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Drosetil VIGTE:

Drospirenon 3 mg

Drospirenon 3 mg
Etlestadiol 008 mg

Etinlestraiol 0.02 mg

L0 asmin



When prescribing an OC, you have a
lot of options

Type of Estrogen
Type of progestin
Dosage of ethinyl estradiol

Regimen



SOru:
Turkiyede ik 30've 20 microgram
EE ne zaman ruhsat almistir
1979-1995
1965-1980
1990-2010
2000-2010



Titirkiye'de Mevcut: Kombine Oral
Kontrasepfifler

Miranova® 21 draje levonorgestrel 0.10

20 megm Myralon® 21 tablet desogestrel 0.15 REeeLS
Yazz® 24+4 tablet drospirenone 3.0
DROSPERA © 24+4 tablet [drospirenone 3.0
Microgynon® 21 draje levonorgestrel 0.15 1979
Desolett® 21 tablet desogestrel 0.15
Yasmin® 21 tablet drospirenone 3.0

30 megm Ginera® 21 draje gestoden 0.075
DROSETIL® 21 tablet  |drospirenone 3.0
Qlairista Estradiol Dienogest 2-3

Valerat
122 +ahlot




Turkiye’de Ureme caginda ¢ok sayida kadin var ve bu
kadinlardan modern dogum kontrol yontemlerini

kullananlarin sayisi oldukca az!
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Androjenik etkisi az
yeni progestinler

21/ 7 -----24/4 kullanim




24 + 4 Nedir?

= Dusuk doz oral kontraseptif: 3mg drospirenon / 20ug etinil estradiol (EE)
igerir

= 24+4 rejimi: 24 gun sureyle, hormon igeren tabletlerin ginde bir kez
kullaniimasini takiben, 4 gunluk hormonsuz aralikta hormon igermeyen
tabletler kullanilir.
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Drospirenonun etkinligi,30-saatlik yari
Omri sayesinde kisaltiimig hormonsuz

3 glin daha fazla e
aralik suresince devam eder.

antimineralokortikoid ve
antiandrojenik etkinlik

Radhika D, et al. Gynaecology Forum. 2008;13:3-8; Blode H, et al. Eur J Contracept Reprod Health Care. 2000;5:256-264.



Yuksek ostrojene bagl istenmeyen etkilerde de azalma
saglanir:

Etinil Ostradiol (EE) 20/ ug

Bulanti

Bas agrisi

Duygu-durum degisiklikleri

Kilo artigi
VTE riski
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Drospirenonun Farmakolojik Profili

« 17-a-spirolakton turevidir.
« Progestojenik, antimineralokortikoid ve
antiandrojenik ozellikler

= Estrojenik olmayan, androjenik,
glukokortikoid ya da antiglukokortikoid
aktivite

= Endojen progesterona benzer
farmokolojik profil



Comparing drsp with Other
Progestins

Progestogenic Androgenic Anti-androgenic ~ Anti-aldosterone  Glucocorticoid
activity activity activity activity activity

| Progesterone _+ (¥ +

CPA + — - — (+)
Desogestrel + (+) — — —
Dienogest + - + — —
Gestodene + (+) - (+) —
Levonorgestrel + (+) — — —
Norgestimate + (+) = — —
MPA + (+) — - (+)
Norethisterone + (+) — — —

CPA = Cyproterone acetate; + relevant activity;
(+) activity not clinically relevant; — no activity Krattenmacher R. Contraception. 2000;62:29-38



AntiMineralocorticoid Activity
Drospirenone prevents binding in the kidney

Aldosterone receptor

Drsp, aldosteron
reseptorlerine baglanir
ve bobreklerdeki
aldosteron etkinligini
bloke eder



Relatif
antimineralokortikoid aktivite
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Spironolactone  Progesterone  Drospirenone Gestodene



SOoru:
Antianrojen etki. hangisinde en

yuksek ve en dusuktur
CPA-DSP
DRSP-CMA
CPA-CMA
DRSP-Dienogest
Dienogest-LNG



Relative anti androgenic efficacy

3 mg drosperinone (the dose used in OCPs) is
roughly equivalent to 25 mg spironolactone and 1
mg CPA .

DRSP

Hershberger-Test



AntiAndrogenic Activity

rospirenone blocks androgen receptors

Androgen receptor

Muhn P ve ekibi. Contraception 1995; 51: 99-110.

Androjen
reseptorune
baglanarak
dogrudan etki

In vitro androjenik
etkinlik yok

Antiandrojenik etki



Drospirenon 24+4 Rejimi

Antimineralokortikoid
Yararlar

Antiandrojenik Yararlar

Akne ve sebore
tedavisinde

klinik ve anlaml
ilyilesme




21/7 rejiminde gozlenen

normonal dalgalanmaya bagli sikayetler

Hormon tedavisi (21

Hormonsuz Aralik (7

Symptoms giin) gun) P-value
% %

* Pelvik agn 21 70 <0.001
- Basagrisi 53 70 <0.001
» Goguslerde 19 58 <0.001
hassasiyet

« Siskinlik 16 38 <0.001
« Agn kesici 43 69 <0.001
kullanimi

Sulak P et al. Obstet Gynecol 2000; 95: 261-266




24+4 Rejimi
Endojen Estradiol Dalgalanmasi Olmaz
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Hormonsuz Araligin Kisaltilmasmin mantigi

Ostrojen dozunu azaltmak ostrojene bagli ya etkileri
azaltirken ayni zamanda ostrojene bagli kontraseptif
etkinligi de standart 7-gun hormonsuz aralikta
azaltmaktadir1

Hormonsuz araligi 3 ya da 4 gune kisaltmak daha
yuksek folikul gelisiminde inhibisyon ve over steroid
sentezinde slipresyon saglar?

