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Thi nghiém thay thé c6 dién

Nguyén ligu dwoc chiét xuat tir hoang thé cua lgn
(dich chiéet con)

St dung cho thé dang mang thai ma da citbo
buong trirng

Két qua: nhirng thay ddi trong ndi mac tir cung phu
hop vé&i viéc duy tri thai ky

Két luan: “Hoang thé" c6 chira chat c6 kha nang
duy tri thai ky

American Journal of Physiology 1930:326-339.



Science August 16, Phan 1ap Progesterone
NOMENCLATURE O CORFUS LUTEUM Giai Nobel Héa hoc nam 1939

HORMONE

Durixa the past year the progestational hormone has
boan isolated from the corpus luteum in pure form and
ifs constitution established. Hevetofore two different
names have been used for this hormone in the litera-
ture (progestin, luteosterone). For the sake of inter-
nationsl uniormity we agree to use hereafter in the
scientifle literature only the name progosterans for the
pure hormone.  As is known, the pure hormone exists
in two different forms, one melting at 128° (uncorr.)
and the other at 121° (uncorr.). The higher melting
form (Compound B of Wintersteiner and Allen
(1934)? and Compound € of Slotta, Ruschig and Fels ”
(1034)") will be known as @ progesterone and the 1
lower melting form (Compound € of Wintersteiner
and Allen and Compound D of Slotta, Rusehig and L {
Fels) as B progesierone. We hope that these names L
will be generally et m -
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Progesterone ty nhién dang vi hat

ell Marker (1940
Téng hop progesterone tir diosgenin — steroid thuc vat i Giong thy f DIASCOR (« Wild Yam »)
hoang dé & Mexico (Dioscorea Mexicana)

Trung Quoc

\ 4

Dén xuit Alcaloid | DIOSGENIN

Bén téng hop




TERMINOLO ) Menopausal
Y Reproductive stage

EARLY PEAK LATE EARLY LATE EARLY LATE
DURATION VARIABLE VARIABLE 4 YEARS UNTIL

Female reproductive cycle

MENSTRUAL | VARWBLE TO REGULAR VARIABLE
CYCLE REGULAR CYCLE
LENGTH
AMENORROHEA

DEMISE

N Am Menop Soc. 2001

hiéu vai tro sinh Iy ctia progesterone, cling véi dworc dong hoc
va dwore Iwe hoc ctia nd, da dwore nghién clru rong rai trong
nhiéu ndm qua.

Tir ndm 1935, progesterone da dwoc tdng hop va ngay sau do da

¢6 mét trén thj trwdng; trong subt nhirng nam tiép theo, viéc
str dung né tré nén phé bién trong thwe hanh lam sang.

Tuy nhién, viéc str dung progesterone trong sinh ly bénh cta thai
ky van con gay tranh cii vi nhiéu ly do.

SUf dung trong diéu tri

V6 kinh

Xuat huyét tte cung chirc ning

H6i chirng tién kinh nguyét

Tang san ndi mac ttr cung

Tranh thai (mot minh hoéc két hop véi estrogen)

H6 tro’ trong suy giai doan hoang thé, trong hé tro sinh
san va ca trong duy tri thai ky

Sy thai tai phat

Sinh non

(Di Renzo et al., 2001).

_ PROGESTERONE:
CAC PUONG DUNG THUGC




AC DUONG SU’ DUNG PROGESTERONE

{ TIEM BAP
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Progestins tong hgp

ICac chat twong tw progesterone da dwoc tong
hop dé co thé sir dung cac hormone nay bang
dwong udng

« Pwoc sir dung dau tién dé tranh thai
+ Nhiéu hop chat trong s6 nay cé lién két véi
thu thé cua glucocorticoids, androgen va

mineralocorticoid

— tac dung phu’(mun trirng ca, téng can, tram
cam, tinh khi that thwong, dé cau gat)

“Progestogens”

Progesterone “tu nhién”

Cac hop chat tong hop ¢6 hoat tinh
progesterone

American Journal of Physiology 1930:326-33?4.

