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The Next Frontier Holistic Management of
Endometriosis Updates and Innovations
3A.UN. NIziBes UyanAnde

Tsaudaylnsangniadaiindl (endometriosis) 1¥un1ae#id
Hoylwsangn (endometrium-like tissue) fisgneusie endometrial
glands uaz/m3e stromal agjuaninssungn Jmeidanndenan
sefinavdsansnenissniausauieliseiuves prostaglandin éun
PGE, uazeosliuealasiaulugy estradiol fifiugstulu ectopic
endometriotic tissue loiUSsuifisuiu endometrium lumndsdi
laifllsa IneunAuaeules 17B-hydroxysteroid dehydrogenase
2 T endometrium azvhwthiiiUdey estradiol s[ﬁag’lugﬂ estrone
Faflmnuuseiesnivilinisesaivlaves endometrial cells
Hounin ectopic endometriotic tissue t?fd‘ljju endometriosis
Fat9zdu estrogen-dependent disease #iszfuvesgasluu
walasullnasongSaninvedlsa

nann155nwn endometriosis lagluldananuisavinlealag
nsudansanlgmusssund SLumﬁﬂé?aﬂsiﬁﬁawﬁﬁﬁrﬁwé
TonuaUszasiou d1m5un195ne1n1Ie endometriosis Aag
M3lgen (pharmacologic therapy) oA eitungugesluuluswanealsy
gAuillnvlingasluusiu (oral contraceptive pills; OCPs) #30
gonadotropin-releasing hormone agonist (GnRH agonist)
dmsunsainnsineisignisniidnazdaidu back-up method
\flosnnsdnwin1ig endometriosis aiiufin1sSnudee LUy
long-term treatment

Lﬁadﬁaaamagwuﬁﬂ’] endometriosis 1Hh estrogen-dependent
disease mslflealnsiaulu OCPs Fsfivunagsnin physiologic dose
i 4-6 wh enveznszdunmsiliulivedisa egslsinm wwams

| u [sunsundnsat Wnen 9.3aus
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SA.AS.WrY. 9158wssiu [anruanugav
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N193N1017% endometriosis oA wuanwUiRvesswivieay
aAuIuNNguisUszImnalng L%'aqmicﬂLLa%’ﬂwﬂsm?jauMimeﬂ
Lﬁiyﬁmﬁ (RTCOG Clinical Practice Guideline Management of
Endometriosis) U w.ei. 2564 alviruugtilifld OCPs wiaslusiwaneliu
U first-line agents d%5U pain management Tunmg endometriosis
WULREIAU European Society of Human Reproduction and
Embryology (ESHRE) guideline U a.A. 2022 d@iuA1huziiues
American College of Obstetricians & Gynecologists (ACOG)
U A.A. 2021 wag National Institute for Health and Care Excel-
lence (NICE) U m.a. 2024 Alduugi hormonal therapy
ocps  wielswawelsudumadenGudulumsnvimudeatu
agnslsfimu nsld ocps daifefasiludewamadnafosnin
10alRslau WU breast cancer %39 venous thromboembolism
(VTE)

Treatment based on symptoms,  Focused on managing pain Focused on symptom-  Proa

severity, age, and future fertility and infertility, highlighting based diagnosis and Emphasizes symptom-

desires; emphasis on hormonal  the role of post-operative treatment considering the based diagnosis to reduce

therapy. hormonal treatment and  patient's desire for diagnostic delay (patient
imaging. conception. trust).

Rational

Hormones as First-line: Recommends hormonal  Uses NSAIDs and Uses NSAIDs and
Recommends hormonal agents like agents (OCPs, hormonal therapy as the  hormonal agents.
Pain (Continuous OCPs and Progestogens) as the initial treatment choice.  (OCP/Progestogens) as the
Progestogens (e.g., Dienogest) as  primary first-line initial treatment choice.

Management
& first-line therapy. treatment.

Recommends hormonal
therapy after surgery to
reduce the likelihood of
pain recurrence.

