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Homonal contraception = cancer benefits and
few thrombotic / cardiovascular risks

Contraceptive and non-contraceptive benefits using COCs. cardiovascolar
Contraceptive benefits means avoiding of Reduction % coc PR _POP
Age

Pregnancy >90 <18 years 1 1
Deaths at birth >90 18-40 years 1 1
Abortions (spontaneous/induced) >90 =40 years 221
Extrauterinal pregnancy >90 Obesity

BMI =30 2 2 1
Noncontraceptive benefits Reduction % Smoking

age <35 years 2 1 1
Cycle disturbances 25-50 3391:—‘53? years .1

< CIC
Dysmenmrhea 25-50 15 cic 4 4 1
Anaemia 25 Hunertenci
. . ypertension
Acne, hirsutismus 10-50 systolic 140-1590r 3 3 1
Pelvic inflammation 50 diastolic 90-99 mmHg
Rheumatoid arthritis 50 systolic>159mmHg 4 4 2
Benign breast disease 25-50 or diastolic> 99 mmHg
) ] including vascular

Benlgn ova_rlal tumours 25 diseases 34 34 2
Ovarial follicle cysts 25

. " >2 cardiovascularrisk ~ 3/4  3/4 2
Ovarial cagclnoma | 50 Factors
Endometrium carcinoma 50
Colon/Rectal carcinoma 30

X. Ruan, A.O. Mueck / Maturitas 82 (2015) 266-270



Reduced incidence: colon, endometrium & ovary

-29% gynecologic cancers

-12% overall cancers

Ever users Never users
Observed rate  Standardised  Observed rate  Standardised Relative riskt
Malignancies ICD-B code  (Noofwomen) rate (No of women) rate (95%Cl)
Main dataset*;
Large bowel or rectum » 153and 154  24.65 (188) 26.01 38.56 (135) 36.10 0.72 (0.58 to 0.90)
Gallbladder or liver 155and 156 1.83 (14) 1.99 3.70(13) 3.62 0.55(0.26to 1.17)
Lung 162 26,97 (206) 27.12 25.94 (97) 25.77 1.05(0.82t0 1.35)
Melanoma 172 12,58 (96) 1286 14,28 (50) 13.99 0.92(0.65 to 1.29)
Breast 174 117.79 (891) 121.53 129.31 (448) 124.20 0.98 (0.87 to 1.10)
Invasive cervix 180 15.48 (118) 14.94 10.28 (36) 11.19 1.33(0.92 to 1.94)
Uterine body 182 10.61 (81) 11.30 2141 (75) 19.53 0.58 (0,42 to 0.79)
Ovary 183 12.57 (96) 13.23 26.54 (93) 24.66 0.54 (0.401t0 0.71)
Central nervous system or pituitary 191, 1943 4.45 (34) 4.79 4,27 (15) 3.56 1.34(0.73 to 2.47)
Site unknown 199 7.20 (55) 7.22 12.54 (44) 11.34 0.64 (0.43 to 0.95)
Other cancers 113.93 (863) 119.49 145.20 (504) 135.57 0.88 (0.79 to 0.98)
Main gynaecological 180,182,183  38.75(295) 39.58 58.41 (204) 55.54 0.71 (0.60 to 0.85)
Any cancer 140-209  333.68 (2485) 34491 410.20 (1392) 390.37 0.88 (0.83 to 0.94)

Hannaford BMJ. 2007; 335(7621): 651



Systematic Review on OC and breast, cervical, colorectal and
endometrial K. More breast cancer??

In PubMed®, Embase®, and Cochrane Database of Systematic
Reviews =>2000: 44 breast, 12 cervical, 11 colorectal, and 9

endometrial cancers studies.
All studies are observational= no randomized controlled trials!

Breast cancer: OR=1.08, Cl 1.00-1.17) Increase in estimated lifetime
absolute risk of breast cancer 0.89% (NNH 113). The strength is
moderate: some risk of bias. In only U.S.-based studies: OR 1.03; Cl,
0.93 to 1.14.
No time-dependent relationship = no effect of duration of use. Time
since last use: 0-5 years (OR =1.21; Cl, 1.04 to 1.41; then no more
significant): results inconsistent (old studies). Higher risk associated
with more recent use: promotion? Detection bias?

