Diéu tri doa say - say thai
lien tiep
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Sinh ra séng ]
Say thai lam sang

Khoang 10% » Say thai

30% > Say thai sém

Khoang 30% // Sy lam té that bai

/ S thu tinh \

Khoang 70% cac trweéng hop thu thai bi say trwdc khi sinh ra séng
M6t khi mét ngwdi phu niv da cé két qua thir thai dwong tinh,
c6 khodng 10% nguy co’ bi say thai

Say thai tién lam sang

A

Macklon va cong sw 2002; Regan va cong st 1989. Everett 1997 fpp'tmm



Céc nguyén nhan gay say thai -
say thai lien tiep

— Nguyén nhan cé thé giai thich
dwoc (50-60%)
— - noi tiét
- thudc vé cau truc gidi phau
- di truyén
- nhiém trung

- yéu td khang thé tw mién
(Anticardiolipin, Lupus , APLA)

Raghupathy R. Seminars in Immunology 2001; 13: 219-227.

fppt.com



— Nguyén nhan khéng giai thich dwoc (40-
50%)

— thiéu hut t(rc ché mién dich

- T cytokine Th1 & nguw®i me
- { cytokine Th2 & nguwdi me

Raghupathy R. Seminars in Immunology 2001; 13: 219-227.

fppt.com



Nguyén nhan do thiéu hut nédi tiét -
Progesterone

fppt.com



Balance

Regulatory
T , H“*-, h”ﬂ, Progestel 5
Prostaglandins el . ‘é‘
Oxytocin, I A S
Stretch, s *?fe’?c;" ./ g
Estradiol See-saw el “.«"

Theory

Csapo’s ‘see-saw theory’.,Thié,u hut Progesterone la diéu kién
tien quyéet cham dut thai ky.

G.C. DI RENZO ET AL. RCOG 2005 BJOG
fppt.com



Nong dé Progesterone can thiéet trong thai ky

Progesterone (ng/mL)

100.0 4 SEEPPRPPTTT PEELTE Progesterone
50.01 "
1004+ & Plasma levels of progesterone in pregnancy are of
5.0 T » 125 — 200 ng/mL (vs 11 ng/mL of luteal phase)
1.0+ E
0.5+ a Decrease of progesterone plasma levels is associated with
0.1 ) triggering of labour in most animal species

0.051
4 1 1 1 1 1 | |

||
- rrrr1r b 1T 11
4 8 12 14 16 20 24 28 32 36 40

Gestational weeks

> Néng dé Progesterone huyét twong trong thai ky la 125-200 ng/ml (vs 11
ng/ml & pha hoang thé)

> Giam nong dé pregestrone huyét twong lién quan dén qua trinh khéi phat
chuyén da & hau hét cac loai déng vt

G.C. DI RENZO ET AL. RCOG 2005 BJOG fppt.com



Nguyén nhan do hé thong mién dich

fppt.com



m Thong qua khang thé

= Thong qua té baoThl1

= Thong qua té bao NK

Th1 : T helper cells type 1
NK : Natural Killer cells

fppt.com



Bao vé thai

Khang thé
bat déi xirng
tang cao

Té baoNK
hoat déng thz‘ipl

T
IFN

fppt.com



Thl & té bao sat

) A IL3,I1L4,IL5
thu ty nhién (IL 2,

IL6,IL10,IL13

IFNy, TNF)
Céc cytokin Tht Céc cytokin Th2
Tro viém == Khang viém ===>
(Say thai) (Thanh céng)

11
fppt.com



Phan (rng mién dich

s Khong du Progesterone
Co du Progesterone dé thanh Iap PIBF

dé thanh lap PIBF

Th2 nhiéu, manh hon Nnigu Tnl nor
Hoat dong
Hoat dong t€ bao NK thap te bao NK cao

A Boc tinh té bao,

Ihai phat trién binh thuonc

fppt.com



Progesterone

CD-8+tebao T

Progesterone dong vai tro
thiét yéu dé duy tri sy
mang thai. N6 dwoc san
xuat b&i hoang thé cho dén
tuan 7 — 9, khi dé nhau thai
dam nhiém ch&c nang
nay.!

