptive applicarion
in Southeast Asia ix relatively high yet the correlation
with breast cancer risk fs still under study

Stady .:irs.'\gw nud icscnr'h wmplr

In this mema analysis study. we followed the Preterred
Reporting Teems for Systematic Reviews and Mela
Analysis {PRISMA) Statement 4], The samples ol this
research included published research anticdes which were
published from January 2001 Lo lune 2009 i PubMed,
ProQuest, and LBSCO of unliue artice dutabuses, In cach
study we identitied the reference category, being <5 ywars'
duration and =5 vears duralion of the application of neal
sontmceptive,
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Operasivnel definitions

‘this study cauprised of iudependnt vasialdo. () 85
years' dogstion and (03 -3 Jurativn of veal compuaptive
ust. ikt o dependent vaziable, i, broast vaxer risk.
Reseaveh proceduce

‘the preecdure of this rescarch was started by enllecting
data through published vesearch articles identification en
the aral contraceptive application length and the risk of
breast cancer in Southeast Asian women on PobMed
online antide databases. ProQuest. and EBSCO (Figure
1

‘These fuflowing keywords are pxed treating as title or
alwirect for the Bterowure scurch: ("o cuntreceptive” OR
Lunaonal wral’y AND (lreast comces™ OR “breast
ncoplasms™), We found 385 articles were identifiad by
oxamining the anticle titles, ahsiract and  full-teer,
lusthermare, thik shudy cassifled the research atides
intn two groups hased on the oral contraceptive
application length with <5 years’ duration and >> yean'
duradon.

The article will be excluded Uil is: (aj nol hreast cancer
utcome, (b) conducwd by using other sty desiyms
allxr than case~coutred or cohwrt study ¢) ucluded
insullicivun Juta for exisictiven

Daia collectlon welinkive

Qnling searching was poiormed in data collection. ‘The
collected data was Vimited by the antkdes sitien in
knglish. ‘The article type was limited 10 ariginal rescarch
one. The publicarion date of the artlcles was limitad from
Tanuary 20M) 10 May 2019, The research subjecl was
litited 0 humank only. Conceivably signilizant Gue
unigue arlicles were inspecled, while the insiantiicant
atides were prohibited. Thuse possibly  signilicam
uniyue weticles will be evaluated in full-contcut slrvcture,
whik then e vaesvential srtides were exdudad. T
somple inclusion crilerizs wore rescarchad oo the
dugarion of aral comraceprive applicarion, Including <3
years” duration or >3 years’ duration, and hrease cancer In
Sautheast Asian women with restrospective stedy and
prospective stody design. The exclusion criterias were (a)
the indusion criterias were ansatisfyingly tolfilled, (b) the
articles were unavailahle in full-wext form, andfor (c) Wie
data provided in the full-lext Jonn was 1ol saflidont for
calraction of dates, The Bollowing duws wene abso
collvcted frun the articles: the wane of e original
wiitter, stndy location, study tvpe, and 3 suminr of
several camplea.

‘The infarmatian froms all of the articles that fulfilled
inclusion criterlas per under a srandardizad protacal
caretully  extracted by two  lavestigaror, while
contradictions were »setled by three dilferent
invesligators, Newcasde Ollawa  Quality  Asseament
Scale {NOS) was porlonined for cvaluadon quality ol
rescarch arliclex. Artices were indicated poor {scorc 0-3),
wodurate {wure 1-6) and high yuality {score 7-9) (15).
Dt analyss

aia analysis was conducied to gt pooled and combined
0dd eatios of the collected articles. OJd ratio with 95%
confidenas intervals (1<) was utilized to panl the msults.
These test presented the minimam stafistical power
anicle with Jimnal numbers and sample slzes  was
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indicated by  [>30%  siynilicanlly  hewrogencily.
Assoment significaut helerogencity vsed o rasdom
ol muded and homogencity osed a fixed-effeel moded,
Roeview Manager 5.3 {Ree Man 5.3) was used to analyse
the dara. Publication blas was perfarmed funnd plots and
kgyers  and  Bega's  tests,  statlsnically  shyaiflcant
publication hias p-value <05, Stata version 14.2 was
conducted to analyze publication biax. A twn tafled P
value of <{14)3 wax cansidered sratstically significant.

