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BBenenue

* DHJIOMETPHO3 — XPOHHYECKOE  pEIUJIMBUPYIOLIEE  3a00JEBaHUE

PEHPOAYKTUBHBIX M HEPENPOAYKTHBHBIX OPraHOB KCHIIWH, KOTOpas
XapaKTepu3yeTcs: OOJIEBHIMU CHHIApPOMaMHu (IUCMEHOpPEs, IHMCIIapeyHHs,
OU3YpHsi, TUCXE3Us, 00K B MOSCHUIIC WM BHU3Y >KMBOTA, XPOHUYECKas
TazoBasg Ooib 00jb), OecmiogueM, HapyIIEeHHEeM MEHCTpyaJbHON
(OYHKIIUH.

Ha cerognasimuuii geHb, no jgaHHbIM BO3, okxoimo 200 MHUIJIMOHOB
KEHIIIMH B MHUPE CTPAJAIOT 3TOW Iarojioruer. OTMedaeTcss poCT 3TOro
3a00JICBaHUS B TMOCJCAHUE JICCATUJICTHS, O 4YE€M CBHUJICTEIbCTBYET
OOJBIIIOE YKUCIIO MyOIHKAIIHiA.

Ilo ONyOJIMKOBAaHHBIM JaHHBIM MexnyHapoaHoro LlenTpa
OnaoMeTpuo3a B Kazaxcrane sHiaoMeTpuo3 HaoOmrogaercs y 757 185
JKEHIMH, 4710 coctaBiasger 17% ko BceM  KeHIHIMHAM
PENPOAYKTUBHOIO BO3pacTta. 3JHAYUT KaxKIad 6 SKeHIIUHA
JAeTOPOIHOT0 BO3pacTa B Hallel CTPaHe CTPAAaeT SHAOMETPHO30M



AKTYAJIbHOCTD

* Hecmorps Ha 1O, urto mpouwto Oosee 150 ner, kak 3Ta
[IaTOJOTHA ObllIa 00O3HAUeHa HO30JIOTUYSCKON E€IMHUIIEU, 10
HACTOSIIECIO BPEMEHH HE JI0 KOHIIA PEHIEHBI BOIPOCHI
MaToreHe3a, JHUAarHoCTUKH  sHAoMeTpuo3a.  OcoOEHHO
akTyaJbHa B HacTosIIee BpeMs mpodseMa JiedeHHus
IHAOMeTpHro3a. OTMEUaeTCsd BBICOKHN PEHUINB 3a00CBaHUS
1 HED(P(PEKTUBHOCTH TEPAIMKH.
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Best Pract Res Clin Obstet Gynaecol. 2018 Aug;51:92-101. doi: 10.1016/.bpobgyn.2018.01.021. Epub 2013 Feb 15.

From pathogenesis to clinical practice: Emerging medical treatments for endometriosis.

@ Author information

Abstract

Endometriosis is a chronic disease, and a lifelong management plan should be developed by using pharmacological freatment and surgical
procedures. The pathogenesis of endometriosis is complicated and has not been definitively established. The mechanisms involved are
numerous, and their understanding is constantly evolving. Currently, the first-line drugs act by blocking ovarian function, creating an
hypoestrogenic environment. The blockade of estrogen secretion and receptor activity and the activation of progesteron receptors are the
main target of several current drugs, as well as those under development. The oral GnRH antogonists, the aromatase inhibitors, SERMs, and
SPRMs are the hormonal drugs currently studied for treating endometriosis. The increasing knowledge of the pathogenesis has allowed the
development of new treatments. The most studied are the anti-inflammatory drugs, starting from the new NSAIDs to the monoclonal
antibodies and the statins. Among the antiangiogenic compounds, a role is suggested for Icon, PPARS, and HDACIS. A new class of drugs is
the cannabinoids. The aim of this review was to investigate the new therapeutic hormonal and non-hormonal alternatives to standard
treatments.

Copyright @ 2018. Published by Elsevier Ltd.

KEYWORDS: Antiangiogenic drugs; Aromatase inhibitors; Cannabinoids; Endometriosis; GnRH antagonist; Immunomodulators
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N EnglJ Med. 2017 Jul 6:377(1):28-40. doi: 10.1056/NEJMoa1700089. Epub 2017 May 19. r——
FULL TEXT
Treatment of Endometriosis-Associated Pain with Elagolix, an Oral GnRH Antagonist.
Taylor HS' Giudice LC', Lessey BA!, Abrao MS', Kotarski J', Archer DF', Diamond MP', Surrey E', Johnson NP, Watts NB', Gallagher JC', Simon JA', — —
Carr BR', Dmowski WP', Leyland N, Rowan JP!, Duan WR', Ng J!, Schwefel B!, Thomas JW', Jain RI', Chwalisz K*. R TS
@ Author information # Addto Favorites | ~
Abstract
BACKGROUND: Endometriosis is a chronic, estrogen-dependent condition that causes dysmenorrhea and pelvic pain. Elagolix, an oral, Siniiar articles =

nonpeptide, gonadotropin-releasing hormone (GnRH) antagonist, produced partial to nearly full estrogen suppression in previous studies.