¢ lwe hoc dic trung cia
progesterone
Cac hoat tinh sinh hoc - gén két receptor
Tac dung khang androgen
Tac dung khang mineralocorticoid
Tac dung an than
Tac dung trén n6i mac tir cung
Tac dung trén hé than kinh trung ucng
Anh hudng trén mach mau va trong lugng
co thé
Anh hudng trén nguc & phu nit




nh sinh hoc cﬂq progesterone ty nhién
Gi cac progestin tong hgp

PR Anti-E ER AR Anti-A  Anti- GABA,
Mineral.

Progesterone

+ o+

Drospirenone

Dydrogesterone

gn héa cua Progesterone tu
nhién dudng udng

Progesterone dudng udng trai qua nhiéu budc
chuyén héa lién tiép:

e & rudt (vi khuén vdi hoat tinh Sb-reductase)
e & thanh rudt (5a-reductase)
e & gan (5b-reductase, 3a va 20a-hydroxylase)

(GABA )
(anti-mitotic, tocolytic)

Progesterone dang vi hat

Thém tinh thé progesterone nho dé kéo dai chudi
cac axit beo

Cai thién sy hap thu va sinh kha dung do ting dién
tich tiép xtc bé mit v6i bé mat niém mac

Pugc st dung ban dau dé lam ting nong do thudce
trong huyét tuong khi ding duong uéng

]

Progesterone duong am dao
Tac dung lan dau qua t& cung

Phu ni bj méat chirc nang budng trirng st dung ba liéu khac
nhau progesterone dang gel am dao.

Do néng d6 Gonadotropins va steroid huyét thanh, thuc hién
sinh thiét ngi mac ttr cung.

Progesterone dwdng am dao tao sw chuyén dbi noi tiét binh
thwéng & ndi mac ttr cung méc du ndng dd trong huyét
twong thép, cho thay cé tac dung truc tiép 1én t&r cung hoac
“tac dung 1an dau qua t&r cung”.

Fanchin, Obstet Gynecol, 1997
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,— Uterus

Migration through
cervical tissue and
lower segment of

uterus up to the

Vaginal fundus

application
of Progesterone

Tac dung lan dau qua t& cung/ phan phéi dén cd quan
dich :
necol 2000; 9

Cicinelli E et al, Obstet Gy 5: 403-6

PREIS

SCHOOL

Dir liéu dugc dong hoc: qua am dao so véi tiém bap

Néng d6 progesterone huyét N6ng d6 progesterone trong
tuong & trang thai on dinh mo tU cung & trang thai 6n dinh
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4x200 mg/d2x50 mg/d 4x200 mg/d2x50 mg/d
Vaginal Pg IM Pg Vaginal Pg IM Pg

Miles A et al, Fertil St

uyén héa cua Progesterone ty
nhién qua dudng am dao

Vi khudn & &m dao va niém mac dudng nhu khéng
co6 men 5a va 5b-reductases
e Sau khi qua am dao, chi thdy su gia tdang mot
lugng nho 5a-pregnanolone va néng do 5b-
pregnanolone khong bi anh hudng

Dic diém ciia MP so véi Progestin tong hop

DPdng nhét sinh hoc véi progesterone san xuat tir budng
trirng

Tdng hop tir tién chat tw nhién chiét xuat tir gid

hoang da (Diascorea sp)

Sinh kha dung t6i wu & dang vi hat va hén dich dau

(0]

Vai tro quan trong cua kich thwéc cac hat (10 um)
Vai tro quan trong cua ban chat cac ta dwec than dau




VAI TRO CUA PROGESTERONE TRONG DUY TRI THAI KY o

Progs.:fterone VIEM
suy giam
CO MACH
GIAN MACH >PGs MMP

|

THOAT MACH (MAU)

l - A

MAU TU HOY MO

| /

Bong tréc |&p chirc nang

proliferation | secretory.