Revicwing provess was Iield 10 selet 10 studics related o
the duration ol nral contracoplive application with brcast
cancer risk in Southeast Asian women vwith a togel 28,776
samples patients {'able 1} 13,1524/,

A meta-analysis study was perfermed ta dorermine the
duratinn ol oral contraceptive application and breast
cancer ik in Svutheast Asdan women (Figure 2). The
figure presemed an insigniflcam sesull ol £5 years'
duration of oral conlraceplive applicalion and breast
cuneer rivk in Soullicast Asian wounn with OR - 121
{95% CL 0.96:1.52. p »0.05). Liw lrlcrogencity st in
these studics (P, wne = 000043 7= 70%) rosulicd in o
vavicly of harcsopencous rsults on the breast cancer vish.
In conteast, oral contraceptive application for >3 yoars
and breaar cancer rlsk in Southeaast Aslon women had a
significant resnlt with OR = 2.66 195'% CT 1.79 394, p
<N01). Nifferent from the <5 years' application
duration, hiterogeneity texla in these slndies {Pangpace =
001 ('« 15%) nsulkd in  mueliluriousicss  of
honiogencous resvarch vn breast cancer disk.

Pubdication bias it artichs collwled  Jossilexd by
proaating Fonoel plots va the duralivs of vral
coulraceplive application with breast cancer risk anong
women in Southeast Asla {Figure 33 In fgure 3, results
showad ax significant puhlicatton hias detocted in artids
on omal contraceptive <5 years' duration af oral
contraceptive and rliko of hreast cancer amang wamen
in Soatheast Asfa with Fygrer's test (P = 0.011) and Beggs
Wl (P = 0.09). In contrust. in articles on > 9 yearw'
duration of aval conlreceptive wie mxl risk of breast
auneer antotyyg woinent i Svotheast Asia (Figure 1), our
study o tiat txere was uv signiticant publication bias
will Lgger st (p - 02700 aud Bogg's test (pr - 0.308),
Subgroup analysis (m oral contraceplive nse ad bavast
cances ik in Sautheast Asia (1abke D). Ven audics
amessingt aral contracepive application and hreast cancer
ritk, seven were cake-control srudles {13.16-14.21,22}
with Powled Cdids Ratio (POR) 132 {1ith L14),
helerogeneity lest (n these studies (P us, = <V00L;
P’s 9%} roaulted in various hoterogencuos research un
breast cancer risk. und three were cohort sudics |19,20}
with POR 1.3 (0.95-L.84). helcrugenity lost in Lhose
studics (Pr. semany = 0.285 P 20563 sesulied a0 variay of
hontogenteous cesearch on the breast cancer risk.

Stndy quatity faund cight sludics with high NOS scores
{13,18-24,, POR 151 {1.09-2,10), hotorogencity test in
theae SUAIS {Prarmrar = A0O0T; = BXX) eosulicd
varfous heterngizneous research on the hreast cancer sk,
Two studies with low NOS scores |16,07], POR 135
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(0.80-2.27), heterogencity test in these studics oy -y
= 0.17: 1= 8%} resulicd vasivus howogenvous sescurch,
‘The ord cumtravepive use durative aud Lreast cancer
tisk in Soultheast Askan counteics was presented in Fable
1 Qur siudy found shat shere is an assaclation of >3
yeart' duratian of onal cantrzaptive applicatian and
breast cancer digk in Southedxt Astan women, while <5
vears’ duratinn of nral contraceptives is not assnclated ta
hreast cancer risk in Suutheust Asian women.

Indonavia bax the fargenl tigure off women ased oral
conlraceplives fur >5 years with POR for hucast cancer
risk was 2.67 (1.62-1.40), ivluwed by ‘thailand and
Malagsia with POR for breast cancer risk were 2,56 (1.08-
4085 and %38 (0.84-6.16), respectively.

DISCUSSION

‘This study sovull showed that 55 yeaty' bngth of vsal
coutraceptive pills use increased bresst canr risk in
Sautheast Azian wonen with risk apportunity was more
than doubled. 'he resuliz wore alsa hrmogenenua which
means the studles will give cansistent or Insignificantly
different if the study performs ar the same vime and
place.