METHODS: We performed two similar, double-blind, randomized, 6-month phase 3 trials (Elaris Endometriosis | and Il [EM-I and EM-I1]) to
evaluate the effects of two doses of elagolix - 150 mg once daily (lower-dose group) and 200 mg twice daily (higher-dose group) - as
compared with placebo in women with surgically diagnosed endometriosis and moderate or severe endometriosis-associated pain. The two
primary efficacy end points were the proportion of women who had a clinical response with respect to dysmenorrhea and the proportion who
had a clinical response with respect to nonmenstrual pelvic pain at 3 months. Each of these end points was measured as a clinically
meaningful reduction in the pain score and a decreased or stable use of rescue analgesic agents, as recorded in a daily electronic diary.

RESULTS: A total of 872 women underwent randomization in Elaris EM-l and 817 in Elaris EM-II; of these women, 653 (74.9%) and 632
(77.4%), respectively, completed the intervention. At 3 months, a significantly greater proportion of women who received each elagolix dose
met the clinical response criteria for the two primary end points than did those who received placebo. In Elaris EM-I, the percentage of
women who had a clinical response with respect to dysmenorrhea was 46.4% in the lower-dose elagolix group and 75.8% in the higher-dose
elagolix group, as compared with 19.6% in the placebo group; in Elaris EM-II, the corresponding percentages were 43.4% and 72.4%, as
compared with 22.7% (P<0.001 for all comparisons). In Elaris EM-I, the percentage of women who had a clinical response with respect to
nonmenstrual pelvic pain was 50.4% in the lower-dose elagolix group and 54.5% in the higher-dose elagolix group, as compared with 36.5%

EPEY T IR P PR Y J_TV S Y SRR T SIS S SO VO T P e T S I T T T SOSSRRE ISR Y | ST S PR DI VNV VAR Y B VR RS S I 7T

Long-Term Outcomes of Elagolix in Women With
Endometriosis: Results Fr [Obstet Gynecol. 2018]

Elagolix, an oral GnRH antagonist, versus
subcutaneous depot medroxyj [Repred Sci. 2014]

Elagolix treatment for endometriosis-associated
pain: results from a phase 2, r. [Reprod Sci. 2014]

Elagolix, a novel, orally bioavailable
GnRH antagonist  [Womens Health (Lond). 2015]

Efficacy of elagolix in the treatment of
endometriosis. [Expert Opin Pharmacother. 2017]

See reviews...

Seeall...



Elagolix - OMoocTynHbIN, MEPOpabHbIA, HE MENTUIHBIN aHTArOHUCT
rOHaI0TpPONUH-pHIM3HHT-TOpMOHAa (GnRH), BBI3BIBaeT 4YacTUYHOE
WJIM TIOJHOE MoJaBiaeHue 3cTporeHa. [IoCKobKy CcTeneHb MOIaBICHUS
SUYHUKOB, IIOJy4Y€HHass ¢ mnomolblo elagolix, 3aBUCUT OT 103HlI,
oOJieryeHue 00 MOXKET ObITh JOCTUTHYTO MyTEM MOAY/ISLIMN YPOBHS
THUIIOACTPOTCHU3MA IIPH OTPAHUYCHUH IMOOOYHEIX A(D(HEKTOB.
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* IIpoBeneHo  aBa  AHAJOTMYHBIX  JBOMHBIX  CJIETBIX
PAHOOMUBUPOBAHHBIX 6-MEeCAYHBIX MCCIICOBAHUM
(Qmapuc sagomerpuos [ u Il [EM-I u EM-II]), 4ToOBI OLICHUTH
BIIMAHUE JIBYX 103 3Jarojimkca - 150 Mr omuH pa3 B JCHb
(ke rpynna ao3el) 1 200 mMr aBa paza B A€Hb (Tpynma ¢
0o0Jiee BBICOKOM J030M) - 110 CPAaBHEHUIO C I1J1a1e0o.
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Pesyabrarhl