24/4 tedavi rejimiyle kisaltiimis hormonsuz aralik
konvansiyonel rejim hormon-gericekme semptomliarini
azaltabilir— ornek hormonsuz aralikta basagrisi,
kramplar, gogiislerde hassasiyet ve siskinlik?

1. Sullivan H et al. Fertil Steril 1999; 72: 115—120.
2. Mishell DR, Jr. Contraception 2005; 71: 304-305
3. Sulak PJ et al. Obstet Gynecol 2000; 95: 261-266.



3 gun daha antimineralokortikoid ve antiandrojenik faydalar
Anlamli olarak daha fazla over supresyonu

Hormonal dalgalanmanin ortadan kalkmasi

Estrojene bagli istenmeyen etkilerde azalma

Hafiften siddetliye tum premenstruel semptomlarda duzelme
Kacak folikul gelisimini engelleyerek daha etkili kontrasepsiyon
saglar

28 gun boyunca kesintisiz ila¢ kullanimi kullanim kolayligi ve daha
yuksek kullanici uyumu saglar

Luteal faz



24+4 provides comparable cycle control
to other 20ug EE oral contraceptives

Only 10.1% of patients reported bleeding/
spotting episodes during the first reference
period (three months), this decreased
significantly to 3.8% and 2.8% in reference
periods 2 and 3



DRSP 3 mg/ethinylestradiol (EE) 20 ug in a 24/4 regimen or desogestrel (DSG)
150 ug/EE 20 ug in a 21/7 regimen. Error bars denote standard deviation.

[ ] drsp3 mg/EE 20 ng ] DSG 150 ug/EE 20 pg
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24+ 4 21/7 drsp/EE ile benzer intermenstruel
kanama oranlari

Bachmann, et al. 2004.






SOoru:
Hangisi DRSP lu OK laricin
dogrudur
Tansiyonu yukseltirler

Kontraseptif etkinlikleri diger 3. kusak
progestinlere gore azalmistir

Insiilin direncini arttirirlar
PKOS unda etkinlikleri gosterilmistir
Akne tedavisinde endikasyonlari yoktur
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European Journal of Obstetrics & Gynecology and
Reproductive Biology

Journasal! homepage: Wwww sisevinr com ilocata/mjogrn

Effects of a contraceptive containing drospirenone and ethinyl (!)C,,___Mu,,,
estradiol on blood pressure and autonomic tone: a prospective

controlled clinical trial

Marcelo Gil Nisenbaum 7, Nilson Roberto de Melo”. Cassiana Rosa Galvio Giribela”,

Tércio Lemos de Morais', Grazia Maria Guerra ', Katia de Angelis “, Cristiano Mostarda ", 7 ( | /I
Edmund Chada Baracat ”, Fernanda Marciano Consolim-Colombo ™ Lt 1. =T,
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Tabile 2
Clissical and Demodyvnamac parametlers =15 Basesline simxd sfier 6 montls of
corntracreptive wese

Varialbyles Croup B ce-lirse Alter 6 months
Brat (kg,‘rn’) Ssers 25 32 0862 2530 =—-0.866
Nonusers 24 78— 059 251494 —0 .59
AC [cm) Lisers B85 .29 - 359 Bagy - 279
NOoOnusers 85.00 = 1.58 B85 952 —1.89
SBE (marm He) Lisers iI125 =201 1713 —=—1.79
NoOnuesers 115.5 =210 171323 =-213
DEP (mimiHe Ssers 65 49 - 123 G501 —1_0=2
Naonusers 67.12 =153 ©7497 =—1.57
MEBEP (i He ) Ui re 85 39 - 155 2310 =1 28
NOnusers 87.29 +« 1.8 S8 41 —1.77
HR (bhpm ) ILissers 744 31 = 1.8G T4 25 —1.G67
NoOmnuesers Ti1.83 — 1407 TI125 =—1.32
CO () Userrs 5665 -016 5372 =020
Naomnusers S83 =023 581 =08
TPE (sl Lisers 09S3 - 3 894 —00s
Nonusers< 09l -0 093 - 003

Values are expressed a6 the mecan=5S_F_ Stausocs] sigmiflicance was set a3t b 05, All
PRranseters witlh: p o 05 HMI-body maass index: AC-abdomianal clircumfersnce. SBP -
systolic blood pressure. DEP- diastwolic blaod pressure. MEP- mwan blood pressure.
HE-_heart rate; CO-—cardiac output. TPR-—totral penpherral resisia nos,




For oppecan Journal oFf Obsiemion S GQynecology antd Reprod uctive Blology 182 (2014) 113017

Contents lists availlable at ScienceDirect

European Journal of Obstetrics & Gynecology and
Reproductive Biology

journal homepage: www slsevier.com/locate/ejogrhb

Effects of a contraceptive containing drospirenone and
ethinylestradiol on blood pressure, metabolic profile and
neurohumoral axis in hypertensive women at reproductive age

Tercio Lemos de Morais®, Cassiana Giribela”, Marcelo Gil Nisenbaum °, Grazia Guerra®, 7 (’ l /l
Nilson Mello', Edmundo Baracat®, Fernanda M. Consolim-Calombo *"* et m
*(Universidode Nove de Julho (UNINOVE | Sg00 Paualo. Praxal N N s
¥ Hypertendan Unit feeart narituee (InCor ), Univers ity of Sdo Paula. Sdo Pauala fraal \ -~ ,
Y Gynecaofory Deparrment, Univerviry of 530 fuuko, S80 Pauio, frasid ) r)