Post-operative Hormone: Recommends continuous  Use of post-operative
Recommends continuous. hormonal treatment for at hormones helps reduce
hormonal therapy (e.g., Dienogest least 18-24 months post- the risk of recurrence.
or Continuous OCPs) after surgery surgery if the patient does
to prevent recurrence. not desire immediate

«conception.

is Treatment Guideline

Recurrence
Prevention

Surgery + ART: Surgical removal of Surgery for endometrioma Surgery may increase Recommends referring
endometrioma (if >3-4.cm)and  (if > 3-4 cm) or proceeding spontaneous pregnancy  patients to fertility clinics
consideration of ART/IVF (Assisted directly to IVF (Medically chances, but IVF is to primarily consider IVF.
Reproductive Technology). Assisted Reproduction).  generally preferred for

severe infertility.

Infertility




gosluwealasiaunusssuiinulads 4 sduuy laun E1
(Estrone), E2 (Estradiol), E3 (Estriol) wag E4 (Estetrol) lag
El uag E3 fﬂ%flﬁ]‘ﬂé (potency) Hieenan E2 @l synthetic estrogen
ffnsuallunmsnsuwng  18un estradiol valerate, estriol
succinate wag 170-ethinyl estradiol (EE) Fensil estradiol
valerate i valeric acid TuiﬂsaaiwﬂuLaﬂaamﬂwaaﬂqwﬁim
mamusuu wazns7l EE axdivy ethinyl group TiozmonunImIuoU
Fwmdad C17 wﬂwqwﬁmwu losannsdl ethinyl group
awdrsduduumuedduvenedlasian vild EE Tondnsedu
endometrium TiRagmuALNsTiUsEIFouldd uifansanszdu
fukaznszuunsudeivendonldas

173 -E2 and EE have different metabolisms

17a-Ethinyl Estradiol

« The presence of ethinyl radical in C17
prevents inactivation, then the metabolism
% and conjugation are limited

£ Limitation of EE
Limitation of EE )
conjugation

EE @unsatiuauidsalunisiinduidsnvsasianiglaain

ﬂ’liﬂiz@l:u clotting factor lu coagulation pathway lagaglu
ﬂisé’ﬂﬁ Factor VIl Wfiuaewdu Factor Vila uaz fibrinogen 1%
Waswu fibrin saemsi EE Sudansiiiu natural anticoagulant
99519778 1A activated protein ¢ (APC), antithrombin, tissue
factor pathway inhibitor (TFPI) Fewnil EE Tufiuariandesly
msiin VTE g dadenileiilifionsaneudeddunisiin VTE
91nN1510 OCPs fAe estrogenicity ﬁassﬁuﬁ’wumuazﬁmmu
alnsiay laguu1ares EE>50 g awdl estrogenicity ﬁaqmﬁ
EE<50 Mg, E2 %30 E2V uag E4 muanu ﬁ]\‘iWﬂ,Vi E4 umwmam
lunsifim VTE uaamnaaimwusﬂmuau dlofinnsanil sex-
hormone binding globulin %38 SHBG fidu marker ¥4
estrogemoty TNUIIAIULIIVDY EE LLaU El I‘umsﬂsvmu SHBG
Fgruwinu 500 Wi waz 3 wih augdey dewisuifu E2 uenani
qwﬂumiﬂimu angiotensinogen VI‘VHT‘MLﬂ(ﬂ vasoconstriction
¥4 EE uay E1 §3gand1 E2 §9 350 i1 uag 5 wih suddu’

E4 (Estetrol) gndnasizvitulufuresmanluassduasd
auuselsEanas 1/5 B9 1/10 dewSeudleusiu E2 Sndtadlen
ASaTIneuLEs 20-28 alua Tne E4 daudu Native Estrogen
with Selective actlons in Tissues %sa NEST Immaaﬂaaﬂqwﬁ
DYNIIUNE foﬂu‘\]\‘iﬂULuEJLEJ’eJ‘U’eNiNﬂWEJf\Hﬂﬂ’ﬁV] E4 aanqm
W agonist ‘Vl nuclear estrogen receptor-O. (ER-QL) Nllolde
endometrium ¥38 bone meaaﬂqvféﬁ]u antagonist 7 membrane
ER-OL Tnaiawizegnadaiidnun 3ol E4 danasiosnaniesisd