Funthermore, Imdonesia hiw been known  that  this
countty hax the greatest rixk opporwnides for broast
caner, followel by Thailand und Matuysia, Our stody
findings desceibed possibly rdate to the high rates of orel
conteaceplive application in those country mentioned in
advange [11,13,24),

‘e previous studics found breast cancer incidence
elated to nral cantraceptive applicatinn in several
ethnicides. Non Hispanic Cakaslans have the highest
percentage of aral conracepiive applloatken (55%) as well
an the highet sumber of ncldence o breast cances (¢/%).
Interestingly. the lowest propartion of oral contraceplivn
application {37.5%) yet being We secoud-highest iy dic
peroemage of breast cancer hcidoce (5.7%) fn uon-
Mispanic/Pucific  Ilankens,  Novellispanic  Africou-
Americans and Nispanics have the same percentoge of
ol conteaciptive application ($2,2%} with o relativdy
Tower figure of breast cancer Invidence with 3.4% and
47%, rexpectively [23). Qur study had found the
percentage of aral contraceptive application with hreast
cancer incldence followed by a mnge of 37 1392, The
figure veas higher 3 sone cthuic than others as we had
duscribo, pussilly due to ot cuntraceptive applicelivn
eretage is Auown was abso nduively high in the
Suutheast Azian region with 12.8% [12].

Syl oa U sl opponuuitics found. it way
demonstrated that thera was a higher broast cancer sisk
in Southeast Asian reglons with < 5 years’ durmatlon of
aral conteaceptive applicarion was OR = 1.21 {95% QI
0.94-1.52), while >3 years’ durathon of oral contraceptive
use wax OR = 2466 (954 CT 1.79 3.94). Previvnx sindy
also had Jound visk oppurlunities o) breast cancer related
w oral contraceplive included non- Hixpanic Caucasians
{HR « 1.09 193% €1 1.01-1.18), non-Hispunic Alrican
Amxricans (1R - 095 {93% €1 0.64-142), and non-
WNispanic Asian / Pacific lslander (1IR — 093 (9335 C)
0.63-1,39) [25).

i Syalostiaiie Hesizasia Fhataea;

Dats froan 39 case~ouleal studics led [t 1980 W0 2006
bave disuneral 4 assodiation W aatacglive pilfs with
breast caneer aneng preaxnvpsusal 28] Anothier study
reanmmended thal present alitization of conlraceplive
pills which substance Is estrogen appears to somewhat
clevare the hreact cancer rigk. A e faetars adding m the
advancement of hreast disease incorpurate hormanes,
which is estroyen itself "27 29]. The use of contraceytive
pills which contains estrogen the breast thane I be
proscnted Lo large amounts of hormones for lomger
perinds. That cstrugen stimulales growth lctors Urat
caist #u breast cancer cells rosulling in wunur provission
(20.31).

‘Ihe previous rscanch on the impact of age at beginning
of utiltzation of the pill an the rare of brcast cancer
grewth presumed that Tadies thar had begun ntilizing the
pill befare 18 years ald contracted discase 4 years sooner
132]. Tn a suuly, the researcher accepts prolonged use
increases the risk. Another study found a relulive risk of
2.2 with over 10 year of length ) using |33/ The other
sledy found the alinity hetween hreast cancer and
coutpuarplive pills use (OR-2.10). fue investigadon
rosully show thal wwncs that elilieativa prevestative
pills have more potewurllyy roguirements for prevenlive
and screening mcasines [ 4],

Hased on data oeal conraceplive is the muast common
nieans of contraception in the world and Southeast Aslan
countries, utilized hy millions of wemen (33 37].
Acaurding to  the dumtion of oral  hormonal
coniraceptives use more than S years will increase breast
cuneer risk which will be higher compared to tose who
have never used bormonad contraceplivin 10 a persim
slops taking honannal cuitracepivn for 5 years Uk she
will biave uo gisk of breust caucer. Tuis result & supponed
by a theory found abaut the imbalance of the hormones
estrogen and  progesterone usad  in hasmonal
sanraceptinn [4,38,39]. IDis hormnnal imhalgace has
resulred  in A feedback  mechaniam  that  can
physiologically control the number of hormanes in the
hody when it is not furcioning properly [40]. 1t was
trigeered by the estrogen receptuns ep regulativa so that
the aumbir of horntones conlinucs ko increase, Exposure
Lo sexual hunpones over a period of wore than 5 yans
will incecase the proliferation of breast vdls and inavase
briast cancar slem cefl milosts [41].