* B o006mieit caioxkHOCTH 872 KEHIIMHBI MPOILIA PaHIOMM3ALIMIO B
Elaris EM-I u 817 B Elaris EM-II; u3 aux 653 (74,9%) u 632
(77,4%) COOTBETCTBEHHO 3aBEPIIMINA BMeEIIATEIbCTBO. Uepes 3
MeEcAllda 3HAYUTEIBHO OoJblas 108 >KCHIIUH, MOJIy4aBIIUX
KOKIYIO0 J03Y 3J1arojimkca, COOTBETCTBOBAJIA KpUTEPUIM
KJIMHMYECKOr0 OTBETa IS JBYX IEPBUYHBIX KOHEUYHBIX TOUEK,
4yeM Te, KTo noiyyan miane6o. B Elaris EM-I nponeHT skeHIuH,
y KOTOPBIX ObLI KIMHUYECKHUM OTBET B OTHOIICHUU JUCMEHOPEH,
coctapisil 46,4% B rpymmne ¢ 0o1ee HU3KOHM 1030 3J1arojiukca u
75,8% B rpyImmne ¢ 00jice BBICOKOM 030U Aarojimkcarpymia mno
cpaBHeHU0 ¢ 19,6% B rpymnne 1ane6o; B Elaris EM-II
COOTBETCTBYIOIINE IpoOLeHThl coctaBmwinm 43.4% wu 72,4% mno
cpaBHeHHUIO ¢ 22,7% (P <0,001 myst Bcex cpaBHEHUN).



" Placebo M Elagolix, 150 mg once daily

W Elagolix, 200 mg twice daily

A Elaris EM-I

Women with Pain Reduction and
Decreased or Stable Use of
Rescue Analgesic Agents (%)

Difference from placebo —
% (97.5% Cl)
Risk ratio (97.5% Cl)

Two-sided P value

Dysmenorrhea

75.8

Month 3
27 56
(18-35) (49-64)
2.4 3.9

(1.7-3.1) (2.9-4.9)
<0.001  <0.001

73.3

Month 6
19 52
(10-28) (44-60)
1.8 3.3

(13-2.3) (2.5-4.0)
<0.001  <0.001

Nonmenstrual Pelvic Pain

Month 3
14 18
(5-23) (9-27)
1.4 1.5

(1.1-1.7) (1.2-18)
<0.001  <0.001

Month 6
11 27
(2-20) (18-36)
1.3 1.8

(1.0-1.6) (1.4-2.1)
0.008  <0.001




B Elaris EM-I npoueHT >KeHIIUH, Y KOTOPBIX ObLI KIMHUYECKUH
OTBET B OTHOIICHHMHU HEMEHCTPYaJIbHOM Ta30BOM OO0JIM, COCTABIISI
50,4% B rpynme c¢ Oojiee HM3KOM A030M snaronukca u 54,5% B
rpymie ¢ 0oJjiee BBICOKOM JI030HM 3JarojiMkca o CpPaBHEHUIO C
36,5% B rpynne 1urane6o. rpymnma (P <0,001 gas  Bcex
cpaBHeHui); B Elartis EM-II  cooTBeTCTBylomME MPOLIEHTHI
coctapisin 49,8% u 57,8% no cpaBuenuto ¢ 36,5% (P = 0,003 u P
<0,001 coorBeTcTBEHHO). OTBETHI B OTHOIICHWHW JIUCMEHOPEH H
HEMEHCTPYaJIbHONH 00aM B 00JIaCTM MaJoro Taza ObLIU
yCTOMYMBBIMH  4Yepe3 6  mecsueB. JKeHIIMHBI,  KOTOpbIE
nony4uiau elagolix umenu OoJjiee BBICOKYIO YacTOTy IPUIMBOB (B
OCHOBHOM JIETKOM WJIM YMEPEHHOH CTemneHH), 0ojiee BBICOKHE
YPOBHH JIMIIUJOB B CHIBOPOTKE M OOJIbIIIEE CHHKEHHE OT 0a30BOM
JTMHUY MUHEPAJIBbHOM IJIOTHOCTH KOCTH, YEM Yy TE€X, KTO IOIyYall
maamnedo; He ObUIO HHUKAKUX HEOJaronpusATHBIX PE3yIbTaToB
HJIOMETPHUSL.