® |

Gierisch Cancer Epidemiol Biomarkers Prev sept 2013.



Hormonal contraceptive use and breast cancer risk

Group by Study OR and 95% CI OR, 1.08; 95%
Tpe OR Lower Upper Cl, 1.00-1.17
limit limit

Case—control Shapiro, 2000 1200 0980 1470 Only U.S.

Case—control Van Hoftin, 2000 1.310 0.959 1.789 .

Case—control  Gomes, 2001 1930 1194 3.120 —- studies

Case—control Moorman, 2001 1.110 0.858 1.436

Case—control Marchbanks, 2002 0.900 0.801 1.011 (OR; 1-03;

Case—control Althuis, 2003 1.140 0.958 1.357

Case—control Suter, 2003 1.300 0919 1.838 — CI; 0-93_

Case—control Wrensch, 2003 0.430 0258 0.716 —_—r

Case—control Shantakumar, 2007 1.050 0.890 1.239 -: 1. 14) .

Case—control Sweeney, 2007 1.080 0940 1.240 .

Case—control Lee, 2008 0.780 0569 1.069 —-— Increase in

Case—control Phillips, 2009 1.110 0937 1.315 - estimated

Case—control Lumachi, 2010 2060 1.143 3.711 i . .

Case—control  Xu, 2011 0980 0.833 1.154 - lifetime

Case—control Urban, 2012 1.280 1.000 1.639 L-:_ absolute I"iSk

Case—control 1.088 0986 1.201

Cohort Kumle, 2002 1300 1111 1.521 - of breast

Cohort Dumeaux, 2003 1.250 1.070 1.460 = .

Cohort Dumeaux, 2005 0.910 0.807 1.026 cellEE I

Cohort Vessey, 2006 1.000 0852 1.173 0.89% (NNH,

Cohort Hannaford, 2007 0.980 0872 1.102 113) 39

Cohort Lund, 2007 1.330 1111 1.592 = te

Cohort Dorjgochoo, 2009 1.050 0.841 1.311

Cohort Rosenblatt, 2009 0900 0.783 1.034 i

Cohort 1072 0955 1.203 Gierisch ) M et al. Cancer

Overall 1081 1003 1.165 Epidemiol Biomarkers Prev
2013;22:1931-1943
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BRCA: “ The possible, whereas currently unconfirmed, small
increase in the risk of breast cancer in OC users with BRCA1/2
mutations is strongly counterbalanced by the benefits in terms of
ovarian cancer protection.”

Table Il Bfect of OC use on breast cancer risk in BRCA mutation carmiers.

Study Purtat bon Mumber RR Cl 95%
Samden {ermerom ef o, 1999 BACALSD 5 155 095 2T
e <210 years 2 100 | rF-&T
Bedore FFTF 163 | 32333
MWorany [Hemdal e al, 3000 Familial 1423 s s iaa
BRAC Al e 100 0 ks— 09
Uga, Corada, Avsraia (Habe et o, 3008) 2R Al #1195 m e arr o B
BAC AT W0 I HBases ke =5 yoars 206 | 08354
Bedore FFTP 145 Ll10-57a
A, Carada, Ausraia aRCAl 47 cases Xk Qio-
(Ml o1 o, HX0E) BAC AT 16 cames s 0342
Uga, Corada, Borope arod eral, 300 AT Al 8| pairs Wi 100-1348
iLee <25 yemrs BE
e =5 years 133 I-1i-150
BRAC AT 3130 pairs as: OTE- 121
Europe (Brofet eral, 3T BACAL | 181 S59T cames 4 12— 121
Befiore FFTP o greawr than 4 years |49 HaBd | |
BAC AT +125249 cases | 49 a8-17a
Bedore FFTP o greawr than 4 years 3 58 121 -54%
A (Lee = al, 300E) BRCALS M aes &
S (Raseimdn & ol 3000 AT Al 109 caes 14 OTE_THY
BAC AT T camex CLEk Ok -303

Cibula Hum Rep Update 2010
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oral contraceptive use and colorectal cancer incidence.