- m3fl estrogenic activity Al¥igagugansnnls

- m38l neutral activity sedu laglidfivsednatesuinlu
N13N38AUNITHUATIZY coagulation factor Uag SHBG 9nsiu

_ nsil anti-estrogenic activity fiilofeiduy 3y
AMULABIONISIAA breast cancer

A

uenanil B4 Sslaifinansedu RAAS Fdlsinsedunisiia vaso-
constriction wazlivili weisht eain wazn1si E4 Ladgnudsanin
B1U Cytochrome P450 (CYP) enzymes 3slaiiiin active metabolite
NIONTEHUAY

Drospirenone (DRSP) LUu  progestogen ﬁL@uagﬁuﬁmm
spironolactone fifgyiduliaaney Fafiqus anti-mineralocorticoid
vililsinsedu RAAS AR vasoconstriction uaglsivivlviAn
sodium-water retention 8nvis DRSP &gy anti-androgenic Snéae

Progestogen annsaduinsulitaan 5 win Hun progesterone
receptor, estrogen receptor, androgen receptor, glucocorticoid
receptor, mineralocorticoid receptor GN progestogen V]ﬂ%ﬁﬂ
ﬁqwé antiestrogenic waz3uiifinasie coagulation pathway
fsasieluid

= miﬁ progestogen 5ULLazﬂizﬁu‘ﬁl glucocorticoid receptor
qefinalfial thrombin wagLii procoagulation factors faudu MPA
ﬁﬁqwé glucocorticoid LLazﬂizéju coagulation 2819l5An"u DRSP
iﬁﬁqwéﬂizﬁu glucocorticoid activity

- 3Nz androgen receptor AxdUgVsYRLLEAlAsIAUTL
wanswdu Factor VIl awdsiinadugrivesealnsiauiiduds ApC
waz TFPI ferfy progestogen i androgenic effect g4 1 LNG,
NETA Fadfudfs coagulation vauzLAYIU progestogen ﬁﬁqwé anti-
androgenic effect oA CPA, dienogest, CMA, DRSP FOHGR
NOMAC 3lsiansnsndudsnaues EE Tunsnszdumsiin clot 1¢

- m’iﬂi:i(;ju mineralocorticoid receptor ﬁwaﬂizﬁu RAAS
wAFNTEAUNITIAN clot 3INNMINTEAU PAI (plasminogen activator
inhibitor) iduds fibrinolysis way platelet adhesion lne) DRSP
fiqus anti-mineralocorticoid wawdl binding affinity fleda3usNNT
aldosterone v 5 i Fedfudls RAAS Idusuazann1siin clot

Progestogens: Receptor binding activity

+ Androgen receptor

Counteracts estrogen-induced increase in factor VII

Counteracts estrogen-induced reduction of TFPI and APC

Intrinsic pathway | [ xrinsic pathway |

—m
-

Es Jvil — Via
=
/ [l sens
Vilia Q—Vlll ____ &5
= Foogen [5]
T ibrinogen
for ¢
PR i k
Fibrin

patimesy inhbtor

X —p Xia
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314 E4 $auffu DRSP §i total estrogenicity 7isnin OCPs
wiaduiusznousne EE, E2 wie E2v dsdusuldarnnisdnuina
989 APC resistance fiduiusiunmsiinaudonainnisld ocps ay
WU E4/DRSP dwwadeniaifin clot tesndn OCPs wfinduq i
Uszneude EE” datiu nnsl E4/DRSP auiuisdidedvansdsynns
gun mslaifiavs glucocorticoid activity udiiqvd anti-androgenic
%84 DRSP fitheandauasiindu egralsfimu qvs anti-androgenic
o1vduaiuMsAn clot 1§ wiazgniind1saingws anti-mineralo-
corticoid FlainseAu coagulation pathway saudialiviliin
mimu‘lj;’l ¥58 vasoconstriction dneag
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Difference APC resistance among COCs