B Elaris EM-II

Dysmenorrhea Nonmenstrual Pelvic Pain
80~ 76.9
72.4

Women with Pain Reduction and
Decreased or Stable Use of
Rescue Analgesic Agents (%)

Month 3 Month 6 Month 3 Month 6
Difference from placebo — 21 50 21 52 13 21 11 22
% (97.5% Cl) (12-30) (41-58) (12-30) (43-60) (4-23) (12-31) (@=21) (12-31)
Risk ratio (97.5% Cl) 1.9 3.2 1.8 3.1 1.4 1.6 1.3 1.5
(1.4-2.5) (2.5-4.0) (1.3-2.3) (2.4-3.8) (1.1-1.6) (1.3-1.9) (1.0-1.5) (1.2-1.8)
Two-sided P value <0.001 <0.001 <0.001 <0.001 0.003 <0.001 0.01 <0.001

Figure 1. Reduction in Dysmenorrhea and Nonmenstrual Pelvic Pain.

Shown are the percentages of women in whom the two primary end points (clinically meaningful reduction in dysmenorrhea or in non-
menstrual pelvic pain, as measured by the decreased or stable use of rescue analgesic agents) were reported at 3 months and 6 months
in Elaris EM-1 (Panel A) and Elaris EM-II (Panel B). In Elaris EM-I, 3-month data are provided for 373 women who received placebo, 248
who received the lower elagolix dose (150 mg once daily), and 244 who received the higher elagolix dose (200 mg twice daily); the corre-
sponding 6-month data are provided for 372, 247, and 243 women. In Elaris EM-II, 3-month data are provided for 353 women who re-
ceived placebo, 221 who received the lower elagolix dose, and 225 who received the higher elagolix dose; the corresponding 6-month
data are provided for 355, 221, and 225 women. Cl denotes confidence interval.




" Placebo W Elagolix, 150 mg once daily M Elagolix, 200 mg twice daily

Elaris EM-I Elaris EM-II
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sk ok dk ke NS ¥k sk Sk Sk dekk % ek
Difference from placebo (%) -0.79 -3.08 -0.54 -1.74 -0.41 -1.91 -1.28 -3.04 -1.05 -2.16 -0.66 -1.73
95% Cl, lower boundary -1.29 -3.58 -0.93 -2.13 -1.02 -2.53 -1.75 -3.51 -1.46 -2.57 -1.23 -2.28
95% Cl, upper boundary -0.30 -2.59 -0.15 -1.35 0.20 -1.29 -0.80 -2.58 -0.64 -1.76 -0.10 -1.17
No. of women 282 186 182 280 185 182 280 185 182 271 174 183 271 172 182 271 172 182

Figure 2. Mean Percent Change from Baseline to Month 6 in Bone Mineral Density.

At 6 months, all the percent differences in bone mineral density between the elagolix groups and the placebo group were significant,
except for the between-group difference at the femoral neck in Elaris EM-I. One asterisk indicates P<0.05, two asterisks P<0.01, three
asterisks P<0.001, and NS not significant. The I bars indicate 95% confidence intervals.




BBIBOJABI

Kak Oosee BbiCOKHE, Tak W O0Jiee HU3KKE J03bI 3Jarojvkca obuid 3¢ ()EKTUBHBI B
YAYYIIEHUU TUCMEHOPEU U HEMEHCTpyalbHON 0oy B 00NacTH Ta3a B TeUeHUE 6-
MECSIYHOTO IMepuofa y KEHIIUH C OO0Jbl0, CBSI3aHHOW C YHAOMETPHUO30M . J[Be
7036l BJIarojiMKca ObUIN CBSI3aHBI C TUIIOACTPOTr€HHBIMU MOOOUYHBIMU 3P HEKTaMHU.

25 unrons 2018 roga FDA (VYnpaBieHue N0 KOHTPOJIKO KayeCTBa IHIIEBBIX
MPOIYKTOB M JieKapcTBeHHBIX npenaparoB CIIIA) pa3peninio npuMeHsTh npenapar
anaronukcelagolix (toproBoe HazBanue Opwuincca/Orilissa) st KynupoBaHUs
MHTEHCUBHOW ¥ YMEPEHHOW Ta30BOM OO MPU SHJOMETPUO3E. ITO JIEKAPCTBEHHOE
CPEICTBO ObLIO pazpaboTaHO YUueHbIMU U3 (papmarieBTHUUECKOM koMmaHuu AbbVie,

DJarojuKe SIBISETCSl aHTarOHUCTOM PEIENTOpa TOHAIOTPOIMH-BBICBOOOXK IAIOIIETO
TOPMOHa.