1. Norwitz 2001; 2. Szekeres-Bartho & Wegmann 1996; 3. Szekeres-Bartho 2002

PIBF

13

Progesterone kich thich sw
sdn xuat progesterone-
iInduced blocking factor
(PIBF) va tao ra dap &ng té
bao T ho tro (Th)2.23

fppt.com



PIBF (Yéu té cam trng mién dich véi
progesterone)

> Duoc san xuat sau khi hoat hda thu thé P
» Duoc san xuat béi té bao CD56 va PBMC*

» Cam &ng khang thé bat doi xirng (khdng gay déc té
bao)

> HO tro tinh trdi ciia Th2 (bdo vé sw mang thai)

> Lam gidm hoat ddng cla cac té bao diét tw nhién
(NK)

> PIBF la yéu to chinh cho sw sdng con cla phoi

» * - PBMC = té bao don nhan mau ngoai bién (Peripheral Blood

Mononuclear Cell)
fppt.com



Yéu to cam trng mién dich bat doi xirng v&i
progesterone
Lien ket gitra hé ndi tiet va hé miéen dich

Progesterone :
Mang thai

tién trién
binh thuong

Progesterone

.”.. |) — PIBFl—»% Say thai

Ru 486

Progesterone
® e Say thai
vet > B _,’

+ khang PIBF

Szekeres-Bartho J va cong su. Int Immunopharm 2001; 1:1037-1048.
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oo PNS Nghién ciru mo trén thai
| | phu (tuan 6-12) thai binh
thwong hoac doa say

- 27 thai phu doa say
dung dydrogesterone
liéu 30-40mg/ngay x 10

- 16 thai phu binh
et ey thwong

véi dydrogesteron
30-40mg/ngay

2000 -
1800 —
1600 —
1400 —
1200
1000 —
800 —
600 —
400 —
200 —

PIBF trong nuéc tiéu (pg/mL)

Kalinka ], American Journal of reproductive Immunology 2005

Nong d§ PIBF & nhém thai phu doa say twong dwong véi nhom thai
phu khée manh sau 10 ngay dieu tri véi dydrogesterone

fppt.com



Table .. Cytokine ratios before and after addition of progestogen to

stimulated cultures.
Cytokine ratio  PHA L PHA + PHA+ P P
ydrogesterone | progesterone

IFNAL4 2855 140 1255 0.0001  0.006
[FNAL-6 41 0.3 27 00001 0002
[FNAL-10 43 5 13 0.0001  0.33
TNF/IL-4 n 110 127 0.02  0.006
TNFIL-6 0.5 0.3 0.3 00001 0.009
TNFIL-10 5 4 3 0.52 04

* Values for PHA compared with POA + dydrogesterone.

** Values for PHA compared with PHA + progesterone.

Nghién ctru thye hién trén 32 thai phu sy thai lién tiép khdng ré nguyén nhan dé danh gia hiéu qua
cua dydrogesteron trong viéc tao thanh cac cytokin ttr Thl.

. Raj Raghupathy, Modulation of cytokine production by dydrogesteron in lymphocytes from women with recurrent miscarriage,

BJOG 2005

fppt.com



Hi¢u qua Progesterone trong qua
trinh bao v¢ thai ky
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Hiéu qua bo sung Progesterone trong
thai ky

Progesterone — giup duy tri thai ky

Cai thién tuan
hoan t&r cung
nhau thai

Diéu tiét phan Ngan chan phan  Giam co that
trng mién dich rng Viém t&r cung

Ngan ngtra say thai cho BN
doa say, say thai lién tiép

fppt.com



ORIGINAL ARTICLE

The Impact of Dydrogesterone Supplementation on Serum
Cytokine Profile in Women with Threatened Abortion
Jarostaw Kalinka', Michat Radwan?