- -,

Table 3
Metabolic assessment of hypertensive women using EE+DRSP and nonusers (control) using COHC: baseline and aftér 6 months of ollow-up,
Non OC (n=26) p EE +DRSP {n=30) p
Baseline i months Baseline 6 months
Renin (ng/ml/h) 48=13 40=11 070 44=08 46=09 087
Aldosterone (ng/dL) 123186 11.0=17 082 98 =10 13817 013
Aldosterone/renin ratio 265+15 257+154 088 21210 30=15 0.78
Potassium (mEq/L) 41201 42=01 026 41200 41=041 056
Sodium (mEgL) 1394207 141,207 0.05 1399207 138.1 £0.7 0,54
Creatinine (mg/dL) 08:00 0.700 041 0800 0.7+ 00 033
Urea (mg/dL) 2116 28417 0.33 8112 2.0=13 0.79
Glucose (mgdL) 94.7 £21 96.3=32 031 VRS H. 04125 027
Insulin (UI) 144+32 123214 0.55 13722 133:21 086
HOMA1 (IR) 32=-05 3.0=04 054 31 =05 19:-04 059
Cholesterol {mg/dL) 188174 186.3 <64 0.74 1976 =86 1959109 0.73
LDL-col. {mg/dL) 109879 NeS£67 088 1181283 1027 =116 027
HDL-col (mg/dL) 58227 55625 046 §Mb:20 60,223 046
Triglycerides (mg/dL) .2=41 100.6= 105 048 1243 =121 1747 1417 00
Hemoglobin (gdL) 13302 131203 0.81 135202 12901 008
Platetet {(mil/mm3) 2685 =165 2689158 067 b2 =153 2964 =132 042

Mean values standard error,
" p<0.05 baseline v 6 months.
* HOMAT =< 28 pormal cut-off value, according to Geloneze eral, (31].



Table 1
Anthropometric and clinical variables in wemen using EE + DRSP and nonwusers (nof
0C) at baseline and after 6 months of follow-up.

Non (X (n=26) EE+DESP (n=30)

Bawline 6Gmonths p  Haseline 6 months p
Weight (kg) 744533 738+34 008 775:26 764:26 0.4

AC (em) 95.9=-26 WB=16 076 97910 972=-20 .66
BMI (kg/m2) 290= 11 287:12 020 303=09 298-089 (.04
SHP (mmHg)  1200=25 130.3=24 070 127821 1266=25 0.57
DEP (mmHg) 876=19 B70=14 057 838=13 B837=183 043

Mean values standard etror,
AC=abdominal circumference; BMi=body mass index: SBP=svstlic blood
pressute; DBP =diastolic blood pressure,

" < 0.08 hageline vs 6 months,




European Journal of Obstetrics & Gynecology and Repdoductive Biology 178 {2014 ) 48-50

Contents lists avallable at Sciencelirsct

European Journal of Obstetrics & Gynecology and
Reproductive Biology

journal homepage: www.glsevier.com/locate/ejogrb

Influence of an oral contraceptive containing drospirenone on insulin @mem
sensitivity of healthy women™

Angelo Cagnacci”, llaria Piacenti, Renata Zanin, Anjeza Xholli, Alessandra Tirelli ) O | 4

Deparrment Obstetrics Gynecology and Pediatrics, Aaenda Ospedahero-Universiana df Modeng, Modena, taly
NN
- ‘- - -
Table 2

Clocose maetabolism, insuolin sensitivity and  lHpid profile befote afler oral
contraceptive pill containing drospitrenone parameters

ParameLers Proetres e it Postreatment Net difference o
Clirooss mg/dal 807 =69 S8QO7 31243 OO0 - 718 0.9
Lessnal s el ) Semal 106 =82 82-26 —23 =79 o323
HOMAJIR 2.2=—1.7 1.7 =0.76 — 05 =1.7 0.34=
b | 37 =25 2 29 =283 02=39 c.73
Se Q03 002 003200145 —D01 =002 =7
Toral Chol. me/dl 1712 =312 179 8= 26 86 =289 0. 447
HDL chwaol, mg/dl JOo2Z—-93 79.7 =81 94 -9 8 o 5~
LD s hol medl 832323 75.6=3549 —q 54 — | .71 o6”
Triglycer. mg/dlL 106 =82 S 153 2 - 133 4659 =751 0. Oas6~

The values are given as Mean (SD)
= Wihlcoxon-signed rank test




24+4c Runsatlis Endikasyonlar

Gebeligin onlenmesinde onaylanmistir*

Kontrasepsiyonda isteyen kadinlarda
emosyonel ve fiziksel semptomlarin
PMDD tedavisinde onayhdir**

Orta derecede akne tedavisinde
onayhdir***

*US EDA approved: March 2006; **US FDA approved: Oct. 2006; ***US FIDA approved: Jan 2007



24 + 4 un Kontraseptif Etkinligi

» Pearl Index*lerine bakildiginda:

= 0.80 (1.30’un %95 Guven Araliginin altinda) tipik
kullanim

« 0.41 (0.85’in %95 Guven Araliginin altinda)
mukemmel kullanimda

*100 kadin yili kullanimda olusan toplam planlanmayan hamilelik toplami
Antilla L, et al. Proceedings of the XIX FIGO World Congress of Gynecology & Obstetrics. 2009 (abstract plus poster)



Tedavi Gruplarina Gore Kontraseptif Etkinlik



Tiirkiye genelinde, 1646 yas arasinda Istanbul, Ankara,

Izmir, Adana ve ¢evresinde yasayan bayanlarin

adet

donemleri stiresince farklilasan davranis ve yaklasimlarini
anlamak amaciyla 3368 goriisme gerceklestirilmistir. Bu
calismada PMS (Premenstruel Sendrom) ve PMDD

(Premenstruel Dysphoric Disorder)’nin kadinlarin yasam

kalites1 uizerindeki etkiler1 incelenmustir.

