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Hormonal contraception: History

1960: First combined pill on the market, 15t gen.

1970’s: 2 gen. OC with levonorgestrel with
middle dose of ethinylestradiol (EE)

1980’s: 3" gen. OC (desogestrel or gestodene)
1990’s: 20 ug EE OC, levonorgestrel-lUS

2000’s: 4 gen. OC (drospirenone), implant,
vaginal ring, natural oestrogen OC




CT, AMIl and VT in DK 2001-2009

Pregnant and puerperal women excluded

Incidence per 100,000 years (including users of hormonal contraception)
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Lidegaard et al NEJM 2012 and BMJ 2011




Qlaira & venous thrombosis: Methods

VT diagnoses, OC use (>1995)
Previous CaVD/canc. = Anticoagulation therapy
Pregnancies, surgery = BP1 DM, Hyperchol.

1995 ——p
200 1528,171 women =0

PIN-codes, education
Lethal VT vital status, emigration

Lidegaard et al. 2013



Results VTE

Women-years VIE* RRadgj
Non users 7,058,523 1,489 ref

LNG 30-40 305,171 186 3.3 29309
E2V/dienogest 5,202 5 4.7 20113
Vaginal Ring 69,818 52 6.1**50-80
Patch 8,254 / 6.8 32144
Implant 38,700 5 1.10426

*) Only confirmed venous thrombosis included. **p<0.01

Adjusted for age, year, education, hypertension,
hyperlipidaemia, and diabetes



Results VTE
Women-years VIE* RRagdgj

LNG 30-40 305,171 186 1 (ref)
E2V/dienogest 5,202 5 1.30632
Vaginal Ring 69,818 52 1.7**1323
Patch 8,254 7 1.90941
Implant 38,700 5 0.30108

*) Only confirmed venous thrombosis included. **p<0.01

Adjusted for age, year, education, hypertension,
hyperlipidaemia, diabetes and duration of use




Results AMI

Women-years AMI RRadi
Non users 7,058,523 1,171 ref
LNG 30-40 305,171 87 2.21827
E2V/dienogest 5,202 1 1.30293
Vaginal Ring 69,818 5 1.607309
Patch 8,254 0 na
Implant 38,700 4 1.90750

Adjusted for age, education, hypertension, diabetes,

hyperlipidaemia, year



Thrombotic stroke (TS)

Women-years TS* RRadj
Non users 7,058,523 2,328 ref

LNG 30-40 305,171 128 1.5131s8
E2V/dienogest 5,202 2 1.30351
Vaginal Ring 69,818 22 2.2 1434
Patch 8,254 3 240775
Implant 38,700 12 2.11237

*) cerebral infarction + cerebral apoplexy

Adjusted for age, education, hypertention, diabetes,
hyperlipidaemia, year



Hormonal contraception and VT:.
Confirmed 2001-12, non-use ref.

50 6.2 4.0 6.8 6.l€Vvaginalring ha

2.9-13.1 2969 3.2-144 4.6-8.0

30-40 2.3 33 3./ 6./ 6.6 6.3 6.3

1.2-45 29-3.9 3.1-43 5.8-7.7 6.0-7.2 55-7.2 5.2-7.6

20 na nha ha 53 52 6.6 na

4.7-6.0 4.6-59 4.9-8.9

E2V/dienogest 4.7 20113
POP 0.9 0517 1.1 0619
Lng-1US 0.6 0508

Lidegaard 2013 update




HC and thrombotic stroke 2001-12
Reference: Non-users

50 Patch 3.2 2.5 vg.Ring na na

0.8-12.6 1.4-4.4

30-40 20 15 15 22 18 16 1.6

1.1-3.8 13-1.8 1.2-1.8 18-2.7 1.6-20 1.3-21 1.1-2.2

240 na ha hna 16 14 0.6 na

1.3-1.9 1.1-1.7 0.2-15

E2V/Dienogest. 1.3 0351
POP 1.5 1021 1.2 07-19

Mirena 0.90710 2.1 1238

Lidegaard 2013 update



E2V/dienogest: Conclusion

The risk of venous thrombosis was
significantly increased with RR of 4.7, just In
between 2" and 39/4t generation COC.

The risk of AMI and thrombotic stroke was not
Increased, and with RR estimates below the
RR of 2"d generation COC.




E2V/dienogest and venous thrombosis

Thanks for your attention
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