[TonoxurensHoe peulenre FDA ObulM MPUHSATO MOCHE HM3Y4YEHUS PE3y/IbTaroB
KJIIMHUYECKUX UCCAeAoBaHui (da3bl 3, B KOTOPBIX MPUHUMAHU yyacTtue okoio 1 700
YKCHIIMH.
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Arch Gynecol Obstet. 2017 Apr;295(4):827-832. doi: 10.1007/s00404-017-4328-6. Epub 2017 Mar 3. @ R
Research development of a new GnRH antagonist (Elagolix) for the treatment of endometriosis: a bt
review of the literature.
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Abstract
PURPOSE: Limitated studies have reported the efficacy of GnRH antagonist on endometriosis symptoms. The aim of our study was to review  Similar articles =

all available trials to investigate the medical treatment of endometriosis with only GnRH antagonists, with special attention to
pharmacodynamic activity, safety, and efficacy.

METHODS: Pub Med and Sciencedirect database were searched using terms of "endometriosis treatment”, "GnRH antagonist”, and
"Elagolix". The search was limited to clinical studies published in English. Title and abstract were screened to identify relevant articles.

RESULTS: Five studies covering use of GnRH antagonist were found. A phase 1 study evaluated the safety, pharmacokinetics, and inhibitory
effects on gonadotropins and estradiol of single dose and 7 day elagolix administration to healthy premenopausal women; two phase I
studies evaluated efficacy in patient with endometriosis. Moreover, there are two Phase Ill clinical trials just completed.

CONCLUSION: GnRH antagonists may have the advantage of oral administration and lower incidence of adverse events. Currently, only
Phase Il studies have been published demonstrating promising results in terms of efficacy, safety, and tolerability. From the results of the
phase Ill studies, elagolix may become a valuable addition to the armamentarium of pharmacological agents to treat endometriosis-related
pain.

Elagolix, a novel, orally bioavailable
GnRH antagonist ' [Womens Health (Lond). 2015]

Efficacy of elagolix in the treatment of
endometriosis. [Expert Opin Pharmacother. 2017]

Overview of elagolix for the treatment of
endometriosis [Expert Opin Drug Metab Toxicol...]

Suppression of gonadotropins and estradiol in
premenopausal w [J Clin Endocrinol Metab. 2009]

Treatment of Endometriosis-Associated Pain with
Elagolix, an Oral GnRH Ant [N Engl J Med. 2017]

See reviews...



Table ES3. Mean Pain Scores in Randomized Controlled Trials of Elagolix

Dysmenorrhea Nonmenstrual Pelvic Pain

R 0
Week 12 Change  Baseline Week 12 Change

Placebo 2.2 19 -0.3 1.6 13 -0.3

ﬁ Elagolix 150 QD 2.2 1.2 -1.0* 1.6 12 -0.4*
Elagolix 200 BID 2.2 0.4 -1.8* 1.6 0.9 -0.7*

Placebo 22 18 -0.4 1.6 12 0.4

Elagolix 150 QD 2.2 12 -1.0* 1.7 11 -0.6*

v Elagolix 200 BID 21 0.4 -1.7* 16 0.9 0.7
Tulip Placebo 14 0.9 -0.5% 1.0 0.7 -0.3%
ZALEE Elagolix 150 QD 1.3 0.5 -0.8% 1.1 0.7 -0.4%
- Leuprorelin acetate 13 0.13 -1.2% 0.9 04 -0.5%
Lilac Placebo 12 1.0 -0.2 1.0 0.6 -0.4
Elagolix 150 QD 14 0.6 -0.8* 0.9 0.6 -0.3
37\ Elagolix 150 QD NR NR -1.4+ NR NR -1.0+
- DMPA-SC NR NR -1.5+ NR NR 0.9+

Data were digitized from published charts and should be interpreted with caution; *p<0.05 for LS mean change
versus placebo, +within-arm statistical testing not performed; QD=daily; BID=twice daily; DMPA-
SC=subcutaneous depot medroxyprogesterone; NR=not reported
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* MunuctepctBoM 3apaBooxpaHeHus Pecnyonuku
Kazaxcran pa3paboTaH U yTBEepKACH KIMHUYSCKUM
IIPOTOKOJ «IHAOMETPHO3» (pa3dpadorunku JlomaHoBa
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* B PecnyOnuke Kazaxcran ¢ 2014 roga mapTt Mecsiil
O(UIIMAJILHO ITPU3HAH IIPEAI0KEHHOTO
MexayHapoAHOU acColMaluen YHI0METPHUO3a, 10
MHULIMATUBE U cojelicTBUN Ka3zaxcTtanckou
accoranyen 3HaIo0MeTpruo3a (rmpe3uaeHT Jomanosa A.
M., cexkpetraps Tyneroa A.C.).






