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NGUYEN THI NGOC PHUONG

Giao su - Bac si

Chu tich Hoi Néi tiét sinh san va V6 sinh Thanh phé H6 Chi Minh
(HOSREM)

Y hoc thwe chirng vé hiéu qua cua
Progesterone ho tro hoang thée

- bwéc tien méi trong
ho tro sinh san




> Thé gi&i:

v Gia tdng nhanh trong 2 thdp ky nay (trung binh t&r 6 — 12%)

v' Kho thu thai chiém Y. c&p vo chéng mong c6 con

» Viét nam:

v' Ty Ié vo sinh trén cac cdp vo chbng trong do tudi sinh dé 7,7%
(700.000 dén 1 triéu cadp vo chdng bj vo sinh

v" V0 sinh nguyén phat 3.9%

v V0 sinh thir phéat 3.8%

v 50% cdp vo chong v sinh cé dé tudi dudi 30

Nghién ctru trén toan quéc do Bénh vién Phy san Trung wong va Bai hoc Y Ha Néi

fppt.com

Analysis 02.15. Comparison 02 any LPS (hCG or P4) versus placebo or no treatment
Clinical pregnancy per embryo (gamete) transfer
Study Progesterone or hCG Placebo/No Treatment Odds Ratio (Fixed) Weight Odds Ratio (Fixed)
95% C1 (%) 95% Cl
01 No GnRHa
BelaischAllart |987a 27/125 20/133 f=- 159 156 [ 0.82,2.95 ]
Colwell 1991 315 224 prp—— 13 2.75 [ 040, 18.80 ]
Hurd 1996 5/30 1126 T 09 5.00[ 054, 4592 ]
Kupferminc 1990 28/105 14/51 == 145 096 [ 045,204 ]
Wong 1990 2/10 1110 — 08 225[0.17.2977 ]
Yovich 1984 7/34 3/10 — 39 060[0.12,296]
Yovich 1991 35/105 14/51 = 13.1 132 [063,276]
Torode 1987 14/60 14/71 T 103 124 [ 054, 286 ]
Subtotal (95% ClI) 484 376 > 607 1.34 [ 095, 1.88 ]
Total events: 121 (Progesterone or hCG), 69 (Placebo/No Treatment)
Test for overall effect z=1.67 p=009
02 With GnRHa
Abate 1999a 28/104 4/52 —— 4.1 442 [ 146, 1339 ]
Abate 1999b 14/43 8/43 == 56 211[078,573]
Artini 1995 13/132 3/44 e 42 1.49 [ 041,550 ]
Beckers 2000 413 o/10 =1 04 9.95 [ 047,210.19 ]
BelaischAllart 1990 39/193 30/194 .- 250 138 [082,2.34]
Subtotal (95% CI) 485 343 - 393 190 [ 1.28,2.82 ]
Total events: 98 (Progesterone or hCG), 45 (Placebo/No Treatment)
Test for overall effect z=3.20 ©=0001 "
001 o1 10 100
(Cocrane Rev., 2004) No T Pr one or hCG




> Con thao luan

hon tai ngay th&r 6 (Edi.vaisbuch, et al.2013)

hon ?

> Thoi gian st dung P4: 7-10 tudn sau choc ht trng (vice guideiine 2013)

20 49 5.6 20

(Textbook of ART, 2nd Ed., 2004)

> Bé&t dau P4 tai ngay thir 3 (80%) sau choc ht trirng cho ty 1é c6 thai cao

> S dung P4 trwde khi chuyén phdi (ET) 4-5 ngay cho ty 1& cé thai cao tbt

Table 48.1 Relationship bety the duration of P tr t before embryo fer and the subseq pregnancy rate.”” -
2 days after P started “Cycle day” n Implantation rate (%) Pregnancy rate (%
2 16 18 0 0

3 17 25 35 12

4 18 40 14.1 40

5 19 60 15.8 48
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CO CHE PROGESTSERONE
TRONG HO TRQ SINH SAN
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» Steroid 21 carbon

« Ngubn gbc hoang thé

fppt.com

Thu thé nhan

Thu thé
nhan

Kich hoat truyén tin thir cap
(khéng qua gene)

Nhanh

Kich hoat gene
Genomic

Thuy thé mang

!