Bu calismada, PMS gortilme sikligr %32, P
siklig1 1se %9 oraninda tespit edilmastir.

PMS, premenstrual syndrome; PMDD, premenstrual dysphoric disorder.

D gortlme




ADET ONCESI BULGULARI DEGERLENDIRME FORMU
PREMENSTRUAL SYMPTOMS SCREENING TOOL (PSST)

(Oeeme gaginda. adel giren ve gebe oimagan kadiniara sorulmak fzere)

Yag: 120 230 3] 445 46w
genir:  istanan 7] awea[T] i) sowaT] ssn's&duu oicen[]
Toplam kag doguin (normal dogum ve sezaryen) yaptinz?:

(Litfen dagikieriniz! dikkate almayina)

Su donemde dogum kontral hapt kullanmakta muisina?; EVET D HAYIR D

Her ay dizenll adet gdriyor musunuz?: EVET D HAYIR D

Adet k ain agnsini ¢ . yok [ narir ] orta[] siooeni[C]

dan dnce bayl e & Dagladik sonrakl blr Aag giin iginds kayholan agagnis
bufistiten b laedan basl, veya herhangi dir taneaini yapyor musunus® Liltfen uygun kutuya “X" koyunus.

Sarmypton Yok Hahit Orta Siddetli
Kizgenlvk / asabiyet

) Endige / kayg /7 gerginlik

1 Aflurnakl olews / reddedilmeye karye hassastyet
Karanrsar mlt holi 7 dmitsizlik
Iyle igiti aaliyetlere karys azuolmeg g
Eu ile Hgili foaliyetlere karys azalmy jip

I Sosyal fualiyetlere kargs azalmuy g

I Koasantmyyon gucligi
Bitkinlik / eneryi eksikligy
Ay yeme / ogin yemek krizlert
Uvkusunlok

b Agarn wyka (daba fazla aykayn gereksinim duyma)
Yok ddymity ve kontrodden ¢ hissetne

Fizlhse! belirtiier.
Gogaslerde hussastyet, bagagrese. ekiem - fus afrest
karinda giglik kiloda arti

Yukarida belirtiltmly olan yakinmalanne agagidaki durumlarn etkiler mi?

Yok Halif Orta Sicldetli

s lilifinizt veya trothentiinizt

Is arkadastarinz ile olan tigkderintzi
I Atlenizte olan Higkilerinizi

Sosval hayatuzt

Ev e dgili sovuerdulizhlonn 2




Drospirenone 3 mg, 30 EE
7 calismada yarari gosterilmis

1 randomize kontrollu calisma
4 kohort calisma
2 Open-label calisma

Fiziksel ve ruhsal durumda duzelme



OCs with Drospirenone/EE and PMS/PMDBDD

Drospirenone 3 mg, 20 EE

New regimen 24 active days / 4 placebo days

2 RCT (Randomized Control Trial) trials
showing benefit

Improvement in both physical and mood sx.

Now FDA approved for use in women with
PMDD who also need contraception

Yonkers KA, Foegh ML. Fertil Steril 2004; 82: O-255, S102-5103.
Pearlstein TB et al. Contraception 2005; 72: 414-421.



2444 |0 acne

Two placebo-controlled studiesconducted In
a total of 1072 women over 6 cycles

Participants were aged 14—45 and had
moderate facial acne

In both studies, 24+4 resulted in significantly
(p<0.0001) greater reductions in mean
change from baseline in inflammatory,
noninflammatory and total lesion counts vs.
placebo



Table 2 FDA-approved combined onl contraceptive pills for acne

Trade name : Progesin

Ortho Tri-Cylen® : Norgestimate |80,
215, 250 mg

Estrostep® 20.30,35 g Norethindtone

acetaie | mg
Yur® 20 pg Drospirenone 3 my
Ortho Tri-Cylen™, MeNeil Jansion Phurmaceuticals, Rumtan, NJ: Esmustep'®.,
Wamer-Chilootr, Rockaway, NJ; Yaz*, Bayer, Moawville, NI
* All theee comtuin ethingl estradiol




This article was downloaded by: [Yale School of Medicine]
On: 31 Augu t 2015, At: 22:47

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered office: 5 Howick Place,

Journal of Medical Economics

Publication details, including instructions for authors and subscription information:

Use of drospirenone/ethinyl estradiol (DRSP/EE) among
women with acne reduces acne treatment-related
resources

Vi J ay N. Joish?®, Susan Boklage®, Richard Lynen®, Anja Schmidt® & Jay Lin"
? Bayer HealthCare Pharmaceuticals, Wayne, NJ, USA

~ | =
Novosy Health, Flem'lngton, NJ, USA )O I ‘\)
Published online: 05 Sep 201 — -

Conclusion:

ORSP/EE-24/4 Use was assoriated with substantial recuctions In acne-rlated healthoare. fesource
(lization, and feductions occumed rqardless of age or type of acne medcation. DRSP/EE-24/4

theretore represents a cost-eftectve opion for the treatment of acne among women using DRSP/EE-24/
4for oral contraception.

Data for 1340 women were evaluated




Effect ofi oral contraceptive containing ethinyl
estradiol combined with drospirenene vs.
desogestrel on clinical and biochemical
parameters in patients with poelycystic ovary

syndrome
A prospective randomized trial

Sixty women were randomized into study group [ethinylestradiol (EE)
30 mcg+drospirenone 3 mg] and control group (EE 30

mcg+desogestrel 150 mcg), treated for 6 months and followed up at 1
month, 3 months, 6 months, during treatment and 3 and 6 months
posttreatment.

