Comparing Annual VTE Impact (estimated) across 2nd - 4th Generation Combination Hormonal Contraceptives in the U.S. 2013 - All Users
Analysis calculates the risk for each generation of CHC based on prescription data from IMS Health & CHC Contraception Use Report 2013 - Women (aged 15-44)

Data Points - Risk Fundamentals
Total Women in US aged 15-44° 61,000,000
Total Women in US aged 15-44 using contraception® 37,500,000
Women NOT USING a combined hormonal pill/patch/ring and are not pregnant® 23,500,000
Women (aged 15 - 44) in US using either Pill / Patch / Ring during 2013 per CDC - All CHC users™* 10,800,000
1st & 2nd Generation CHC users in 2013%** 7,800,000
3rd Generation CHC users in 2013>* 1,000,000
4th Generation CHC users in 2013%** 2,000,000
Women using IUD? 4,000,000
All other methods (condoms, withdrawal, periodic abstinence, implant, injectable, diaphragm)* 10,200,000
Male & Female Sterilization® 12,500,000
Unit of measure - per 10,000 woman years 10,000
2/3 of VTE cases are Deep Vein Thrombosis (DVT's)’ 0.6667
1/3 of VTE cases are Pulmonary Embolism's (PE's)* 0.3333
DVT Mortality Rate - 6%’ 6%
PE Mortality Rate - 12%> 12%
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Exposure Category by Generation of CHC fincidence PEl Women Users 2/3 of VTE cases are pvT| 6% Mortality Rate 2013 CDC Data 1/3 of VTE Cases are PE 12% Mortality Rate 2013 CDC Data Data
10,000 women’ Low' | High' [Averagd Low' | Highl |Averagd Low® | High' |Averagd Low' | High' |Averagd Low' | High' Averagd Low' | High' [Averagd Low | High [Averagd Low | High [Average
Women not using a combined hormonal 1-2
pill/patch/ring and are not pregnant out of 10,000 | 23,500,000 | 2,350 | 4,700 | 3,525( 1,567 | 3,133 | 2,350| 94 188 141 0.4 0.8 0.6 783 | 1,567 | 1,175| 94 188 141 0.4 0.8 0.6 0.8 1.6 1.2
IUD (Intrauterine Device) 1-2
out of 10,000 | 4,000,000 400 800 600 267 533 400 16 32 24 0.4 0.8 0.6 133 267 200 16 32 24 0.4 0.8 0.6 0.8 1.6 1.2
1st & 2nd Gen CHC - Progestin 5.7
Levonorgestrel, Norethisterone,
Norgestrel or Norgestimate out of 10,000 7,800,000 | 3,900 | 5,460 | 4,680 2,600 | 3,640 | 3,120 156 218 187 2.0 2.8 24 | 1,300 1,820|1,560| 156 218 187 2.0 2.8 2.4 4.0 5.6 4.8
3rd Gen. CHC - Progestin Etonogestrel 6-12
(Ring) or Norelgestromin (Patch) out of 10,000 | 1,000,000 600 | 1,200 | 900 | 400 800 600 24 48 36 2.4 4.8 3.6 200 400 300 24 48 36 2.4 4.8 3.6 4.8 9.6 7.2
4th Gen. CHC - Progestin Drospirenone 9-12
(i.e. Yasmin, Yaz) or Desogestrel out of 10,000 | 2,000,000 | 1,800 | 2,400 | 2,100 1,200 | 1,600 | 1,400| 72 96 84 3.6 4.8 4.2 600 800 | 700 72 96 84 3.6 4.8 4.2 7.2 9.6 8.4
Total Generation 1, 2, 3 & 4 CHC's (Pills, Patch & Ring) 6,300|9,060( 7,680 4,200| 6,040 5,120| 252 | 362 | 307 | 8.8 | 14.0 | 11.4 (2,100 3,020 2,560| 252 | 362 | 307 88 | 140 | 114 | 176 | 28.0 | 22.8
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NOTE: DVT deaths that don't include a PE are not included in final totals for discussion as we do not yet have a source for this data. The final total of VTE related deaths will likely increase from what is currently shown for PE deaths.




Calculations used to establish risk of VTE, DVT & PE

Venous Thromboembolism (VTE) Impact:
Calculation used to estimate the number of women that will develop a VTE due to the increased estrogenic effects of a particular generation of Combined Hormonal Contraceptive (CHC).
VTEs from a particular generation of CHC = Number of Users of that CHC * (EMA Estimated VTE Incidence Rate’ for that CHC Generation)/10,000

Deep Vein Thrombosis (DVT) Impact:
Calculation used to estimate the number of women that will develop DVT due to the increased estrogenic effects of a particular generation of Combined Hormonal Contraceptive (CHC).
2/3 of VTEs are DVT.? So (using the previously calculated "VTE's from a particular CHC")

DVT from a particular CHC = (2/3) * VTEs from a particular CHC

Calculation used to estimate the number of women who will DIE annually due to a DVT caused by the increased estrogenic effects of a particular generation of CHC.
The Mortality rate of DVT is 6%.> So for each CHC (using previously calculated "DVTs from a particular CHC")
Deaths from DVTs for a particular CHC = DVTs from a particular CHC * 0.06

Pulmonary Embolism (PE) Impact:
Calculation used to estimate the number of women that will develop PE due to the increased estrogenic effects of a particular generation of Combined Hormonal Contraceptive (CHC).
1/3 of VTEs are PEs.” So (again, using the previously calculated "VTEs from a particular CHC")

PEs from a particular CHC = 1/3 * VTE's from a particular CHC

Calculation used to estimate the number of women who will die annually due to a PE caused by the increased estrogenic effects of a particular generation of CHC.
Mortality rate from PEs is 12%.” So for each CHC (using previously calculated "PEs from a particular CHC),
Deaths from PEs for a particular CHC = PEs from a particular CHC * 0.12