Dong mach xoén ¢ nhay cdm véi hormone steroid

Hanh kinh bat dau bai sy giam progesterone

Su hinh thanh mang rung va thai ky

Progesterone ting ngudng ddi véi phan (ing
viém
Progesterone véi cAMP gay ra s hinh
Néng d6 thanh mang rung va PGDH

Progesterone

S sut gidm progesterone cho phép gia ting biéu
hién clia cac yéu t6 trong nhan té bao
PGDH gidam
C6 thé dao nguoc

Néng d6 Progesterone huyét twong trong thai ky la

Prostaglandins tang trong t€ bao quanh mach 125-200 ng/ml (vs 11 ng/ml & pha hoang thé)
mau

Giam nong d¢ pregestrone huyét tuong lién quan dén qua trinh khoi phéat

Sw phu né va di vao té bao | chuyén da & hau hét cAc loai dong vat

- dao nguoc
Hoat hc{ﬂ MMP 4 12 14 16 20 24 28 32 36 40
kinh nguyét

Weeks of pregnancy

27




Ly luan nghién cdtru

Progesterone level (ng/ml)

Luteectomy . ]
b Ty
* (n=10)
Tubatigaion
25| |/

Wa

o
0 4 8 12 16

Ngay (sau cét bé hoang thé)

- 57 phuy ni¥ c6 thai that 6ng dan trirng
(GA - 64/7 to 86/7 wks)
| O <7wks - that éng dan trizng |
(nhém ching)

@O <7wks —thit ODT + cit bé hoang thé

O >8wks - that ODT + cét bé hoang thé

7 phu nir mang thai <7 wks
Thét ODT + cit bé hoang thé +

+ progesterone

A z .
Csapo, At 4 Khong say thai
therapy in early pregnant patients, Am. J. Obstet. Gynecol. 1973,115:
759-65.

Csapo A. The Fetus and Birth. Ciba Foundation Symposium 47; 1977.

[\ A SEMIALLOGRAFT

Mat phan cach
me - thai

Hé mién dich me

Mién dich bam sinh

Co ché trc ché

Semi-allograft

- Inhibitory effect




Progesterone-induced Blocking Factor (PIBF)
MOoi lién quan gitta ndi tict va hé mién dich

Progesterone R S
. Thai ky tién trién
ool )o . \ binh thuong

Progesterone

° Say thai
.-: l) N PIBFl"% Y

Ru 486

Progesterone

° Say thai
oo >, — EEE ,% Y
+anti-PIBF

Tuong tac noi tiét — mién dich

Progesterone di€u ti€t cac phan irng mién dich ¢ me tir

Bao vé

KET CUC THAI KY
Thai/Nguyén bao nusi
50% TU CHA /50% TU ME

PHAN NG MIEN DICH KHI TIEP XUC KHANG NGUYEN CAY GHEP LA

¥

Progesterone tao nén PIBF tai mang rung (CD56+) va néng d6 PBMC

Ndng d6 Progesterone du dé tao ong one khong du
nén PIBF dé tao nén PIBF

Khéng thé khéng d6i xtng Th2 Khang thé di ximg Th1 bias LAK
bias'NK cells cells

¥ 3

Thai dugc bao vé Nhiém déc, viém, phan (g dao thai

¥ 3
sinh Sy thai

Vai trd then chét ciia co' ché digu hoa mign dich thang qua thu thé clia progesteerone trong thai ky binh thurtmg
(PBMC= Té bao mau ngoai bién don nhan; NK= Té bao diét ty nhién; LAK cells= Té bao diét duorc lymphokin: hoat
hoa) DIRENZO GYN ENDOCR 2012

Csapo va cs. cho rang "néu
progesterone la khdng thé thiéu
trong viéc duy tri mot thai ky binh
thudng thi sy suy giam
progesterone la mot diéu kién tién
guyét cua viéc viéc chdm dut thai
ky"