— HPP-APC
-+ HPP +APC
-+ E4 15 mg/DRSP 3mg +APC
- EE30 ug/LNG 150 pg +APC

- EE 20 g DRSPBmg <ApC

[Thrombin] nM

EAVORSP EE<SgeING EE<Syge  EExSOpge
EVeDNG OSG/GSOMGM/  NETA/necedyoodkel
4

£20NOMAC

Time (min)

Front Endocrinel (Lausanne) 2021:12769167
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YagtulinisfinwuseAnsrauazainulaendeves E4/DRSP
Tun133ne1n13z endometriosis Inewul1 E4/DRSP duszavisna
Tun1s8m endometriosis-associated pain wazdauvasasiuse
flunazinul 59089 E4/DRSP §ilnataifessio metabolic profile
tiow wardimudssiilunisiia VTE

Review Data of E4/DRSP and Dienogest
in Endometriosis Treatment
3A.03.08Y. D138NTIO LanaueaqugsY
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Seulia?l  (endometriosis) tun1ENd
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Tsmdeynsaungnia
m'iﬁﬂLﬁ‘uaﬂﬂﬁL’%@%’ﬁ‘Luum:ﬂi’m%agﬁuﬁ: auvnvoslsadiliidud
nuLdn  uiiimquiideininnnisiidenysysdeulvadou
naululugudeansurumwiodly (retrograde menstruation)
Taglundgeidmnuinundlunisindnwadideyinsaungnagsiils
wadfivanoenunaunsaluilsfuaziadyAulruenlnssungnld
%Qﬁﬂwﬂﬂﬁ chronic pelvic pain symptoms léikA dysmenorrhea,
intermenstrual lower abdominal and back pain, defecation
pain Llae dyspareunia fliosaname endometriosis S
I‘JﬂLiE]inGl’eNE]’]FiEJ life-long management plan Iuﬂ’liml,a‘jﬂ‘w’l
mha ammflmmEf[.umiiﬂmmamL‘duwaml,amamamms
K1Fen

Life-long patient journey: juggling pain management and fertility desires

by e & T oy
beginshesy  NSAIDs, . NeNDr et fommohtos
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YenCF et al. Int Gynaccol Obstet. 2023,

WUINNINNT3NE endometriosis LA ESHRE 2022, TIGE
consensus, ASIAN consensus ¥3awWIMNenTUuRTeI Nt Ine 18y
gAuSunmduisusemelng  Bosmsquasnuilsadeylnssuagn
WiRad O wa. 2564 sailimuuziilunisdanistiuaanudan
91nn17% endometriosis TUluwuamaiieniu Tnvdiulugjuuzii
NSAIDs/analgesms %38 hormone treatment WLagN1THIAR
PINEdU vuedl TIGE consensus aglvimudndrfunssuld
hormone treatment 1‘1/11,’53‘1/1?161 ﬂqmmm‘mﬂu first-line agents

.

du5un133nE endometriosis-associated pain el progestins uag
COCs @1 second-line agents 1A GnRH agonists uag levonorg-
estrel-releasing intrauterine system (LNG-IUS)

witegiuedlasiauiliiuiluly cocs azeglugu EE Tag
finsanvunenld low dose fia 1520 Mg Tutlagtu saudadinnsiaun
COCs i natural estrogen 1aun estradiol hemihydrate, estradiol
valerate uaz E4 39 E4 fidofde Mﬂ’ﬂiﬁ]'lLW’]”Lﬁ]"l”ﬁNﬂUL‘HE]LEJE)‘Vl
iﬂaaﬂimﬁmﬂmim E4 mqu‘tJ‘u agonist 7 nuclear ER-OL uag
aaﬂq‘wmﬂu antagonist 1 membrane ER-OL 3sfiAuiasnsiy
mn?ﬁu