Conclusion: In women with PCOS, a drospirenone containing COC has
better outcome in terms of persistent regular cycles, antiandrogenic
effect, fall in BMI and BP, better lipid profile, favorable glycemic and
hormonal profile than desogestrel-containing COC.



Contraception 82 (2010) 276-280

Ornginal research article

Effect of oral contraceptives on markers of hyperandrogenism
and SHBG in women with polycystic ovary syndrome

o0
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200 EE 3/GSD
100 SHRG EE 30/DSG
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2001
Fig. 3. Comparison of effects of four oral contraceptives (3OEEDRSP, 30EF/ 18011
CMA., J0EE/GSD, 30EE/DSG) on seram concentrations of total testosterone 160
14401
1 2}
T EE 30/DRSP 100
(pge/ml) EE 30/CMA
EE 30/GSD
15 EE 30/DSG
2

* %

B Busal 3¢ Month
! Fig. 5. Comparison of effects of four oral contraceptives (30EE/DRSP,
(.5 AOEE/CMA, JOEE/GSD, 30EEDSG) on serum concentrations of sex

hormone binding globulin (SHBG) before and in the third month of therapy
Basal 3° Month (mean=8.D.), *p<.05.

()~

Fig. 2. Comparison of effects of four oral contraceptives (30EEDRSP, 30EE/
CMA, JOEE/GSD, 30EE/DSG) on serum concentrations of free testosterone
(T) before and in the third month of therapy (meansS.D.). *p<.05.




J. Endocrinol. Invest. 36: 636-641, 2013

Clinical efficacy and metabolic impact of two different dosages of
ethinyl-estradiol in association with drospirenone in normal-weight
women with polycystic ovary syndrome: A randomized study
D. Romualdil, S. De Ciccol, M. Busaccal, D. Gaglianol, A. Lanzone.2, and M. Guido! 20 .l 5

1Department of Obstetrics and Gynaecology, Universita Cattolica del Sacro Cuore, Roma; 20ASI Institute for Research, Troina, ltaly
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Effects of low dose oral contraceptive pill containing
cdrospirenone/ethinylestradiol in patients with endometrioma

Fuminori Taniguchi ™", Akiko Enatsu ”, lkuko Ota*, Toshiko Toda ", Kazuya Arata ~,
Tasuku Harada ™
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Fig 1. Comparison of (A) maximum diameter and (B) volume of ovaran endometiomas in 49 patfents taking the DRSPIEE duting 6 cycles, The boxes represent the
interg artile ranges and the whiskers extend to the maximun and minimum values The bars within the boxes show the median values, Pre: pretreatment *p < 0,001 v
pretreatment,
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Hg 2. Companson of VAS score I dysmenorrbea during 6 coycles, The boxes
represent the interquartile ranges and the whiskers extend to the maxt mum and
minimum values. The bars within the boxes show the meodian values Pre:
pretrestment *p < 0001 va pretreatosent,




Alman & Avusturyali 1091 kadin jinekologun
uzatiimis OC receteleme gerekceleri

The most commonly employed combinations were 30
ug ethinylestradiol (EE) + 2 mg dienogest (n= 114;
37.5%) and 30 ug EE + 3 mg drospirenone (n = 69;

22.7%).

S H A

Siklik Dismenore Siklik Hipermenore Endometriosis veya

Basagnsi yakinmalar siiphesi (dispariini)

Wiegratz |, et al. Eur J Contracept Reprod Health care 2010;15:405-12




Kombine oral kontraseptiflerin yan etkiler

Depresyon/ premenstruel mood bozuklugu
Libido azalmasi

Amenore

Siklus icinde kanamalar

Sivi retansiyonu/ siskinlik

Kilo artisi

Bas agrisi ve Migren

Bulanti
Akne



24 + 4 kullaniminda gorulen yan etkiler

Yan Etki* Kadin %
Bas agrisi 6.5
Goguslerde agri 6.3
Bulanti 2.5
Kusma 1.2
Emosyonel degiskenlik 1.2
Akne 1.2
Duzensiz kanamalar 1.2
Vajinal moniliasis 1.2
Libido azalmasi 1.1
Abdominal Agri 1.0

*Kadinlarin =>%]1°nde gozlenen (N=1,027)
Table reproduced from Bachmann G, et al. Contraception. 2004; 70:191-8



Hormonal Kontrasepsiyonda Riskler

Venoz Tromboemboli (VTE)

Arteryel tromboz
 Miyokard Infarktiisii (MI)
* Inme (stroke)

Kanser riskinde artis (meme, serviks,
karaciger)

Safra Kkesesi hastaliklar
Karbonhidrat metabolizmasi degisiklikleri
Hipertansiyon



SOoru:
Hangisi DRSP |u OK larin riskieri
Icin yanlistir

Saglikh kadinlarda VTE riski tum 3. kusak
progestin icerenlerde aynidir

Arteryel tromboz riski artmazveya cok az
artar

OK kullanmayanlara gore VTE riski
artmaz

Sigara ve trombofili VTE icin major risk
faktorleridir

Drospirenone iceren 24 +4 ile 21 +7 nin
riski aynidir



Table 2. Relative importance of various causes of deaths
(from Trussel [37])

Itisk per year

in 1000

in 5000

in 130000
in 1667000
in 33300

in 57800

in 5200

in 8700

in 66700

Skydiving

Car occident

Riding a bicycle

COC, nonsmoker, 15-34 years
COC, nonsmoker, 35-44 years
COC, smoker, 15-34 years
COC, smoker, 35-44 years
Pregnancy

Tubal sterilization

1
]
]
1
1
1
|
1
1

Trussell J. Reproductive health risks in perspective. Contraception 2006;
73:437-439




Risk of Venous Thromboembolism with
Drospirenone in
Combined Oral Contraceptive Products

Five studies were identified for evaluation

Use of a COC is associated with a 3- to 6-fold
Increase in VTE risk compared to nonuse. This risk
may vary among different oral contraceptives due to
the progestin component. Studies evaluated showed
that women

when compared to
women utilizing other progestins. The crude
incidence rate ratio for VTE in women taking a COC
containing drospirenone compared to a COC
containing other progestins ranged from



VTE Risk By Progestin Type Risk of venous thrombosis associated with different types of

progestogens in combined oral preparations.