Chirc ndng
sinh hoc
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Tac déng genomic:

* Qua mang
— Chu dong
— Khuéch tan
« Tai nhan té bao
— Thu thé PR-A, PR-B
— Co-activator

TR )
. \
bit hoat Nhi héa PRE =

t.com

« Két qué cua tac déng genomic 1a diéu hoa gene
« Biéu hién gene bang sinh tdng hop protein

v
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Phan tiét hda néi mac tr cung
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Mé& ctra sb lam tb
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Tac dén kh6n ua ene
0 0 Ll

« Tac dong qua
— Thu thé mang mPR
— Kénhion
— Thu thé bao twong
» Kich hoat cascade
— Dap wng da dang
— Thay dbi theo

* Loai co quan dich
+ Kiéu mPR 13 a hay B

nnnnnnn

Th thé

Khong Genomic

fppt.com

« Téac dung khang ha dbi
— Giam tan s6 xung GnRH
— Giadm LH tuyén yén
— Ly gidi sinh ly hoang thé

fppt.com




Trén CD8+ T cell

— Qua PIBF

— Gay thién léch vé phia Th2
— Dung nap manh ban dj ghép

Fc ché trén
Natural Killer cell
— Giam biét héa tao NKc
— Hoat dong NKc bi trc ché

Progesterone

7‘/,2
-
v §

———> PIBF ——* *

CD-8 + T cell

:@@-@Q

e

. PROGESTERONE

Co ché kép, cung 1a
— Thuw gian co t&r cung
— Uc ché Th1

non-genomic

Progesterone

_ )
| (1) Tl cung ngung co thit | //f% i
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Trén diéu hoa gene

— M& va déng clra sb lam t6 & thdi diém thich hop

Trén dung nap manh ban di ghép

— Kich thich PIBF, tao thuan lgi cho dap wng qua Th2

* Trén xam nhap nguyén bao nudi

— Théng qua PIBF, tao thuan lgi cho dap vng qua Th2,
giup phan rng gia tao mach xay ra hoan toan

Trén thai ky

— Théng qua PIBF, dw phong sanh non trén dan sé
nguy co cao sanh non

fppt.com

« C6 ngudn gdc twr
— Tang sb nodn nang trwdng thanh va téang s hoang
thé
+ M4t can bang estrogen-progesterone
— Choc hut
+ Mét té bao hat
— Néi tiét ngoai lai trén nhiéu giai doan khac nhau
« Kich thich budng trirng
« Lam té
- Thai ky
« Gay ra cac bién dbéi nghiém trong

— Biéu hién gene
fppt.com




Méi trierng “phi sinh ly”

« Céac gene duoc diéu hoa bt thwdng do:
« Twong quan estrogen-progesterone bat
thuwong
— Thoi gian phoi bay véi noi tiét
— Thoi diém phoi bay véi ndi tiét

Estrogen Phéng noan Hién dién progesterone KTBT vs ching Prg cao vs chirng
ngay 7 ngay 7

Phéng noln Truéetidp nhin Tidp nhin Sautidp nhin
ﬁ e 7‘ Ngi mac
E (@Y o)/ tircung

KTBTvs chirng
ngay 13
fppt.com

Progesteianesnao ?

Progesterone, Progestin va SPRM

‘ Micronized progesterone ‘

Progesterone ty nhién

‘ Ester clia progesterone ‘

Retro progesterone | ‘ Dydrogesterone ‘
‘ Medroxy progesterone acetate ‘
_ ‘ Cyprotercne acetate ‘
Déan xuét 17-a OH
[ chlormadinoneacetate |
‘ Megestrone acetate ‘
\ E—— \
Progestin Dan xu#t 19 -norprogesterone
\ Nomegestrol
‘ EimEne ‘ ‘ ez i fere ‘ | Etipmetial ‘
D3n xuit 19 -nortestosterone Desogestrel
\ Gonane [ Norgemtrel |
Norgestimate
‘ D3n xudt 17-a spironolactone ‘ | Drospirenone ‘

Selective Progesterone ‘ RlcRitone ‘

Receptor Modulator (SPRM) ‘

Ulipristal ‘

fppt.com




Micronized progesterone vs Retro-progesterone:Thay déi cau trac
khéng gian do thém 1 noi doi