Case—control
Cohort
Cohort
Cohort
Cohort
Cohort
Cohort
Cohort
Cohort
Overall

Group by Study

Type

Case-control  Levi, 2003
Case—control  Nichols, 2005
Case—control ~ Campbell, 2007
Case—control  Long, 2010

Rosenblatt, 2004
Vessey, 2006
Hannaford, 2007
Kabat, 2007

Lin, 2007
Dorjgochoo, 2009
Tsilidis, 2010

OR Lower Upper

0.830
0.890
0.770
0.950
0.847
1.090
0.800
0.720
0.830
0.670
1.240
0.920
0.870
0.862

limit

0.403
0.749
0.651
0.672
0.719
0.864
0.568
0.578
0.731
0.502
0.867
0.830
0.778
0.787

limit

1.711
1.058
0.911
1.344
0.997
1.376
1.126
0.897
0.942
0.894
1.774
1.020
0.972
0.945

OR and 95% CI

——
——

&
—x—

f

0102 05 1 2 5 10

Favors OC Favors no OC

Lynch syndrome can potentially find considerable benefit from COC use to reduce their
increased risk for endometrial, colonic and ovarian epithelial K (Lu and Daniels 2013).

©2013 by American Association for Cancer Research

Gierisch J M et al. Cancer Epidemiol Biomarkers Prev

2013:22:1931-1943

Cancer Epidem
m Emﬂmﬂﬁmn


http://humupd.oxfordjournals.org/content/21/5/640.long

Oral contraceptive use and endometrial cancer incidence.

Group by Author OR and 95% Cl
Study Design
OR Lower Upper
limit  limit
Case-control T30, 2006 0.750 0.602 0934 &+
Case-control Maxwell, 2006 0343 0.250 0.470 &
Case-control Urban, 2012 1010 0551 1.852 ——
Case-control 0608 0.391 0.946 o
Cohort Vessey, 2006 0300 0.172 0.525 =
Cohort Hannaford, 2007 0.580 0.423 0.795 -2
Cohort Rosenblatt 2009 0.680 0.447 1.034 i
Cohort Dossus, 2010 0.650 0562 0.752 :
Cohort 0550 0.376 0.804
Qverall 0574 0430 0.765 t
0102 051 2 5 10
Un K endometrio in meno
ogni 60 utilizzatrici Favme(C e OC
©2013 by American Association for Cancer Research Gierisch J M et al. Cancer Epidemiol Biomarkers Prev A3 Cancer Epidemiolgy,

2013:22:1931-1943 === Biomarkers & Prevention



An integrated model of high-grade serous carcinogenesis.

Tubal intraepithelial and
invasive carcinoma
¢ Escape from cell
cycle arrest
* BRCA mutations/LOH
* Exfoliation

‘p53 signatures’

* DNA damage
¢ TP53 mutations

Ruptured follicle
¢ Inflammatory mediators
* Hormone-rich milieu

Type 1

Transformation of

OSE-derived CICs

* Metaplasia to
Mullerian epithelium

¢ Borderline tumors

* Low-grade carcinomas

Levanon K et al. JCO 2008;26:5284-5293

JOURNAL OF CLINICAL ONCOLOGY

This model integrates
the data about the
stepwise development
of serous carcinoma in
the fimbria of the
fallopian tube (FT) and
in the ovarian surface
epithelium (OSE) —
derived cortical
inclusion cysts (CICs).
The hormone
stimulation and the
inflammatory
mediators involved in
ovulation are believed
to have similar
carcinogenic effect in
both pathways.



Two ovarian cancer deaths every 1000 users for 10 years

FuUsed oral contraceptives al
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(Beral Lancet, 2008)



Minus one ovarian cancer per 185 users
for 5 years

Meta-analysis of 24 case-control and cohort studies
OR 0.73 (0.66—0.81); a significant duration—response
relationship, with reduction in incidence of more than

50% >=10.

The lifetime reduction in ovarian cancer
attributable to the use of OCPs is approximately
0.54%

Number-needed-to-treat of approximately 185 for

a use period of 5 years

Havrilesky Obstet Gynecol 2013



Oral contraceptive use and cervical cancer incidence??