'Department of Perinatology, | Division of Gynecology and Obstetrics, Medical University of Lodz;
“Department of Operative and Endoscopic Gynecology, Polish Mother’s Memorial Hospital — Research Institute, Lodz, Poland

American Journal of Reproductive Immunology 55 (2006) 115-121 © 2006 Blackwell Munksgaard

Copyright © Blackwell Munksgaard, 2005
American Journal of Reproductive Immunology

AJRI 2005; 53: 166-171

The Impact of Dydrogesterone
Supplementation on Hormonal Profile

and Progesterone-induced Blocking Factor
Concentrations in Women with Threatened
Abortion

Kalinka J, Szekeres-Bartho J. The impact of dydrogesterone Jarostaw Kalinka', Julia Szekeres-
supplementation on hormonal profile and progesterone-induced Bartho??

blocking factor concentrations in women with threatened abortion. 1Department of Perinatology, | Division of Gynecology
AJRI 2005; 53:166-171 © Blackwell Munksgaard, 2005 and Obstetrics, Medical University of Lodz, Poland:

fppt.com



Hiéu qua Dydrogesterone trén BN c6 dau
hieu doa say thai lam sang

85

80

75

S6 bénh nhan

70

65 -

60

96%

Dydrogesteron
(n=74)

Nhom chiing
(n=80)

RCT (Malaysia) : TT < 13 tuan,
doa say thai khong xac dinh nguyén
nhan

Trudc diéu tri ‘:’Nhém 1: 74 thal phu

Saudiéu tri

—Dydrogesteron 40mg/ngay x7, ké tiép
10mg x 2 1an/ngay
- dirng ra mau AP

—Nghi ngoi tai giwong + acid folic

“+*Nhoém 2: 80 thai phu dwoc diéu tri
nghi ngoi tai giwong + acid folic

96% BN doa say c6 thai ki thanh céng sau khi sir dung

dydrogesterone

Omar MH et al. Dydrogesterone in threatened abortion fppt.com



Diéu tri bang Dydrogesterone lam téng PIBF &
phu nir bl doa say thai

Ngay thir 1 Ngay thir 10
Doa séy thai (n = 27) 453,31£496,3 1291,6+1132,9 p = 0,001
DPoi chirng (n = 16) 1057,9+930,8 1831,6+1979,2 p=0,26
p = 0,008 NS (Khéng co y

nghia théng ké)

PIBF trung binh (d6 l1éch chuan — SD) (pg/ml)

26
fppt.com



gesterone co hiéu qua trén
say thai lién tiep

Dydrogesterone  Control Weight % Odds Ratio with 95% Cl
Study Abortions/MTotal AbortionsiTotal
Huerar et al (2014) 12175 ZAMT3 _._ 40.33% T 0.3656 (01700 to 0.7428)
B Zibdeh (2005) 1182 14728 —i— 40.13% T 03763 (01546 to 0.9155)
Freedman (1670) arig 1213 = 10.54% [ 00417 (0.0042 to 0.400E)
WETA-AMALY SIS 2T 1), 5% So234 13 504 - == 100 IDIRIDIDIRIRNE Do2042 (0.1330 to 0.6461)

Heterogeneity
Q=34
P value 0.18

12=413% (Cl 0%-82.13%)

Dydrogesterone uong giam 55% ty Ié say thai lién tieép
so v&@i nhém khong diéu tri

Carp’s Metaanalysis 2012 fppt.com



Hiéu qua dieu tri doa say cua dydrogesterone
c6 khuynh hwéong cao hon progesterone vi hat dang dat

15 - Nghién ctru ngdu nhién, mu déi, thuc hién
trén 53 bénh nhén doa sdy thai d€ so sdnh

14%

murc anh hudng cua dydrogesterone va

-
o
|

progesterone vi hat dang dat trén vong

tudn hodn tw cung rau & giai doan sém cua

8% thai ki

Ti € say thai %

- Nhém 1 (n=25): 300mg progestserone
vi hat dang dét + placebo uéng

- Nhom 2 (n=22): 30mg dydrogesterone

0 + placebo dang dat.