- 8
‘ ‘ ] orsl Contraceptive Pill and Hypertension: A Review of Current Evidence and Recommendations

! Summary of estrogens and progestins used in oral pill contraceptive
Estrogens Progestins

1% Generation
« High dose (> 50 ug)
* Moderate dose (30-35 ug)
+ Low dose (15-20ug)

£ e
Ethinyl estradiol il

| £staneg derived from |
eosier 31é Generaton- Gonanes derived from Levonargestrl |\

© Levonorgestrel
© Norgestrel

| « Norgesimate
rrrrrrrr ; | ganes devved rom « Gestodens! |
E4 \ Gonpoatcn fien ‘

'+ Estradiol hemiydrate || oo |
« Estradiol valerate | | « Drospirenone’™
: A Sy B W Sl | egnanes oo

|o Nomegestral acetate! |

T—— |
e L

e e
-
Natural estrogens and lower doses of synthetic estrogens are associated with lower
blood p blood p ing effects
13% higher risk of hypertension for every 5 years of OCP use
0ral G ion: A Review of Current Evi

nsAnwUsyansuaves E4 Tun1sinwn endometriosis u
pre-clinical study’ {Wums@nwlunynaassiilédiunisugnanesne
endometriotic-like lesion wazazgnuuadunguillé3y £4 was
ngulé'3y vehicle Wungumuay Wuna 4 daw nF NS
vhnfsnsniesnauaifuiegaieBovemyraaeaitotiandins e
HANISANYINUI1 97U endometriotic-like lesion launnsinefiu
stnienguiiléisu £4 vde vehicle aghalsnu nguills¥y E4 4
USinmsuazinutinges lesion tesniinguaiuauegiideddmis
iR (p<0.001 war p<0.05 muAWy) nMsdnwwud1 B4 lifignd
nsesu cell proliferation va3 endometriotic tissue Inglinuninu
uanAnstusEninanguilésu E4 uaznguaiunu daunaann TUNEL
assay filimpaounsiin apoptosis YBMwARNUI NANYMAAD
7il#3u E4 \An cell death 189 endometriotic-like lesion anANT
nguillé¥u vehicle egraiiuddymisada Jsdusulsdarnnnsd E4
maﬂim‘um’aw lipid peroxidation Tu endometriotic tissue NP
uennil Sewutmyneaesnguillésu B4 Smsuanseonves ERB
aned uazdinIslanieanved EROL ay PR (progesterone receptor)
Windy Feinadisieniz progesterone resistance Miintulaly
Wg5an mvedlsa endometriosis

Effect of E4 on the Growth of Endometriotic-like Lesions

at 4th wk

g
H
Es
28
2
i
2
52
£
2

s
S = The no. of established

g » endometriotic-like lesions
"é 2

. did not differ significantly
" between the experimental

S i groups

eToven EoneE, EoTovon EoToE, « E4 treatment reduced the

(a) (b) volume and weight of the
lesions compared to the
control group (p < 0.001 and
p < 0.05, respectively

« E4 treatment restricts the
progression of the disease
in the experimental model.

it gl )

8

EDT+Veh EDT+E,

Lesion weight
(mgmouse)

@

EDT+Veh EDT+E,
(c] (d)
Al df!a are Eresemed as mean +SEM(n=Banimals per group). * = p<0.05 and

Z EDT: endometriosis; E4: estetrol; and Veh: vehicle. Biomolecules 2024, 14, 580. https://doi.org/10.3390/biom 14050580

Caruso Aty (2025)° YnsAnwiUSeuiieulseansnares
COCs 5 wiin oA EE 30 Mg/dienogest (DNG) 2 mg, EE 20 Ug/
DRSP 3 mg, 17B-E2 1.5 mg/NOMAC 2.5 mg, E4 15 mg/DRSP 3 mg,
E2V/DNG uag progestin s DNG 2 mg Tun1sinwn endometriosis-