+ Thay ddi ciu tric khéng gian do c6 them mot néi déi & vong B
+ Thay ddi kha néng tao phtrc bd hormone-receptor-co-activator

3
[ ) CH,
CH; Cco : - I
: 3 CcO

Dydrogesterone
(retroprogesterone) O Progesterone

W &~

Diosgenin Progesterone udng
from Yams or ¢ Chi c6 tac dung sinh hoc ¢ dang min

+ first pass of large steroid load
« Qua tai chat chuyén hoa non-
Progesterone progestogenic

S « Nong do trong huyét thanh khong 6n dinh
oy \ « Chuyén hoa nhanh

Dydrogesterone:
« ¢6 sinh kha dung dang udng

e small stergid load Dvd ¢
* chét chuyén hoéa progestogenic yarogesterone

UV-irradiation

29/05/2017 20

fppt.com
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* Micronized progesterone
— Puwong Am dao va dwdng ubng
* Bwong am dao tot hon
— Hiéu tng truc tiép
» Cho tac déng non-genomic tai cho
* Dydrogesterone
— Kha dung duwéng ubng
— Tac dong qua dudng toan than
* Khoéng khac biét vé cac hiéu rng genomic
» Co khac biét vé cac hiéu t(rng non-genomic toan than

fppt.com

1g do thay da

« Ai tinh
- Diéu hoa gene
- Céc cascades non-genomic

Khéang
mineralo-
corticoid

Progesto- Khang ha Khang
genic doi-yén estrogenic

Khang Gluco-

Estrogenic  Androgenic androgen  corticoid

Progesterone =+

+ + - - + + +

fppt.com
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Table 2
Biological activities of natural progesterone and synthetic progesfins

Progestin Progesto-  Anti-gonado- ~ Anti- Estro-  Andro-  Anti-andro-  Gluco-  Anti-
genic tropic gstrogenic  gemic  gemic  genic corticoid ~ mineralo-
corticoid
Progesterone + + + = = t + +
Dydrogesterone + - + — = + = +

Maturitas 46S1 (2003) S7-S16

fppt.com

Liéu trc ché sw
Progestin rung trirng
(mg/ngay P.O)

Liéu chuyén déi | Liéu chuyén doi
(mg/ chu ky) (mg/ ngay P.O)

Progesterone 4200 200 - 300

Progestogenic effectivity on the level of the ends ium and i dotropic effects (dose for ovulation inhibition) of the different
progestins
L
Maturitas 46S1 (2003) S7-S16
fppt.com
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« B6 sung progesterone trong pha hoang thé ngoai
sinh san hd tro
— Trong bdi canh it thay dbi trong diéu hoa gene
- Bb sung progesterone trong pha hoang thé cta
sinh san hd tro
— Trong bdi canh thay déi manh diéu hoa gene
— Trong bdi canh thay déi manh chirc ndng hoang thé
- Progesterone trong say thai c6 nguyén nhan
suy hoang thé va sdy thai lién tiép
— Trong bdi cdnh ctia mat can bang Th1-Th2

fppt.com

* PRG vi hat dang dat am dao:

- Progendo (200mg)

- Utrogestant (100mg, 200mg)

- Cyclogest (200mg, 400mg, c6 thé dit truc trang)

 PRG tiém bip: 25mg

» 17 Beta Estradiol ( \Valiera), Estradiol Valerate
(Progynova)

« hCG: 1000Ul, 1500Ul, 2000Ul, 5000UlI

« GnRHa: triptoreline 0,1mg

(*) chwea c6 chi dinh trong IVF

« Dydrogesterone, vién udng: 10mg (1 vién x 2,3 lan/ngay)*

fppt.com
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Cochrane Review 2015

3 Vaginal/rectal vs oral
Chakravarty 2005 (17)

Friedler 1999 (18)
Ganesh 2011 (19)

Patki 2007 (20)
Pouly 1996 (21)
Salehpour 2013 (22)
Saucedo 2000 (23)

Subtotal (95% CI)

1N Cochrane
uls# Library

109351

16/32
242/941

701247
40139
13/40
720

1770

Total events: 497 (Treatment A), 327 (Treatment B)
Heterogeneity: Chi? = 1247, df = 6 (P = 005); > =52%
Test for overall effect Z = 136 (P = 0.17)