Group by

Study

Type

Case—control
Case-control
Case-control
Case-control
Case-control
Case-control
Case-control
Cohort
Cohort
Cohort
Cohort
Overall

OR

IMadeleine, 2001 2.700

Green, 2003 1.370
Shapiro, 2003 0.800
Vanakankovit, 2008 1.450
Nojomi, 2008 0.900
Urban, 2012 0.970

1.141
Vessey, 2006 4.200

Hannaford, 2007 1.330
Rosenblatt, 2009 0.130
1.489
1.210

Lower

limit

1.228
0.969
0.632
0.793
0.600
0.759
0.828
1.632
0.916
0.019
0.813
0.911

Upper
limit
5.936
1.937
1.013
2.651
1.350
1.239
1.573

10.811
1.931
0.901
2729
1.607

OR and 95% CI ?

SJAL

b

— -
T
01 02 05 1 2 5 10

Favors OC Favors no OC

“Results were inconsistent... no time of use dependent
Studies did not control for factors that may influence risk”

©2013 by American Association for Cancer Research

Gierisch J M et al. Cancer Epidemiol Biomarkers Prev

2013;22:1931-1943

Cancer Epidemiology,
@ Biomarkers & Prevention



Hormonal contraception= overall cancer risk is reduced
(only if less than 8 y of use??)

compared with never users, women who used
OC for short to medium-term lengths of time had
a reduced risk of any cancer (up to 4 years: ARR
0.93, 95% CI: 0.82—-1.06, 4—8 years use: ARR 0.85,

95% Cl: 0.74-0.98), whereas long-term users had a
significantly increased risk (more than 8 years: ARR
1.22, 95% Cl: 1.07-1.39). The increased risk in long-
term users was mostly because of a higher risk of
invasive uterine cervical cancer.

Cibula Hum Rep Update 2010



Hormonal Contraceptives=

less Cancer Death Never users Ever users

Observed rate  Standardised Observed rate  Standardised Adjusted relative

Cause of death (No) rate* (No) rate* riskt (95% Cl)
All cancers 205.29 (776) 194.55 160.16(1312) 165.45 0.85(0.78100.93)
Large bowel and rectum 21.16 (80) 20.05 11.84(97) 12.41 0.62 (0.46100.83)
Gallbladder/liver 3.17 (12) 3.12 1.83(15) 2.03 0.65(0.30t01.39)
Lung ——) 26,45 (100) 26.08 31.49 (258) 31.70 1.22(0.96t01.53)
Melanoma 2.65 (10) 2.67 1.95(14) 1.95 0.73(0.33t01.61)
Breast 44.44 (168) 43.91 38.09(312) 39.41 0.90(0.741t01.08)
Invasive cervix = ———— 3.70 (14) 4.02 5.62(46) 5.38 1.34 (0.74 10 2.44)
Uterine body 5.03 (19) 447 1.59(13) 1.94 0.43(0.21t00.88)
Owvary 19.84 (75) 18.04 9.16(75) 9.47 0.53(0.38100.72)
Main gynaecological 28.57 (108) 26.51 16.36(134) 16.80 0.63(0.49t00.82)
CNS-pituitary 5.03 (19) 4.47 3.42(28) 3.74 0.84 (0.47 t0 1.50)
Site unknown 22,22 (84) 20.50 17.21(141) 15.02 0.88(0.67t01.15)
Other cancers 51.59 (195) 47.19 37.96 (311) 39.39 0.83 (0.70t0 1.00)

No aumento significativo di morte per
altri tumori non ginecologici

Riduzione significativa di morte per:

Ca colon-retto, corpo uterino, ovaio

Overall K death RR 0.85 (0.78-0.93) BM]



Meta-analysis of oral contraceptive use and risks of
all-breast cancer (RR1) and cardiovascular death (0.81)

Study %
o ES (95% C1) Weight
01 (
Study HR (95% CI)  Weight, % Cardiovascular mortalty
Charlton (2014)
Gallagher (2011)
Chatton at & 2014) {10) B 108(096,119) 4027 Vesssy Ot}
annafor: )
Graff-lversen (2006)
Overall (I-squared = 49 2%, p = 0.097)