SN 7 —
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Wi RN

associated chronic pelvic pain #&a1nvhnisinawlil 3 Weu
WUI1 natural estrogen Wag DNG @u130aaa1uUInaIn baseline
fnnndn CoCs il EE egafitfudfny (p<0.001) wawiloviinig
Aamnaluaudle 6 WWeu wud1 COCs i E4 wag DNG annsnanian
eannndt E2 Fsanansaaguladn E4/DRSP Susedntralunisantan
91nAME endometriosis alnaLABIiU DNG

Endometriosis Pain Reduction: COCs & Dienogest

+ E2 or E4 showed a greater
improvement compared
with women on COCs
containing EE at 3- (p <
0.001) and

* 6-month (p <0.009) follow-
up.

* No significant difference
was observed between E4

99999 /DRSP and dienogest

% of reduction

8 £E 304g/DNG 2mg.
2 14682 1 Smg/NomAc 2.5mg = B2v/oNG

B4 16.2 mg/DRSP Img NG 2mg

reduction i ic pelvic pain.
in women on five combined oral contraceptives

> OLIC.

ison at 3- and 6-month follow-up

I¢finsfnwmenidinfinaaeuuszaninasazainuvasndy
U8 E4/DRSP s[,umﬁﬂmﬁy'd endometriosis wag dysmenorrhea Tu
Uszmadiu msfnwusnifunsfinumiseddnszesdl 3 Tuguuuy
RCT fidnwiusyavduaves E4/DRSP lun153nw endometriosis-
associated pain® lnswuinguiidrsiunisinwisendu 2 nqu fe
nauiilé3u E4/DRSP 24 Fu uazeviaen 4 Yusie cycle Wuszozia
e 13 cycle Snnaulsizuevaen 28 Tuse cycle Wuszazan
6 cycle ndwniuazldsu E4/DRSP 24 Su wazevaonsn 4 Su
s cycle Wuszezna1dn 7 cycle nadnsveansAnwmdnlaain
n15Useiliu most severe pelvic pain Tngld visual analog scale
(VAS) 71 24 &Un1%i Wisuiieuiiu baseline

wadnduaInsAnyImuI1 nauiilé¥u E4/DRSP Tornstanan
aqmﬂmf’mejuﬁlﬁ%’uamaaﬂﬁy’qLwi cycle 71 1 Inedi cycle 7 6 num
naufiléi¥u E4/DRSP fin1samasuas VAS snnninnguilddugimasn
agnelitydAyAD Wiy -31.1 (-36.8, -25.4) uag -22.6 (-28.2, -17.0)
ISR (p=0.028) wazidieRansanenisdu 1dun induration of
pouch of Douglas, limitation of uterine mob|l|ty 1H peLwc
tenderness WuINGuléFu E4/DRSP ummmmumnmmaw
IFSuemaenituiu  dlefinnsannswasuulamiuines  chocolate
cyst vainTIMNAN Wuh chocolate cyst volume ‘Luﬂa;mﬁlﬁ%’u
E4/DRSP finmsanasdosas -39.56 (-52.15, -26.98) uaizd chocolate
cyst volume wasnguillé¥usmasninntuminiu 4.90 (-10.60,
20.39) Antdunasraviiiuieeas 44.5