25/79

10/32
12114722

122/308
36144
10/40
3/20

1045

Dyprogesterone +
Microproges — oral

— 105 %
S a— 19%
& 6.1 %
—— 289%
—_— 94%
S E— 25%
—_ 07%

- 100.0 %

e

097058, 1.65 ]

220[079,610]
086[ 067, 111]

060[042,086]
121 [072,205]
144 055,383 ]

305 [ 066, 14.14]

0.89 [0.75, 1.05]

fppt.com

Treatment A: Oral Dyprogesterone + Micronized Progesterone (vaginal)

P h as e I Treatment B: Placebo + Micronized Progesterone (vaginal)
(]
3 0,
2 0,
S RO
Group A Group B Group C Total

Group A: long protocol, no risk OHSS

Group B: long protocol, risk of OHSS

Group C: donor oocyte program

Gynecological Endocrinology, October 2007; 23(S1): 68-72

P<.001

Treatment A
(n=218)

= Treatment B
(n=280)

14



Treatment A: Oral Dyprogesterone
P h aS e I I Treatment B: Micronized Progesterone (vaginal)
pP<.01
0,
2 0,
Treatment A
(n=366)
® Treatment B
(n= 309)
Group D Group E Group F Total
Group D: long protocol, no risk OHSS
Group E: long protocol, risk of OHSS
Group F: donor oocyte program X X
Gynecological Endocrinology, October 2007; 23(S1): 68-72

G Shac Frcks s

Dydrogesterone versus progesterone for luteallphase
support: systematic review and meta-analysis of
randomized controlled trials R\

W. Martins, M.W. Barbosa, L.R. Silva, P.A. Navarro, R. Ferriani and C.0O. Nastri
Fertility and Sterility, 2015-09-01, Volume 104, Issue 3, Pages e345-e346, Copyright @ 2015

fppt.com

15



The authors searched the following electronic databases from inception for relevant
RCTs: Cochrane CENTRAL, PubMed, Scopus, Web of Science, Clinicaltrials.gov,
ISRCTN Registry and WHO ICTRP. Additionally, they hand-searched the reference

lists of included studies and related reviews.

Tiéu chi nhan vao

+ NC ngéu nhién di chirng véi gia
dwoc so sanh dydrogesterone
dwéng ubng véi cac dang
progesterone (udng, tiém bap, dang
vién va gel dat AD) cho hd tro pha
hoang thé trén phu ni dwoc tién
hanh hd tro sinh san (chuyén phoi
twoi hay déng lanh dwgc theo doi
sau IVF/ICSI).

Tiéu chi loai trw

+ NC theo chi s Quasi- ho&c ngau
nhién gia (pseudorandomized) dwoc
loai bé bé nhw cac NC danh gia
Dydrogesterone trong hé tro’ sinh san
béng phwong phéap IUL.

7| Tiéu chi danh gia két qua:

+ KQ chinh cho hiéu qua: thai séng

« KQ chinh cho tac dung khong mong muén: sy khéng hai ong ctia BN v&i
diéu tri

+  KQ phu: c6 thai tiép dién

« Céac KQ khéc: c6 thai lam sang, ty 1& sy thai trén thai ky (1 thai chét lwu trong
song hodc tam thai khéng dwoc tinh sdy thai) va cac béo céo td phu khac. =

Identification by electronic search (n = 343 records)
CENTRAL (n=33), PubMed (n=66), Scopus (n=192), Clinical trials (n=5), Current
controlled trials (n=0), WHO ITRP (n=7), Web of Science (n=40)

!

Screened on basis of title and Excluded (n=324)
abstract ===} | Duplicates (n=106)
(n=343 records) Clearly did not meet eligibility criteria (n=218)

Awaiting classification (ongoing studies without
results) (n=2 studies, from 3 records)

Assessed completely for

eligibility (n=19 records) \ Excluded (n=4 studies from 4 records)
l Study evaluated women undergoing Ul (n=1)

Study not randomized (n=3)

Included in review and quantitative
analysis
(n=8 studies, from 12 records)

Barbosa et al., UOG 2016 fppt.com




Khéng cé sw khac biét gitra Dydrogesterone dwong uong vs MPV trong ho tror
pha hoang thé trén thai ky tiép dién (RR, 1.04 (95% Cl, 0.92-1.18); 12, 0%; 7 RCTs;
3134 phu ni¥; bang chirng mirc do trung binh)