1.00 {0.94, 1.08) 41.62
0.82 {0.64, 1.05) 12.48
0.90 (0.72, 1.13) 14.25
0.86 {0.77, 0.96) 30.92
1.41({0.44,454) 0.74
0.92 (0.83, 1.02) 100.00

LU (CARE) ot al (2011 1] —— 103(085.125) 94
Ischemic heart disease mortality
Charlton (2014) 1.04 (0.95,1.14) 33.29
e %148 14 N g (R4 | 22 " Gallagher (2011) 0.79 (0.58, 1.12)  18.00
Lu (CT5) atal{z014)[11) + 0,85 (0,64, 1.23) 3% Vessey (2010) 110080, 151 1973
Hannaford (2010) 0.75 (0.63, 0.89) 28.98
Overall (I-squared =77 4%, p = 0.004) 0.91(0.74,1.12) 100.00
Viassay ot al {2010) [15) —— 100 (062, 1.22) 445

Cancer mortality
Charlton (2014)
MMMAL R N B 1 8 o y Vessey (2010)
Hannaford at al.(2010) 1) 090(074,1.08) 912 Hannaford (2010)
Overall (I-squared = 86.1%, p = 0.001)

1.01 (0.97, 1.05) 37.92
0.90 (0.80, 1.01) 2947
0.85 (0.78, 0.93) 3262
0.92 (0.82, 1.04) 100.00

f
t O* *—ON.—M*LA}*H._

Wingo et al.(2007) (23) —_— (.94 (0,63, 1.06) AR Ovarian cancer mortality
/ Charlton (2014) 0.86 (0.74, 1.00)  36.20
Vessey (2010) 0.40 (0.28,0.57) 31.52
AN 7dk - NK adt " Hannaford (2010) 0.53 {0.39, 0.73) 3229
Trivers of al (2007) [13] * 085(0.04,1.21) 478 Overall (-squared = 80.0%, p = 0.000) 0.58(0.35,0.94)  100.00
Uterine cancer mortality
Overal (F=0.0%, P=0.475) 1.00 (0.86, 1.08) 100.00 Chariton (2014) 0.81(0.63,1.04)  94.84
Y ; v Vessey {2010) 1.13(0.05,25.11) 0.60
Hannaford (2010) B — e 0.77 (0.25,2.36) 456
Overall (I-squared = 0.0%, p = 0.974) <3 0.81(0.64,1.03) 100,00
NOTE: Weights are from random effects analysis
NOTE: Weghts are from random effacs andlysis . i
0398 1 25.1
1 1
0642 1 1,56

Ever use of OCs was not associated with mortality from all causes (hazard ratio [HR] 0.94; 95%
Cl 0.87-1.02) or breast cancer (HR 1.00; 95% Cl 0.95-1.06). Neither the duration of OC use nor
the time since last OC use was associated with all-cause or breast cancer mortality.

In an analysis of a small number of studies, ever users were at decreased risk of
mortality from ovarian cancer (HR 0.58; 95% Cl 0.35-0.94).

Guo-Chao Zhong, Jia-Hao Cheng, Xiang-Long Xu, Kang Wang International Journal of Gynecology & Obstetrics, 2015



Contraccettivi ormonali: bordeline ridotta mortalita per tutte le cause

Meta-analysis of oral contraceptive use and risks of all-cause death

Study ' HR (95% CI) Waeight, %
Charton et al.(2014) {10] : L- 1.02(1.00.1.08) 2334
Lu (CARE) et ai.(2011) {11] —-—-lo-— 101086 1.19)  12.11
Lu {CTS) et al.(2011) [11) —-o-—-—— 0.84 (067.1.05) B35
Vessey ot al.(2010) {15) _..¢,..i. 087({079.056)  17.68
Hannaford &t 81,{2010) [16) —.— 0.88 (083 0.84)  20.83
Philkps at ol (200%) |12) ::r 0.6 (0.80. 1.21) Q27
Trivers et al {2007) [13] - 100(077,1.29) 692
:
Graff-Iversen et al.(2006) [14) -— 087 (046 1.65) 149
.