Kobayashi wavmaue (2024)° ifnunuseavstauasnadonsiives
feadestunisudssvendenainnisld E4/DRSP WisuiBUAY
EE/DRSP Tum 33Nt endometriosis Msfnuniutanauidnsansfine
ponithu 2 ngu Ao nautléu E4 15 mg/DRSP 3 mg Wy cyclic regimen
Tnel¥i active drug 24 Fu mumeemasn 4 Juse cycle Wusuau
3 cycle Wisuisufunguilléi¥u EE 20 Ue/DRSP 3 mg Tuguuuy
flexible regimen wan15AN®INUI1 most severe pelvic pain anaaa
nauTilésu E4/DRSP waw EE/DRSP loellaiumnsnafusenditioddny uaz
WleRansan coagulation parameter lun D-dimer, APC sensi-
tivity ratio way SHBG agwuinfingetulunguilld¥u EE/DRSP
wnninguitldsu E4/DRSP deu EE Fafiuenudedlunisiia VTE
launnan E4

wenanl SefinsAnentesyavisnaves E4/DRSP lumsdnun
Az dysmenorrhea’ lagn1sAnwimeadiinluguuuy RCT Huvs
nauiinImnsAnuAfiane dysmenorthea sanifiu 2 ngu e

nquitle¥u E4/DRSP WisusuRunguiilasusvasnifusuiu
4 cycle puse E4/DRSP 8n 9 cycle maawsuwanvesnisanel laun
mawasuulasmas dysmenorrhea score i cycle 7i 4 ToeRasan
IMNANMUTULIIVBY dysmenorrhea warnN1slEuAUIn (analgesics)
HAN1SANWINUTN dysmenorrhea score 71 cycle 7 41uﬂfjuﬁ1§%u
E4/DRSP  @pasan  baseline snnninguitldiueivasnatne
flpddnyAe Wiy -2.3 (-2.6, -1.9) wag -0.9 (-1.1, -0.6) MuEIHU
Tnenasnafidnadewintu -1.4 (-1.8, -1.0) (p<0.001) Luaumimaau
wld E4/DRSP Tunquitld3usvasnudsan cycle i 4 WU
dysmenorthea score anadldlndifsfunguilly E4/DRSP Raususn
LLasLﬁaﬁwmﬁmiwﬁsiaaiwjﬁﬁ adenomyosis #i cycle #i 4 wuh
E4/DRSP @wnsaan dysmenorrhea score asldl -2.5 (-3.1, -1.8)
sumzﬁﬂfjuﬁié’%’uamaaﬂamaqLﬂaa -0.7 (-1.1, -0.3)

Dienogest WJu progestogen ﬁﬁummwmﬁ‘iﬂumﬁﬂm
endometriosis lag dienogest Yu1A 2 mg ﬁiugﬂuwmmﬁzg
(generic drugs) Tiidanldludagdu wndnnisiasudenlyen
Tuguuuugnansdeyfie fideyans@nundiasiya (bioequivalence study)
TnedidhsuarUSinainspadien (rate and extent of absorption) 7
Winsuiundneienduwuy (innovator drugs) 39azdioineil
AMUVINTIBNAUTBINANISINY (therapeutic equivalence) 5D
Sunpounswasantydosulumunasyuvdninasiasnisiialu
N130E#R (Good Manufacturing Practice; GMP) L‘ﬁ’ﬂﬂisﬁ’uqmmw
w31 1ng dienogest vum 2 mg TugUuuueandayiinisfinwauya
waznuNEAmWNsuue iUy ArSuassnaandueienasTny
FUnanAnumiend198e” sudsdengmsiiuinm (shelf-life) vaen
fiiiude 3 ¥ Sududnmadenwilslunisinu endometriosis
flgsanduyuainywetunals

Packaging comparison
Oligest packaging is truly similar to Vixxxxx
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Im&Jfﬁgl endometriosis-associated pain Dunmefidesdu
naduRsgiuidwiewinisdanisuuy  life-long  management
mssnwagiufinisiensesluudundn Fasiansandentden
fifuszavisnauasinudasnsde E4 (estetrol) Soufu Native Estrogen
with Selective actions in Tissues %38 NEST 33eengvislioenssumz
deilloidernen wesiume @9 E4/DRSP {deyansfinunieadin
fitusuissyavdnalunssne endometriosis uaziinatnufesios
Fevnuimassy Saddinnudeieesonsin VIE dlenaudiou
fugneuidauiindidl EE
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