Dydrogesterone  Progesterone Risk ratio Risk ratio Risk of bias
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI ABCDEF
Oral dydrogesterone vs vaginal progesterone capsules
Chakravarty (2005a)°* 19 79 B0 351 16.6%  1.06(0.68, 1.63) —
Chakravarty (2005b)* 13 55 10 59 58%  1.39(0.67,2.92) R CO0000
Chakravarty (2006)* 11 50 11 56 57%  1.12(0.53,2.36) —_—
Ganesh (2011)%2 107 422 85 459 49.7%  1.37 (106, 1.76) —o-
saharkhiz (2016)* 28 96 34 114 17.9%  0.98(0.64,1.49) —
salehpour (2013)% 7 40 10 40 43%  0.70(0.30, 1.66) - OROEO®
Subtotal (95% CI) 185 742 230 1079 100.0%  1.19(0.99, 1.42) >
Heterogeneity: I* = 0%; Test for overall effect: P = 0.06
Oral dydrogesterone vs vaginal progestserone gel
Ganesh (201142 107 422 120 482 46.9%  1.02(0.81,1.28)
Tomic (2015)%° 117 415 126 416  53.1%  0.93(0.75, 1.15)
Subtotal (95% CI) 124 837 146 898 100.0% 0.97 (0.83, 1.13)
Heterogeneity: I* = 0%; Test for overall effect: P= 0.71
All studies
Subtotal (95% CI) 302 1157 476 1977 100.0% 1.04(0.92, 1.18)
Heterogeneity: I* = 0%; Test for overall effect: P = 0.53
Test for subgroup differences: 1> = 29.5%, P=0.24 o102 0.3 ! 2 10
Progestserone Dydrogesterone
m

—25%

—20%

o
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Barbosa et al., UOG 2016
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Live birth rates and safety profile using dydrogesterone for luteal
phase support in assisted reproductive techniques —=zg!
i

Ravichandran Nadarajah!, MBBS, MRCOG., Hemashree Rajesh!, MBBS, MRCOG. Ker Yi
Wong!, BEng, MD, Fazlin Faisal', MBBS, Su Ling Yu', MMed, FRCOG

"Department of Obstetrics and Gynaecology, Singapore General Hospital, Singapore

6|m0me“ ’ T No. (%) Type of fetal anomaly No. (%)
Did not achieve pregnancy 086 (65.3) Anfncephalyl 1 (D--f)
Achieved pregnancy 364 (347) i:;il agenmf : (O":]
Live by BT fomogrposs 10
S— Cleft lip/palate 1(0.3)
Spontaneous miscarriage 02(3.9) Exomphalos 1(03)
Ectopic pregnancy 3(03) Complex heart disease 1(0.3)
Molar pregnancy 1{0.1) Sacrococeygealteratoma 1(03)
Termmation of pregnancy 7(0.7) Total 7(1.9)
Singapore Med J 2016, 1-11 |
LUTEAL PHASE SUPPORT IN IVF T
7016}

A comparative study of dydrogesterone and micronized proge &=
for luteal phase support during in vitro fertilization (IVF) cycles

Nasrin Saharkhiz', Marzieh Zamamyanw, Saghar Salehpour1, Shahrzad Zadehmodarres', Sedighe Hoseini', Leila
Cheragh'\z, Samira Seif?, and Nafiseh Baheiraei®

Table 3. Clinical outcomes, satisfaction and tolerability of patients in two
groups.

Oral Micronized
dydrogesterone progesterone
Variables (N=96) (N=114) p Value
Clinical pregnancy rate (%) 31.0% 33.0% 0.888
Ongoing pregnancy rate (%) 30.0% 30.0% 1.000
Multiple pregnancy rate (%) 5.30% 7.20% 0.394
Miscarriage rate (%) 5.0% 3.0% 0.721

Our results showed that oral dydrogestemne (40 mg/day) is as effective as vaginal micronized
progesterone considering its clinical outcomes and patients' satisfaction and tolerability, for
LPS among women undergoing IVF,

Gynecol Endocrinol, 2016; 32(3): 213-217 n
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A Phase lll randomized controlled trial
comparing the efficacy, safety and
tolerability of oral dydrogesterone
versus micronized vaginal
progesterone for luteal support

in in vitro fertilization

Herman Tourna)re', Gennady T. Sukhikh?, Elke Kahler®*,
and Georg Griesinger”