Ovarall (F=75.1%, P<0.001) 0.94 (087, 1.02) 100.00

NOTE: Weights are from random eflecls analysis

T
2.18

e

T
0.459

Overall all-cause death RR 0.94 (0.87-1.02)

Guo-Chao Zhong, Jia-Hao Cheng, Xiang-Long Xu, Kang Wang International Journal of Gynecology & Obstetrics, 2015



Meno Cancro ovarico: il piu importante beneficio
dei Contraccettivi Ormonali, durata dipendente

A Cumulative incdence of ovarian cancer per 100 women
1.5 7 Duration of oral contraceptive use (incidence to age 75 years) RR-1/5
—— Never (1.2%) .
—— Lyears(1.0%) ogni 5
—— 10years (0-8%) anni

—8— 15 years (0:7%)

05

Comulative incidence per 100 women




Piu’ si usano contraccettivi ormonall
meno Si muore di cancro ovarico

Cumulative mortality from ovarian cancer per 100 women
107 Duration of oral contraceptive use (mortality to age 75 years)
—— Mever (0.7%)

—l— Cyears (0-6%)
—ie— 10vyears (0.5%)
—8— 15 years (0-4%)

=
o]
=
]
=
=
=
—
o
=4
)
]
=
=]
=
o]
=
i
=]
S
=]
1
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Le spirali, anche inerti, riducono il rischio di cancro
endometriale: effetto ormonale, risposta da corpo
estraneo, sfaldamento di cellule cancerogene o bias?

Reduced risk of EC was
observed for inert IUDs
(pooled-OR =0.69, 95%
Cl=0.58-0.82), older age at
first use (=35 years pooled-
OR=0.53,95% Cl =0.43—-
0.67), older age at last use
(245 years pooled-OR = 0.60,
95% Cl =0.50-0.72), longer
duration of use (=10 years
pooled-OR =0.61, 95%
Cl=0.52-0.71) and recent use
(within 1 year of study entry
pooled-OR =0.39, 95%

Cl =0.30-0.49).

Study

Cahirt

Black Wamans Healh Study (BWHS)

Cancer Prenvantion Sudy || Nulriion Cohar [CPS-)
Murzes” Haalih Study (NHS)

Swadish Waomen's Lifesiyla and Healh Sty (WILHS)
Bubiotal {l-squared = 0.0%, p = 0.055)

Case-Control

Kilanc Endomatrial Cancer Casa-Contrel Shady 1 [MILARND 1)
Switzerland Endomalrial Cancer Study (SWEC)

Mew Yark Universily Women's Health SILﬂyL‘N\'\J]

Frad Hulchinson Cancer Resaanch Canter Sludy 1 (FHCRC 1)
WIS Endometrial Cancar Sudy [US)

Fred Hulchinson Cancer Resaarch Canter Sludy 2 (FHCRG 2)
Calfomia Teachers Study [CTS)

Estrogen, Diet, Genetics, and Endometrial Cancar Study (EDGE)
Connschicul Endomalral Cancer Sludy {CECS)

Alberta Case-Comrod Study on Endemalnial Cancer [ALBERTA)
HAussbralian Mational Erdomedrial Cancer Study [ANECS)
Ehanghai Endomainal Cancer Study (SECE)

Patisni Epidemialagic Data Systemn Study (PEDS)

Surlolal {l-squared = TS.8%, p= 0.0DD)

Overall (I-squared = B4.6%, p= 0.000)

MOTE: 'Weights are from random affects analysis

. OR (95% CI)
i
— 100 {021, 8.62)
—_— 088 (0.5, 1.44)
—-o-{—l— 0,73 (.45, 1,16]
— 0.93 (063, 1.36)

< = 0.85 (0,67, 1.10)

I
I

. r 0.39 (.09, 1,65}
|
I

058 (0,18, 1,79}
S — 0.48 (0.23, 1.00)
—_— 0,90 (0.45, 1.52)
—_— 0,83 (0,47, 1.48)
—_— 1.1 (0,75, 1.65)
——— .90 (060, 1.33}
—_— 064 1,43, 084
—B. 0160 (0.43, 0.55)
- 1,00 (0.77, 1.31)

f—— 1.28 (1.00, 1,64}
OAT (0.48, 0.69)
0156 (0.5, 0.56)
082 (0,62, 0.35)