Progeston Dydrogesterone
vi hat dang dat Theo ddi dén tudn 23 cta thai ki

K. Czajkowski et al, progesteron in threatened abortion, Fertil Steril 2007
fppt.com



Hiéu qua Dydrogesterone trong say thai lién tiép

Phu ni ¢ thai (<35 tudi) bj it nhdt 3

lan sy thai lién tiép khéng gidi thich 30%
duworc truoc do vai cung mot ban tinh
o 25%
dwoc xép ngau nhién vao cdc nhém: 29 0/0
- 82 bénh nhdn dung Dydrogesterone 200/0
10 mg ubng 2 lén/ngay, multivitamin
15%
va nghi ngoi tai givrong
- 48 bénh nhén nhém déi ching: 10% 13%
/ h .
multivitamin+ nghi ngoi tai givong
9%
Diéu tri dén tudn 12 thai ky
0% :
Dydrogesterone Nhém ddi chirng khéng
(n=82) dwoc diéu tri
(n=48)

Dydrogesterone giam hon 2 1an nguy co say thai

cho bénh nhan say thai lién tiép

fppt.com



Hiéu qua Progesterone trong ngan nguwra
tinh trang doa say thai

No of miscarriages

Study Progesterone Control Rate ratio Weight Rate ratio
(95% Cl) (°/S (95% CI)
Swyer 1953° 7127 9/20 = 26.14 0.58 (0.26 t0 1.28)
Goldzieher 1964°  1/8 4/10 - . 8.99 0.31(0.04 to 2.27)
Le Vine 1964* 4/15 8/15 = 20.22 0.50(0.19t01.31)
El-Zibdeh 2005° 11/82 14/48 —a— 44.65 0.46 (0.23t00.93)
Total (95% Cl) 132 93 g 100.00 0.49 (0.31t00.76)
Test for heterogeneity: 1*=0.39, df=3,
P=0.94. 12=0% 0.1 02 05 1 2 5 10
; - | Favours Favours
Test for overall effect: z=3.13, P=0.002  Progesterone control

Progesterone dat dugc hiéu qua ngan nglra say thai va STLT
dén 51% so vGi nhdm BN khong su dung/dung gia dudc

Coomarasamy BMJ 2011 fppt.com



Review. Progestogen for treating threatened miscarmiage

Comparson: | Progesterone versus placebo

Cutcome: | Miscarmiage

Study or subgroup Progesterone Placebo Risk Ratio Weight Risk Ratio
n/M ni M-H,Fixed 95% Cl M-H Fixed 95% C
Gerhard 1987 oy 7 = 15.8 % 0331001, 765]
Palagiano 2004 4125 8I25 —- 842 % 050 [0.17, 1.45 ]
Total (95% CI) 42 42 — 100.0 % 0.47 [ 0.17, 1.30 |
Total events: 4 (Progesterone), 9 (Placebo)
Heterogeneity: ChiZ = 006, df = | (P = 081);, # =0.0%
Test for overall effect: 7 = 145 (P = 0.15)
001 ol | |10

Favors Progesterone

Fawours placebo

BN st dung Progesterone dang dat trong diéu tri doa say thai [am

giam 47% ty 1& BN bi sy thai.

Cochrane Database of Systematic Reviews 2007, Issue 3.

fppt.com



c dang dwong dung cua
Progesterone

Progesterone

Progesterong Progesterone Progesteron
dang tiém bap Dang uong Dang dat am dao

Micronized

fppt.com


http://upload.wikimedia.org/wikipedia/en/7/71/CU_medicine_logo_1.png

Progestins tong hop

. Cac chat twong tw progesterone da dugc tong hop dé co
thé s dung cac hormone nay bang dwdng udng