'Centre for Reproductive Medicine, Universitair Ziekenfuis Brussel (UZ Brussel), Laarbeeklaan 101, 1090 Brussels, Belgium “Research
Center for Chstetrics, Gynecology and Perinatology, Akademika Oparina Street. 4, 117497, Moscow, Russia* Clinical Development,
Established Pharmaceuticals, Abbotz Laboratories GmbH, Freundallee 94, 30173 Hamover, Germany ‘Department of Gynecological
Medicine, U ! Scleswig Holstein, Campus Lilbeck, Ratzeburger Ales |60,

logy
23538 Lilbeck, Germany

*C ddress. E-mail: elke. mm

Subrmitted on Movember 7, 2016; resubmitted on January 16, 2017; accepted an foruary 25, 2017

fppt.com

LOTUS 1 STUDY )
v' Nghién ctru da trung tam pha Ill, mu doi, bat chéo doi, trén 2 myc tiéu
dwoc thwee hién tai 38 quoc gia tir 23/08/2013 dén 26/03/2016

v" Nghién clru so sanh danh gia hiéu qua cla
= Dydrogesterone dwéng udng 30 mg/ngay (10 mg/3 lan/ngay — TID)
khéng thua kém so vé&i

= Micronized Vaginal Progesterone (MVP) 600 mg/ngay (200 mg
TID)

» cho giai doan hé trg hoang thé trong hd tre qua trinh thu tinh trong dng
nghiém (IVF)

v Hiéu qua dwoc danh gia dwa t‘rén su xuét hién cla tim thai (dwoc xac dinh
b&i siéu am nga am dao tai tuan thr 2 cta thai ky)

fppt.com
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lan so trong n

LOTUS 1 STUDY

Table | Demographics and baseline characteristics (full analysis sample).

Oral DYD (n = 497) MVP (n=4T7) All (N =974)
Demographics
Mean age, years (SD) 325(4.5) 325 (44) 325(44)
Age category, n (%)
=35 years of age 352 (70.8) 348 (73.0) 700 (71.9)
>35 years of age 145 (29.2) 129 (27.0) 274 (28.1)
Race or ethnicity, n (%)
Caucasian 485 (97.6) 453 (95.0) 938 (96.3)
Black or African American 9(1.8) 14(2.9) 23(24)
Asian 4{0.8) 9(1.9) 13(1.3)
Other 0{0.0) 2(04) 2{0.2)
Mean BMI, kg/m? (SD) 233 (3.1 32307 23231
Prior treatment, n (%) 30 (6.0) 15(53) 55 (5.6)
Mote:

: Percentages are based on the number of subjects in the full analysis sample with data available. Body mass index (BMI) values were clculated from the follewing populations:
' = 496:"n =476 ‘=972
DYD, dyd ; MVP, micronized vaginal proge: ; SD, standard deviation.

Tournaye et al. Human Reproduction, pp. 1-9, 2017

fppt.com

> Trong phan tich danh gia, ca 2 nhém st dung Dydrogesterone (n=497) and MVP
(n=477) déu dwoc thyc hién chuyén phoi.

> Két qua khong vuot troi cia viéc st dung Dydrogesterone duong uéng cho két
qua c6 thai tai tuan th&r 12 cla thai ky la 37.6% vs 33.1% ctia nhém duwgc st
dung MPV (difference 4.7%, 95% CI: —1.2-10.6%).

> Ty lé thai séng dat 34.6% (172 san phu v&i 213 trwdng hop méi sinh) trén nhom
dung Dydrogesterone so v&i 29.8% (142 san phu v&i 158 triedng hop méi sinh)
trén nhom MPV (difference 4.9%, 95% CI: -0.8—-10.7%).