Su suy giam Progesterone
12 d4u hiéu ciia qua trinh sinh né (Csapo)

[ Regulatory . Balance

W) @rogcsleron T
Prostaglandin e /9 8
i n‘-‘e J g
-

Oxytocin,
Stretch,
Fetus, Estradiol

j thay doi trong tan s6 con go gitra
0 chirng va mé cod tac dong cua P4
,gmmihl e
.A]LJ]LLIIL

Pa10‘m

20

T
° 2

Hours
Ruddock NK et al Am J Obstet & Gynecol 2008 .4

Va phuc hoi hoat dong co tinh chu ky ciia
UNg, két qua tir viéc ting va giam co tinh chu
Ky ctia progesterone.
Luru ¥ moi lién quan giira lidu lrgng va thoi gian
kha dung

20mg Progesternme 1omg
i

ea, emfyamin

Acllve pressura or

(From Csapo and Takeda, 1962)

Sy thay d6i trong ty |é cac dong vi PR c6
chirc ndng khang viém cta P ¥

Su chuyén héa cla progesterone trong tir
cung thanh céc hop chat khéng hoat tinh

Su thay d6i cac ndng d6 protein cofactor
anh hudng dén sy hoat hoa chéo PR

Su rc ché chéo tinh cAm (rng khang viém
cua PR

Di Renzo et al BJOG. 2005

10
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UNG DUNG TREN LAM SANG CUA
PROGESTERONE

Progesterone: Duy tri thai ky

a . 2 . . X . 2
CIl Diéu tiét phan (rng mién dich & me
Druckmann R, et al. J Steroid Biochem Mol Biol. 2000
Szekeres-Bartho J, et al. Int Inmunopharmacol. 2001
Di Renzo GC, et al. Gynec Endocrinol. 2012
- w 2 . on
Ngan chan phan *ng viém
Schwartz N, et al. Am J Obstet Gynecol. 2009

Giam co that tr cung

Fanchin R, et al. Hum Reprod. 2000
Perusquia M, et al. Life Sci. 2001
Chanrachakul B, et al. Am J Obstet Gynecol. 2005

Cai thién tuan hoan tlr cung-nhau thai

Liu J,et al. Mol Hum Reprod. 2007
Czajkowski K, et al. Fertil Steril. 2007

Bang chirng vé hiéu qua cua
Progesterone

1 Cat boé hoang thé trong thai ky > Sdy thai
PROGESTERONE

&
SAY THAI TAI PHAT

1 Suy hoang thé

1 H6 tro sinh san vai progesterone

1 RU 486 hoac Mifepri§tone (anti-
progesterone) d& cham dut thai ky




N‘éng 66 progesterone dé’ du; doan sé’y thai? Ty 1& sdy thai gilta progesterone ty nhién so véi khong diéu tri

Progesterone  Treatment  Control  Odds ratio

Serum progesterone (ng/ml) Spontaneous miscarriage Intrauterine pregnancy formulation n (%) n (%)
T i
048 1093(85.5%) 102 Gerhard et al, RCT Suppository | 3/26(12) | 5/26(19) 0.54 0.07-3.25
50-99 46581 126(178%) L
100-149 181(313%) 338 (58.4%) Nyboe RCT Pellet inserted | 18/153(12) | 22/150 0.78 0.37-159
150-199 59(9.4%) 500(844%) :”‘;Eros;" e '”‘r:fs‘:f:a‘ s)
P [
200-149 ) 15 Swyerand RCT Suppository | 11/60(18) | 13/53(25)|  0.69 0.25-1388
Daley, 1953
G age PPV Vignali and Clinical trial Cream 3/19(16) | 3/15 (20) 0.75 0.09-6.68
(weeks) %) (%) %) Centinalo,
2000
P“;fm“ <10 n;ﬁ' 98 08 igfgfgrd etal, RCT Suppository 4/20 (20) 7/26 (27) 0.68 0.12-3.29