« Puoc str dung dau tién dé tranh thai

« Nhiéu hop chat trong s6 nay c¢6 lién két vai thu thé cla
glucocorticoids, androgen va mineralocorticoid, tac dung
phu (mun trirng cd, tang can, tram cam, tinh khi that
thwdng, dé cau gat

fppt.com



Progesterone Vi Hat
Sw chuyéen hoa qua dwong uong

Progesterone dwé&ng udng trai qua nhiéu bwéc chuyén héa lién tiép:
«& rudt (vi khuan véi hoat tinh 5B -reductase)
¢ thanh rudt (5a -reductase)

& gan (5B -reductase, 3a va 20a -hydroxylase)

¥

v' 5a -pregnanolone and 5B -pregnanolone (GABA A)

v' 5a -pregnanedione and 58 -pregnanedione (anti-mitotic, tocolytic)

St dung liéu cao \L

Tac dung phu qua dwdng udng:

- Tang chuyén héa qua gan

- Ngay ngat, buon ngu, doi khi cam giac chéng mét do tac dung Ién than kinh
trung wong (thu the GABA)

- Thu ngan chu ky kinh nguyét hodc gay xuat huyét giiva chu ky




Progesterone Vi Hat
Sw chuyen hoa qua dworng am dao

« Vikhuan & am dao va niém mac dwdng nhw khéng c6 men 5a
va 5@-reductases

e Sau khi qua am dao,‘ chi théy sy gia tang mét lwong nhoé 5a-
pregnanolone va nong dé 5B-pregnanolone khéng bi anh
hwéng

Hoat tinh progesterone tren TKTW co thé '
dwoc diéu chinh thong qua cac dworng dung thuoc

fppt.com



Nong d6 Progesterone vi hat :
trong huyet twong dwong dat vs dworng uong

30 —
25 +
Puwong dung Micronized
A progesterone dwdng &m dao
= | - so vOi dwdng uong dat dwoc
= 15 } A a
2 nong do:
o N *Cao hon so v&i duwong uong
SN -~ | 2tiéng
sl / Ny *Duy tri 6n dinh trong suot 8
A ~e« | tieng.
4] VJ | Ll 1 | 1 1 i
0 1 2 3 4 5 6 7 8 9
HOURS

Progesterone vi hat dang dat dat nong dé trong huyét
twong tot hon so véi dang uong

B. De Lignieres et al./ Maturitas 21 (1995) 251 - 267 fppt.com




Nong do progesterone huyét Nong do progesterone trong

tuong & trang thai 6n dinh mo tU cung & trang thai on dinh
80 -
12
70 -
60 ] @
+J
— 50 O =8
o
“&4[} E‘| ¥
= 30 ~ 4
g
20 > 5
10 - c

0
Ax200 mag/d2x50 ma/d
4x200 mg/d2x50 mg/d Vaginal pgg{r IM Pt; /
Vaginal Pg IM Pg

Miles A et al, Fertil Steril 1994; 62: 485-90

fppt.com



Dydrogesterone

* 6-dehydro - retro Dikogestorone, . Progestaccns

CH, CH |

progesterone o, Yemo SR

(cau hinh nghich chuyén — Q(Sjj
converted configuration) " :

« NOi doi & C6 =C7
v’ Dydrogesterone: dang gap, ran chac, ai lvc vdi PR

v’ Progesterone: dang phang, gan véi nhiéu R khac

fppt.com



(Q'sﬁ" N

T ¢ ;
o /RS
A 5 = |
7 receptor receptor
Duphaston slide kit 39 Company Confidential

October 2011 © 2011 Abb?gpt s



So sanh tac dung sinh hoc
gitra 2 dang progesterone

Table 6
Relatve binding affimties of progesterone and synthetic progestins
to steroid receptors and serum binding proteins

Progestin PEE AR ER GR MR SHBG CBG

Progesterone 50 0 0 10 100 0 36

Dydrogesterone 5 0 - - - - -

Chlormadinone 67 5 0 8 0o 0 0
acetate

Cyproterone acetate 90 6 0 & 8 0 0

(=1
(=]