J0-40 meg EE Oral Contraceptive | Corrected
OR (95% CI)

Progestin  Norethisterone 0.98(0.71-1.37)
Levonorgestrel 1.0 (reference)
Norgestimate 119(0.96-147)
Desogestre] 182(143-222)

Gestodene 1,86 (1.59-2.18
Drospirenone 1.64(1.27:210]

Cyproterone 1.88 (147 -242)

Lidegaard, O, E. Lokkegaard, et al. (2009) BMJ 33%: 02630 )
HEALTH v
AACIENCE

UMIVIRATY




VT and drospirenone

Dinger?”’ 118 9.1 1.0 (0.6-1.8) 4th/2nd
Viieg® 1,524 na 1.7 (0.7-3.9) 4th/2n{d
Lidegaard®4.213 7.8 1.6 (1.3-2.1) 4th/2nd

Dinger'® 680 na 1.0 (0.5-1.8) 4th/2nd
Parkin' 61 23 2.7 (1.54-7) 4th/2nd
Jick!? 186 3.1 2.8 (2.1-3.8) 4th/2nd

Lidegaard''4,246 93 2.1 (1.6-2.8) 4th/2nd
FDA Kaiser''625 7.6 1.5 (1.2-1.9) 4th/2nd
Gronich'1 518 8.6 1.7 (1.0-2.7) 4th/2nd
Bird'3 354 180 1.9 (1.5-2.4) 4th/2nd
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Hormonal contraceptives and venous
thromboembolism: An epidemiological update

Genevieve Plu-Bureau, MD, PhD, Professor of Gynecology b=
Lorraine Maitrot-Mantelet, MD, Clinical Gynecologist?,
Justine Hugon-Rodin, MD, Clinical Gynecologist 9,

Marianne Canonico, PhD, Research Fellow P-€

Table 2

Risk of venous thrombotic events among drospirenone-containing combined oral contraceptive (COC) users compared with

second generation COC users, —
Authors, year of publication Year of recruitment Type of study Number of cases OR (95% CI)
Seeger et al,, 2007°° 2001-2004 Cohort 4467287 1.0 (0.5-1.9)
Dinger et al,, 2007 2000-2004 Cohort 51/58,674 1.1 (0.7-2.0)
Van Hylckama et al., 2000* 1999-2004 Case control 504/387 1.7 (0.7-3.9)
Liedegaard et al, 201" 2001-2000 Cohort 319/1,296,120 2.1 (1.7-2.8)
Jick et al, 2011 2002-2008 Nested case control 186681 24(1.7-34)
Parkin et al., 2011 2002-2000 Nested case control 61/215 33 (14-76)
FDA, 2011° 2001-2007 Cohort 305/246 381 15 (1.2-19)
Gronich et al,, 2011 2002-2008 Cohort 122/95,175 1.6 (1.0-2.7)

Fooled OR 1.7 (14-22)




Contraception

Contracepthon ¥9 (2014) 253 - 263
Original research anticle
Cardiovascular and general safety of a 24-day regimen of
drospirenone-containing combined oral contraceptives: final results
from the Intemational Active Surveilllance Study of Women
Taking Oral Contraceptives®™ =7°*F

Jiirgen Dinger”, Kristina Bardenheuer, Klaas Heinemann
LG Berlin Center forr Eplddesclotogy wnd Health Rescarveh, Berlin, Geramarny

A total of; 2285 study centers enrolled 85,109 women. Study
participants were followed for 2 to 6 years, which generated
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Table 4
VIE meidence rates, crude and adjusted HRs, and 95% Cls

VIE (Sub)Cohort  Incdence (events/ 10,000 WY} HR (DRSP;44 vs. compatators)
Pomtestimate ~ 95% Cl Crude estmate  93%C1  Adjusted® estimate: 98% (Tl
Confimed DRSPyy 72 33112
Non-DRSP 0.6 78116 0.8 0313 (08 03-13
ING y.8 58:152 0 (5 1o 0.8 (0410
“Idiopathic™ DRSP4y 44 2684
Nom-DRSP T2 5790 07 0312 (.7 04 13
NG 12 39-121 07 316 07 03-16
Confirmed and potentnl ~ DRSPayy I3 (14-38
NomDRSP 28 19-41 (L8 (313 L8 0313
ING 36 1474 (8 (h4-1.6 0.8 04- L6
* Adjusted for age, BML, current duration of use and family listory of VIE, w
Table S
Cox regression analysis of the nisk of VTE: crude and adjusted HRY for | @ DRER,,
additionnl compansons of cohorts of mterest | @ Nop-ORSE
Comparson groups Crude Adjusied
HR  95%C1 HR  95%(1 g 2
DRSP.4 vs. other OCs® 07 0512 08 0513 g Hie 0.79
DRSSP, vs. OCs,,, 0.8 0512 0.8 06513 =
DRSP, .« vs. non-DRSP . 0.6 0312 0.8 0416 E HRiy 0.78
DRSPagug £5 v, DRSProug £o 0.8 0417 0.9 06519 1a ‘
DRSP, ., vs, OC 55 0.7 0412 0.8 0513 \
DRSPiq, v& INGyy,, 1.0 04-23 0.9 0421 =
DRSPig., v& LNGxy,, 0.8 0318 0.7 03-18 %///,
OC, 4 all COCs with 0 2 1-day regiment (including DRSP-containing OCs), o g’%/j
non-DRSP, . 24-day regimens of all OCs without DRSP: DRSSP, g, ~12 Months