Qureshi NS, et al. Maturitas 2009;655:535-41
Lin¥S., Liu CH. Int J Gynecol Obstet 1995;51:33-8

Phan tich gop cac thir nghiém

Piéu tri Progestogen .
lam giam Pl va S/D Progestins
clia ddng mach tir

. ‘Galdzieher 1964° (n=18) Le Vine 1864 (n=30) Swyer 1853° [n=47) El-Zibdeh 2008" (n=130)
cung trong doa say Finical characteristics
. B cpulation A e nres cansscutive Unexplanea 3 consecutive
thai # history of 23 m miscarrages miscamiages
oo aaay - caproats  Progesterone petiets 6 « 25 Mg Dycrogesteran 10 g ice daily
foral) 500 mg/week (nramuscular) _ insened into ghieal muscle _fara)
mparison Pacat Placab Mo treatrment No treatment
Examination 1 Examination 2 Examination 3 P ‘"‘ ; '; al ua Iﬂ 0 " “n ‘m " r; reatmer .
i b i ration of yeatment  Unclea: il miscariage or 36 weeks  Unclear am ciagnosis of pregnancy 1o
Index (visit 1) (visit 2) (visit 3) 12 wasks
Uterine arteries uality features
Progesterone group fandemisation Sequen umbered botlies” Anemation Fandomised™ )
[£] (e iy e e ocation conosalment  Unciea maequate Unciear
[ 29+44 32-26 24+09 | = — -
SID 727+34 559 +26 715+ 6.4 nding Double Dovtle Ho Mo
prention to reat enalysis Unreported ha unrepaniad es
Dydrogesterone group
RI 0901 0.92 = 0.21 0.86 + 0.16 ollow-up rates (%) 100 54 (26/56 participants excluded) 100 100
il 304 +1.98 2 5 2 8 aiad scors 25 05 15 [

Céc trudng hop doa sdy thai da dugc diéu trj bing progesterone dang vi hat dit am dao 300mg hoic
dydrogesterone 3x10mg trong 6 tuan. Theo d&i mdi 2 tuan sau do. Coomarasamy BMJ 2011
Czajkowski K., et al. Fertil Steril 2008 “7 48




Phan tich gop cac thir nghiém
Progestins

No of miscarriages

Study Progesterone Control Rate ratio Weight Rate ratio
(95% C1) (%) (95%CD

Swyer 19537 7/27 9/20 —l—t 26.14 0.58(0.26t01.28)

Goldzieher 1964°  1/8 410 ————— 899 031(0.04t02.27)

Le Vine 1964* 415 8/15 20.22 0.50(0.19t01.31)

El-Zibdeh 2005°  11/82 14/48 44.65 0.46(0.23100.93)

Total (35% CI) 132 93 ——— 100.00 0.49 (0.31100.76)

Test for heterogeneity: z°=0.39, df=3,
Pe0.34, a0t 0102 051 2 5 10

est for overall effect: z=3.13, P=0.002 progesterone control

Coomarasamy BMJ 2011
49

3 nghién ctru trwdc d6 cua Cochrane
va nghién ctru cla El Zibdeh vé P4

1 Gia tri OR luén cho thy viéc diéu tri
progesterone la thich hop.

1 Cr mbi 5 phu nir dwoc diéu tri progestin,
c6 thém 1 ngwoi thanh céng so v&i khdng
diéu tri.

Daya Maturitas 2009

51

Trong mot phan tich phu cha ba nghién ctu &
phu ni* sdy thai tai phat, diéu tri progestogen
lam giam cé y nghia théng ké ty |& s3y thai so
v3i gia duwoc hodc khéng diéu tri
(OR 0.38; 95% €l 0.20 to 0.70).