> Dydrogesterone cho két qua dung nap tét va c6 co sé& dir liéu an toan twong
dwong véi MVP

Tournaye et al. Human Reproduction, pp. 1-9, 2017

fppt.com
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% (niN) Difference in

Outcome pregnancy rate  95% CI
Oral DYD MVP (Oral DYD-MVP)
Non-inferiority Pregnancy rate

margin 4 weeks of gestation
i — FAS 47.1(234/497) 45.5 (217/477) 1.7 —44-79
i — PPS 47.2 (232/492) 45.5 (216/475) 1.8 —44-80
| 8 weeks of gestation
i —_— FAS 30.6 (197/497) 35.4 (169/477) 4.3 -1.7-10.3
3 — PPS 30.6 (195/492) 35.6 (169/475) 41 -1.9-101
i 12 weeks of gestation
i H—— FAS 37.6 (187/497) 33.1 (158/477) 47 -1.2-106
i _—— PPS 37.6 (185/492) 33.1 (157/475) 4.7 -1.2-106
% Live birth rate
i H— FAS 34.6 (172/497) 29.8 (142/477) 49 —0.8-10.7
3 H—— PPS 34.6 (170/492) 29.9 (142/475) 4.7 -1.1-105

—15% —10% -5% 0% 5% 10% 15%

A
Favors MVP  Favors oral DYD

Figure 2 Pregnancy status post-treatment. Positive pregnancy rates at 4, 8 and |2 weeks of gestation, and the live birth rates are shown for both
Figure 2 Pregnangy status post-treatment. Positive pregnancy rates at 4, 8 and |2 weeks of gestation, and the live birth rates are shown for both

the FAS and PPS. A non-inferiority margin of 10% was used, whereby the test drug is nen-inferior if the lower bound of the 95% Cl excludes a differenc
greater than 10% in faver of the comparator.
Q, confidence interval; DYD, dydrogesterone; FAS, full analysis sample; MVP, micronized vaginal progesterone; PPS, per protocol sample.
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Mnh hwéng cao hon

Pregnancy rate of FAS @

e 80%

80%

78%
76%
74% 73%

2%

68%
Oral Dydrogesterone MVP

(1): Pregnancy rate of 12 weeks of gestation vs pregnancy rate of 4 weeks of gestation
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76.0%
74.0%
72.0%
70.0%
68.0%
66.0%
B54.0%
62.0%

60.0%

hwéng cao hon

Live birth rate of FAS®!

73.5%

65.5%

Oral Dydrogesterone MVP

(2): Live birth rate vs pregnancy rate of 4 weeks of gestation
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KET QUA cO THAI BUQC L
12 TUAN TY LE THAI SONG
38.0% 35.0%
37.0% e
33.0%
36.0% Dydrogesterone
98 Dydrogestefrone 2.0% yeres
505 37.6%
31.0%
34.0%
30.0%
33.0%
29.0%
32.0%
28.0%
31.0% 27.0%
30.0% Dydrogesterone Micronized
Dydrogesterone MPV RIDESSICIone
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Maternal population, n (%0)?2

All TEAES

At least one serious TEAE

At least one severe TEAE

TEAEs leading to study discontinuation

Deaths (maternal)

|Liver enzyme analysis

Alanine aminotransferase increased

Hepatic enzyme increased

Vascular disorders

Peripheral embolism and thrombosis

Reproductive system and breast disorders

Vaginal hemorrhage

Gastrointestinal disorders

Nervous system disorders

Fetal/neonatal population, n (%)

(n=518)

290 (56.0)

56 (10.8)

37(7.1)

64 (12.4)

0(0.0)

1(0.2)

1(0.2)
0(0.0)
18 (3.5)
1(0.2)
113 (21.8)
60 (11.6)
99 (19.1)
40 (7.7)

Al
(n=511) | (n=1029)
276 (54.0) | 566 (55.0)
68 (13.3) 124 (12.1)
54 (10.6) 91 (8.8)
82 (16.0) 146 (14.2)
0(0.0) 0(0.0)
2(0.4) 3(0.3)
1(0.2) 2(0.2)
1(0.2) 1(0.1)
18 (3.5) 36 (3.5)
1(0.2) 2(0.2)
94 (18.4) | 207 (20.1)
47 (9.2) 107 (10.4)
88 (17.2) 187 (18.2)
42 (8.2) 82 (8.0)

twong dwong giika 2 nhém diéu tri

Congenital, familial and genetic disorders

Congenital hand malformation

Congenital hydrocephalus

Congenital tricuspid valve atresia

Interruption of aortic arch

Kidney malformation

Pulmonary artery atresia

Spina bifida

Talipes

Tracheo-esophageal fistula

Univentricular heart

Ventricular septal defect

Trisomy 21

Trisomy 13

Turner's syndrome

2Percentages are calculated based on the Safety Sample.

fetuses/neonates had more than one disorder.