DRSP-contamning COC with 20pug of EE. DRSP .., g=. DRSP-containing
COC with 30 pg of EE: OC ., OC without pestuxdene, desopestrel and
DRSP; LNGiyy, levonorgesmel-contunmg COC wath 30 pg of EE;
LNGoguy, levonorgestrel-contninmg COC witls 20 pe of EE

Fig. 2. VIE nsk for different ex posure periods: incidence rates and adjusted
HRs for DRSP4 vs. non-DRSP for each exposure period.




Arch Gynecol Obstet (2014) 289:413-410
DOT 10.1007/s00404.0 1 3-2983.9

Risk of venous thrombosis in users of hormonal contraceptives
in German gynaecological practices: a patient database analysis

M. Ziller « V. Ziller = G. Haas + ). Rex +
K. Kostey

Fig. 2 Share of women with a »
recorded diagnosis of Levonogestrel [13,222] | 10.02% [C1: 0.000.06]
thrombosis within 12 months

after mitia] prescription of —
defined contruceptive substance Cyproteron [5,837] e e 3 8 (O . 06%)

Wt Lt L

Drospirencn [15,572] | WS 0.04%e [CI: 0.01-0.08) |

Desogestrel [8,375] |

4
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Fig, - Associution hetween
contraceptive use with
meidence of thrombosis in
patients treuted in Genmian
gynecologiel practices: logistic
regression unalyses
(lesonargestrel is the reference
group)
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Use of combined oral contraceptives and risk of venous

thromboembolism: nested case-control studies using the

QResearch and CPRD databases J015
2013

Yana Vinogradova, Carol Coupland, Julia Hippisley-Cox

Ingiltere 15-49 yas aras1 2001-2013 arasinda ilk
kez VTE tanis1 alan 42 034 kadin

Table & | Numbers needed to harm and excess cases per 10 000 patients for different combined oral contraceptives
prescribed over one year

Numbers needed to harm over fyear (95% ) Extracases per 10 000 treated peryear (95% CI)
Useinpreviousyear  Allages (15-49years)*  Age 25-49 yearst All 3ges (15-49 years)* Age 25-49 yearst
Norethisterane 1529 (1159 ta 2086) 1169 (874 10 1620) 765w9 9(6t011)

Levonorgestral 1739 (1506 10.2028) 1452 (1237101723) 6(5t07) 7(6108)

Norgestimate 1561 (1223 10 2044) 1428 (1077 10 1966) 6{5108) 7(5t09)

Desogestrel 729 (597 10 899) 504 (478 1o 747) 4(Mwin 17{131021)

(estodene 005 (697 to 1198) 752 (57010 1016) 11 (810 14) 13(101018)
766 (604 10 986) 672 {438 t0 758) 131010 17) 17(13t0 23)
(yproterone 731 (58210.932) 606 (465 to 804) 14(111017) I7{121022)

*Based on combined adjusted odds ratlos in table 2
tBased on combined adjustad odds ratios in table 4




\/enous thromboembolism and hormonal
contraception

. High-risk products (RA 24.5) . Low-rigk products (RR 1.5-4.4) No risk products (RR < 1.5)

[ Limited ata No data available

Estrogen Levonor- | Norges-
doss (pg) gestrel Gestodene | Drosplrenone

Combined hormonal contraception

B
5;
| E2VONG45 | [ E2NOMAC |
Non-oral Paich7 | Vaginal ring 8
Progestin only confraception
Oral 1 Desogestrel 1 | Drospirenone |
Non-oral Depot2 | LNG-IUS 1 implant 1.4

Figure 2. The relative risk of venous thromboembolism in current users of different types of hormonal contraception

according to estrogen dose, progestin type and route of administration. Nonusers reference group.
ONG: Drencgeet, E2 Estradiol (natusal estrogen); £2V) Estradiolvalerate; ENG-IUS: Levonorgestrel intrautenng sysem; NOMAC! Nomagastrol acetate; RE; Retatve nisk,




Box 1. High-Risk Factors for
Venous Thromboembolism in Users of
Combined Oral Contraceptives™ <

Smoking and age 35 years or older

Less than 21 days postpartum or 2142 days postpar-
tum with other risk factors

Major surgery with prolonged immobilization
History of deep vein thrombosis or pulmonary embaolism

Hereditary thrombophilia (including antiphospholipid
syndrome)

Inflammatory bowel disease with active or extensive
disease, surgery, immobilization, corticosteroid use,
vitamin deficiencies, or fluid depletion

Systemic lupus erythematosus with positive (or
unknown) antiphospholipid antibodies

*Oral contraceptive use in women with these conditions is clas-
sified as U.S. Medical Eligibility Criteria Category 3 (theoreticzal
or proven risks ususally outweigh the advantages of using the
method) or Category 4 (condition that represents an unaccept-
able health risk if the contraceptive method is used).