-
[}

d) .83 (0,72, 0,55}
[}
1

Intrauterine devices and endometrial cancer risk: A pooled
analysis of the Epidemiology of Endometrial Cancer Consortium

025 0.5 1 o 40

International Journal of Cancer
Volume 136, Issue 5, 2015



http://onlinelibrary.wiley.com/doi/10.1002/ijc.v136.5/issuetoc
http://onlinelibrary.wiley.com/doi/10.1002/ijc.29229/full

Riduzione con LNG IUS della perdita ematica da &E}Si
ogni causa in donne con menorragia e protezione?>
oncologica: SIR 0.25-0.50 Endom. K 0.60 Ovarian K!!!

g0 The LNG-IUS is effective for the treatment of
HMB due to different causes, including women
with non-structural pelvic abnormalities:
disorders of haemostasis like von Willebrand's
disease, platelet disorders, coagulation
deficiencies and anticoagulant drugs

150

100

80 ml

Perdita ematica (mediana ml)

*

Baseline 3 6 12
n=20

SIR endometrial adenocarcinoma 0.50 (95%.35-0.70 for 1 insertion)
and 0.25 (95% Cl 0.05-0.73; after two purchases). SIR
Ovarian cancer 0.60 (95% Cl 0.45-0.76) 1! Soini Obstet Gynecol. 2014



http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/25004338?dopt=Abstract

48 49-72 73-96 All

months months months durations

Oesoph & stom 1 0.8 0.8 0.7 0.6 0.7
Rectum& colon 1 1.0 1.1 0.8 0.8 0.9
(0.7-1.6)

Liver&gallbladder 1 1.4 1.0 1.4 0.8 1.1
(0.4-4.2) (0.3-5)

Pancreas 1 0.9 0.8 0.6 1.2 (0.6- 1.0

2.3)

Lung 1 1.1 1.4 1.7 (1-2.8) 1.4 (0.9-2.1) 1.4

Skin melanoma 1 0.6 0.7 1.0 1.0 0.8

Skin other 1 1.4 1.5 1.1 1.0 1.2

Bladder&kidney 1 0.4 1.0 1.1 0.7 0.8

Brain 1 0.8 0.2 0.8 0.8 0.7

Thyroid 1 0.7 1.5 0.4 1.2 1.0

Lynph&haem 1 1.2 1.2 1.1 0.9 1.1
(0.8-1.8) (0.7-1.9) (0.8-2.1)

RR cancer in relation to total duration OC use ( months) Vessey M., Yeates D . 2013



RR for the longest vs shortest duration of OC use with
the risk of thyroid cancer was 0.84 (95% Cl 0.73-0.97)

Study %
D rr (95% CI) Weight
T
1
high 1
1
Dorjgoch00,2009 : %— 1.00 (0.48, 2.07) 3.98
1
Schonfeld,2011 —& 0.48 (0.28, 0.84) 7.05
1
Rosenblatt,2009 : —— 0.99 (0.57, 1.72) 6.97
1
Braganza,2014 —:—-—0—— 1.15(0.79, 1.68) 14.94
1
Horn—Ross,2011 — 0.95 (0.64, 1.40) 13.88
1
Zamora—Ros,2014 ——o—f— 0.66 (0.50, 0.89) 25.58
Kabat,2012 + 0.85 (0.56, 1.30) 11.99
Navarro Silvera,2005 —:0— 0.94 (0.64, 1.38) 14.40
Subtotal (I-squared = 34.0%, p = 0.157) Q 0.84 (0.72, 0.97) 98.78
1
1
1
low 1
1
t S
Sungwalee, 2013 T * 2 1.15(0.31,4.35) 1.22
|
Subtotal (I-squared =.%, p=".) : 1.15(0.31,4.31) 1.22
1
1
1
Heterogeneity between groups: p = 0.642 :
Overall (I-squared = 26.1%, p=0.212) Q 0.84(0.73,0.97) 100.00
1
1
| Forest plot (fixed-effects model) of OC use
L (highest versus lowest) and thyroid cancer
I I risk (stratified by high- and low-quality
5 1 1.5 studies).
L
Lang Wu, and Jingjing Zhu Hum. Reprod. 2015;30:2234- re prnd uct“}n
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