Oral DYD (30 mg)
(n=518)

bPercentages are calculated based on the infant population (i.e. N = 212 for the oral DYD group and N = 159 for the MV/P group).
°Percentages are calculated based on the Safety Sample. Detection and reporting of the congenital, familial, and genetic disor ders occurred during with the pre- or post-natal period; some

AE, adverse event; DYD, dyduﬁesterone; MVP, micronized vaginal progesterone; TEAE, treatment-emergent adverse event.

TEAES of special interest relating to congenital, familial and genetic disorders, n (%)¢

MVP (600 mg) All
(n=511) (n=1029)
6(1.2) 11 (1.1)
1(0.2) 1(0.2)
1(0.2) 1(0.1)
1(0.2) 1(0.1)
0 (0.0) 1(0.1)
1(0.2) 1(0.1)
1(0.2) 1(0.2)
1(0.2) 1(0.1)
0 (0.0) 1(0.1)
0 (0.0) 1(0.1)
1(0.2) 1(0.1)
0 (0.0) 2(0.2)
2 (0.4) 3(0.3)
1(0.2) 1(0.1)
0 (0.0) 1(0.1)

fppt.com
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twong duomgegiiea 2 nhom

MVP (600 mg)
(n =497) (n=477)
Gender, n (%)?2

Male 120 (56.3) 88 (55.7)

Female 93 (43.7) 70 (44.3)
Abnormal findings of physical examination, n (%0)?2

Yes 14 (6.6) 12 (7.6)

No 199 (93.4) 146 (92.4)
Height, cm (mean + SD) 48.8+3.9 49.4+28
Weight, kg (mean + SD) 29+0.7 3.0+0.6
Head circumference, cm (mean + SD) 334+24 33.8+1.9
APGAR score (mean + SD)

1 min postpartal 81+15 82+15

5 min postpartal 9.0+1.3 9.2+1.1

APGAR, appetanc, s, grmao.aciy. esptehon; YD, cyirogesaron MVP ironized vaginl progesarons: SD,sncardceviaion. ___ fopt.cor

thiéu hyt progesterone

sinh v&i dydrogesterone

trong thoi gian nghién ctu

¢ Dydrogesterone dd duvoc dua ra thi trudng va s& dyng trén toan thé
gigi t nhirng ndm 1960 dé diéu tri mot s6 tinh trang lién quan dén

* Xem xét nhirng khuyét tat bdm sinh tir ndm 1977-2005 da khéng cho
thay bat ky bang ch&’ng nao hé trg' cho méi lién quan gira dj tat bam

e Trén 1o triéu trrong hop thai s dung dydrogesterone trong t&r cung
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« Duwa trén sé liéu ban dydrogesterone, wéc tinh s6
lwong tich l0y cac bénh nhan sir dung dydrogesterone
& tat ca céac chi dinh tlr thang 4 ndm 1960 dén thang 4
nam 2014 1a trén 94 triéu bénh nhan.

+ Trong sb d6, wéc tinh cé hon 20 triéu treong hop thai
st dung dydrogesterone trong t&r cung ma khéng co sw
tang ré rang vé nhirng két qua xau dbi voi thai ky

LOGICA
ENDOCRINOLOGY

fppt.com

« KTBT trong IVF dan dén suy hoang thé. Can phai
hd tro hoang thé khi chuyén phéi tuoi

* Progestogen la néi tiét quan trong dwoc str dung
trong cac phac do hé tro sinh san

+ S{r dung Dydrogestogen trong hé tro' sinh sén cho
hiéu qua va tinh an toan twong dwong voi st
dung MVP - cé thé mé thém mét lwa chon nham
hé tro hang thé trong IVF trong twong lai

fppt.com
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« 24.7% ty |& thanh cong co6 thai trén 1am sang trén
tat ca phu n&r dwoc diéu tri bang IVF.

« 50% cua tt ca cac phéi dwoc nudi cay in vitro dat
dén giai doan phéi nang clia ngay thi 6.

. Khoang 15% chuyén phéi (ET) phat trién thanh thai
nhi

HFEA 2011

fppt.com
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Normal pregnancy

Pre-eclampsia

Non-pregnant H
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