Data from U.S. Medical Eligibility Criteria for Contraceptive Use,
2010. Centers for Disease Control and Prevention (CDC). MMWR
Recomm Rep 2010;:59(RR-4):1—86 [PubMed] [Full Text] andUpdate




Drospirenone-containing oral contraceptive
pills;and the risk of arterial thrombosis: a
systematic review 2013

Table 4. Rates of arterial thrombosis in comparative studies examining the thrombotic effects of drospirenone-containing oral contraceptive pills

Study DRSP Comparator DRSP users Comparator Effect measure  Point estimate 95% C1
n* n

IR¥ 95% 4 IRY 95% ClI

Drospirenone versus levonorgestrel-containing OCP users
FDA 2011 (all users)"’ 142 166 198 839 10.8 NR 0.45-1.44
FDA 2011 (new users)" 109 070 137 311 255 NR 1.64 0.79-3.40
Gronich 2611%3 73 629 21 546° 58§ NR 0.56-1.33
LASS 2011 NR NR 13 5, 28 04 02-09

Drospirenone-containing OCP versus other OCP users
FDA 2011 (all users)"" 142 166 586 278 108 NR NR 0.99 0.58-1.69
FOA 2011 (new usersy’! 109 670 383 151 255 NR NR HR 2.0 1.06-3.81
LASS 2011 NR NR 13 5, 28 32 22, 45 HR 04 0.2-0.8

Drospirenone-containing OCP versus non-users of OCPs
Lidegaard 2012 (stroke)®?|| NR NR 18.1 NR 24.2 NR Relative Risk 1.64 1.24-2.18
Lidegaard 2012 (MI?%y NR NR 63 NR 132 NR Relative Risk 1.65 1.03-2.63

Cl, confidence interval; Comparator n, sample size of the comparison group, those unexposed to drospirenone-containing OCPs; DRSP,
drospirenone; DRSP 7, sample size of the group of patients on drospirenone-containing OCPs; FDA, Food and Drug Administration; HR, hazard
ratio; IR, incidence rate; LASS, Long-term Active Survelllance Study; MI, myocardial infarction; NR, not reported. OCP, oral contraceptive pill;
RR, rate ratio

*Patients were given OCPs containing dropirenone and ethinyl estradiol (EE) in combination.|

fincidence rate per 100 000 women-years.

tComparator group includes women taking levonorgestrel/EE and norgestrel/EE

§Crude incidence rate.

||Data reported are for OCPs containing 3040 pg of EE; for 20 ug of EE, the IRpase is 8.7 and the relative risk is 0.88 (95% (Cl 0.22-3.53).
YCata reported are for OCPs containing 3040 ug of EE; for Z0 ug of EE, the IRprsp 8 0 and the relative risk s 0 (95% Ci 0.00-12.99).




Hormonal contraception, thrombotic
stroke and myocardial infarction

[:I High-nsk products (RR 24.5) [___| Low-nsk products (RR 1.5 - 4.4) EI No risk producis (RA < 1.5)

. No data available

Noreth Desogestrel
moml& ;‘;::f” or Gestodene | Drospirenone

etonogestrel

Combined haormonal contraception
50 3

2.2 : : 22
20 1,57 17
= [E2n0MAC |
Non-oral vaginal ring 2.5°
Progestin only contraception

Non-oral Dapot 1 LNG-IUS 1 impiant 1

Figure 3. The relative risk of thrombotic stroke in current users of different types of hormonal contraception according to
estrogen dose, progestin type and route of administration. Nonusers reference group.

*Ihdicates a sighificantly inCrescad risk

DNG! Dienogest, E2! Etradiol (natural estrogen), 2V Estradolalerate, NOMAC: Nomegestrol acetate. RR: Helative risk.




Cok dustuk doz OK:20 mg EE
(Kar-zarar analizi)

Kontraseptiv etkinligi aynt mi ?
Evet

Siklus kontrolunde etkin mi ?
Evet

Ostrojenik yan etkiler daha az mi ?
Evet Ama kompliyans oranlari dusuk dozlu OK ile ayni

Kardiovaskuler yan etkiler daha az siklikla goruluyor ?

Muhtemelen ayni (VTE riski ayn1 ?, Ml riski az, stroke riski
daha az)

Non-kontraseptiv yararh etkileri ayni mi?
Benzer



Kombine Oral Kontresptifler
KOK

30mcq ve alti ostrojen icerenler 50 yasa kadar
kullanilabilir:

Sigara icmeyen
Normal kilo
Hipertansiyon olmayan

Kendisinde ve Birinci derece akrabalarinda venoz
tromboemboli hikayesi yok

Kardiovaskuler hastaligi yok
DIET R EVED



NOMBINE OralenEasepuier

35 yas ustu, gunde 20 den fazla sigara icenler
Obezite

Norolojik bulgu veren migren

Emziren anneler (ilk 6 ay)

Meme Ca hikayesi veya supheli meme lezyonlarinin
varligi

Tromboflebit ve tromboembolik olay oykusu (mevcut,
gecirilmis)



Oral Contraception

Ginger Evans, v, Eliza L. Sutton, MDP

Box 2
Proven benefits and unproven/disproven noncontraceptive effects of COCs

Proven Benefits
Acne
e All COGs are effective.’?
e New antiandrogenic progestins (eg, drospirenone) are superior in some trials. > "4
PCOS I
e COCs are effective for associated menstrual disorders, acne, and hirsutism. '
Primary dysmenorrhea ' '8
Secondary dysmenorrhea from endometriosis’> 929
PMDD?’

e Only drospirenone-containing COCs have demonstrated a benefit

e Trials OT Other o navehot shown a benefit over placebo

Menorrhagia®~~

Reduction in risk of endometrial, ovarian, and colon cancer®®
Unproven or disproven effects of COCs

PM525.26

Leiomyoma growth??

Functional ovarian cysts (treatment)®”

Bone mineral density®®

Abbreviations: PCOS, polycystic ovary syndrome; PMDD, premenstrual dysphoric disorder; PMS,

premenstrual syndrome.
Med Clin N Am 99 (2015) 479-503
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