Medroxyprogesterone 115 5 0 29 160
acetate

Dydrogesterone

cé ai luc maph &
chuyén biét v&i thu thé progesterone

Classification and pharmacology of progestins

Adolf E. Schindler®*, Carlo Campa
Jorge R. Pasqualini ©, Karl |

retrostructure. binds almost exclusively to the proges-
terone receptor. Though the binding afhnity appears
to be somewhat lower than that of progesterone, due
to its better bioaviability and the progestogenic na-

Liéu dung thap hon 20 Ién

so v&i Progesterone vi hat

ture of the metabolites. the equivalence dose 15 10-20
times lower, regarding endometrial proliferation. Dy-

drogesterone 15 metabolised by reduction at C20 to
the 20w-hydroxy-derivative and by hydroxylation

fppt.com



Testosterone va
Progestogen | Dydrogesterone | Progesterone dan xuat 19
nortestosterone

DAn xuat
progesterone

Uc ché sw rung

) + + +
trirng
Estrogenic =+ + -
Androgenic - + +
Nam hoa thai

. ~ - + +
nhi nlr
Gian co tir cung + - =+

fppt.com



Pregnanolon thiic day
hoat dong GABA gay budn ngu

A

-
Proiesteron

4 v

© Chatchuyénhdachiyéu
la dang c6 hoat tinh
Dihydrodydrogesteron (DHD)

Chét chuyén héa chu yéu |3

Sinh kha dyng dang bat hoat Pregnanolone

\ 4 -

h 4 N
m 200-300mg/ngay 10-20mg/ngay "

4

| Ham Iugng hoat chat cao lam téng tai cho gan
fppt.com
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ORIGINAL ARTICLE

European Progestin Club Guidelines for prevention and treatment of
threatened or recurrent (habitual) miscarriage with progestogens

Adolf E. Schindler', Howard Carp?, René Druckmann?, Andrea R. Genazzani®, Johannes Huber®, Jorge Pasqualini®,
Karl W. Schweppe’, and Julia Szekeres-Bartho®

'Institute for Medical Research and Education, University Clinic, Essen, Germany, “Department of Obstetrics & Gynecology, Sheba Medical Center,
Tel Hashomer, Israel, * Department of Gynecology, ANEMO — Menopausecenter, Nice, France, *Department of Obstetrics and Gynecology, University
of Pisa, Pisa, Italy, “Department of Obstetrics and Gynecology, Division of Gynecologic Endocrinology and Reproductive Medicine, University of
Vienna, Vienna, Ausiria, ®Hormones and Cancer Research Unit, Paris, France, “Endometriosis Center Ammerland, Westerstede, Germany, and
®Department of Medical Microbiology and Immunology, Medical School Pecs University, Pecs, Hungary

Recommendation 1 Recommendation 2
For women presenting with a chmeal Consensus-based For women presenting with a clmical Consensus-based
diagnosis of threatened miscarnage recommendation [15,20]. diagnosis ol recurrent miscarriage, recommendation [21,24].
there 15 a reduction m the rate of 3 or more, there 15 a reduction 1n
spontaneous miscarriage with the the rate of miscarnage with the use
use of dydrogesterone. ol dydrogesterone.

Dydrogesterone dw&ng uong dwerc khuyen cao cho cac thai ky cé
biéu hién doa say va say thai lién tiép

T



KET LUAN

ACOG (2013): Progesterone str dung rong rai/RM, dac biét RM
khong rdo nguyén nhan.

Europe Progesterone Club quidline(2015): khuyén céo
dydrogesterone dwoc st dung cho BN doa say, say thai lién
tiep.

Nong do progesterone va PIBF |a diu hiéu sém, dé khao sat
thai phu doa say.

Céac phan tich gdp cho thay progesterone, dydrogesterone lam
giam ty 1& sy thai c6 y nghia thdng ké.

Duy nhat Dydrogesterone c6 bang chirng trong viéc cai thién
nong do PIBF va giam ty 1& say thai lién tiép cé y nghia thong
ké

Progesteron vi hat dwong dat AD dwoc khuyén cao st dung
trong diéu tri doa say, say thai, an toan, it tac dung phu hon
dwong udng

fppt.com



Chan thanh cam on
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