A moaanalysis data dn this siudy has  sowvenal
lmmitations. 1irst, thers were 2 potential atides zhould
he incleded in this study but the full-text aticles are
inavailable. Second, there were 2 studien are also
potentially incdoded in data analysis yet the data
presented were incomplele and dilferent risk faclon m
the caleulalivns wore alse perluvmed.

Based on our analysis, as we found of the significant
associution of wral llonounal coutreplives use with
breast cancer risk as well a5 incrvase for s than five
years” duration of contraccptive pills use. we suggest
people 1o seleel elitive and officicnl  long-torm
contraceptive methods 1o prevemt pregnancy, ver tate in
acordance with Inferdlity and breast cancer sk,
Anather suggestinn s breast cancer screening programs
we necesary [or Southeast Asian countries.

¥ol 10. Ieme 2, July Dec. 2019
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CONCLUSION

This study confinms the siguificant corrdition of nwne
than tive years: duration of aral hormonal contraceplives
use and breast cancer visk in Southeast Asia, Thecefore,
we recommend fertile women wha want 1o prevent
pregnancy for a relatively Tang period. should use long-
term contraception methnds,
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Table 1: Systematle review of duration of oral contraceplive use with breast cancer risk in Southean Astan women

Abbreviation: (1, confidence interval; OR, adds ratio; p <0.03 considered siatistically significant; signiticant heterogenity

220%

. Yol 10, lome 2, July Dec, 2019

Number of Sample
First Author Regon ooy Patlents Duration Cares Contrdl NOS
yne Characteriatic (years)
Total Fxposure Tatal Fxposure
Nopoadaheta [16]  Malaysia Gise  Aged 26-70 years <5 17 5) 147 36 G
vonlrol
Gibson el al {17} Philippinces Caose Aged 35-Glyvars s5 123 16 78 125 ¢
control
Matalgah or al (a4 {15] Malaysia Case Aped 23-83 yoars, «5 150 b ) 174 2) 7
control three ethnke
groups (Malay,
Chineseand
frulian)
Matalgali ca ad {b) | 18] Maulaysio Cuase Aged 23-83 yours, >3 150 13 130 6 7
control three cthok
groups (Malay,
Chinescand
Indian}
Pnosad et al {a; [19] thailand Cohort Aged 30-69 yoars <3 3,664 14 2,153 1 ]
Pousari ¢t al (b} [19] ILuiland Cohorl  Aged J0-G5 years 3 5.597 13 21N 11 8
L et al [20) Ningapot Cohotl  Aged 43-74 yeans, <3 an kD] 1,217 N ?
Chinese
papulation
Nguyenetal [13] Vietnam Case Aged 25 75 years <5 294 25 94 13 7
control
Trien et al 21] Vielsun Case Aped 27 74 venrn <5 269 ™ S99 134 7
conirol
Chavecpojukomiorn Sluilaud Case Aged <15 wuns =3 57 12 2557 11 7
ctal (0) {22} control
Chaserpoinkowiorn Tsuiland Case: Aged <45 years 23 257 135 257 s1 7
¢l gl b [22) control
l'an et al |23] Malayxla Cage Aged HL7d pom, <3 3,683 933 3.9R00 1,145 H
control thrae eshink:
groups (Malay,
Chineseand
Indian}
Wahidi claf {a) | 24] Infoncsia Case Aged 40-49 vaars <5 3 77 i8] 33 7
conlrol
Wahidi ctal (b) 244 Indonisia Case Agad 10-49 vears >3 38t 38 381 P31 7
conlrol
Total 15,763 1,548 13,012 1,753
Albreviation: NOS, Newastle-Ottawa Qualily Asscssment Scale
Talde 2. Subgroup analysis for oral contruceplive use und breast cancer risk in Southeast Asia
Subgroups Nemberof Fooled OR Helerogeacily
studics 93% N %) P
Study design
Cohart 3 1.34 {U98 184} 2] 11.28
Crse contral 7 1.521.06 218} 9N arm
Study quality
High {(NOS scores 27} R 1.51 {1.09 .10 a8 .001
Lusty (NQS scures < 73 2 1.331080-2.27} 4R 017
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