Cochrane Database Syst Rev 2008

47 trwong hop
Tubi| 28-45
Trung binh | 37
Tién cin sy thai|>2
APA | 32%
ATA 33%
ANA 28%
AOA 2%
T NK cells| 40%
1 CD4/CD8 | 15%

Di Renzo, 2003




Diéu trj thanh cong say thai do mién dich véi
progesterone (licu cao)

36 dugc diéu tri 11 trong nhém chirng
24 mang thai 7 mang thai
dén di thiang

Di Renzo et ai., 2003

Sinh Siy

« Khoéng diéu trj (n=5) 2 (40%) 3 (60%)
Ty mién ) 5(100%) O
Am (n=10) « ASA 100 mg/die (n=5)

Ty mién

Duong (n=30) s 0oimardielva 28(93%) 2 (1%)

Progesterone (n=30)

Khéng diéu tri (n=6)
thai > 2 1in 3(50%) 3 (50%)

Ty midn ASA 100 mg/die (21) 18 (85%) 3 (15%)

Am (n=27)

%

Ty mién ASA 100 mg/die va
Duong (n=34) Progesterone (n=34) 29 (85%) 5 (15%)

TOM TAT

«Trong trwdng hop RPL: Chan doan APS — LA va
ACA (+) , khodng 6-8 tuan.

Néu (+), didu tri LWMH + Aspirin cho 1an mang thai
tiép theo.

Liéu phé&p mién dich ho&c IVIG khéng ap dung cho
diéu tri trong trwong hop RPL.

St dung LWMH va/ hodc aspirin trong phong ngtra
RPL trong tdng déng mau do di truyén, ngoai trir
APS, cling dwoc khuyén cao nhwng chuwa duoc
chirng minh.

14



TOM TAT

Progesterone ty nhién dang vi hat c6 vai tro
trong phong ngl‘.va RPL
Puwdng dung tot nhat Ia dat am dao.

Liéu dung khuyén cao: 200-400 mg/ ngay tir khi
c6 thai hoac xét nghiém (+) cho dén tuan th
20.

Néu LPD, tang 600 mg/ ngay ’

Néu bénh nhan cé nguy co cao PTB, tiép tuc st
dung dén tuan th 35

PROGESTERONE
&
SINH NON

Khi nao thi ching ta quyét dinh
St dung progesterone?

Chién lwoc phong ngira
@ Cédch nhén ra cdc yéu té nguy co’

- Tién can sinh non

- Chiéu dai kénh ¢é TC ngdn & tam
ca nguyét gitra thai ky qua Siéu am

- Song thai

15



Lam thé nao
chung ta co

CHUNG CU
LAM SANG cho

nhirng diéu d6?

MA RESEARCH ARTICLE

Prevention of preterm birth: a randomized trial of vaginal
compared with intramuscular progesterone

MOHAMMAD AHMED MAHER'?, AHMED ABDELAZIZ'?, MOHAMED ELLAITHY'?
& MOHAMED FAYEZ BAZEED'*

2 A Ellaithv M. Bazeed MF. Acta Obstet Gy

Két qua nghién ctru
Bao gém 36 RCTs 8523 phu niv
12515 tré so sinh

> Progesterone so véi gis dwgc ¢ phu nir c6 tién ciin sinh non

“Tir vong chu sinh 6N/ ciru N=1453 RR [95% C1 0.33 t0 0.75)]
sinh non < 34 tuln 5N/ citu N=602 RRO3L [95%CI0.1410069)]
sinh non < 37 tuln 10N/ etru N=1750 RR 055 [95%Cl 0.42100.74)]
Can niing lGc sanh ciia tré <2500g 4 N/ ciru N=692 RRO.58 [95% Cl0.42100.79)]
C6 sir dung thong khi hd trg: 3N/ ciru [95% C1 0.18 to 0.90)]
Viém rudt hogi tir tré so'sinh 3N/ citu [95% C1 0.10 to 0.89)]
Tir vong so sinh 6N/ citu [95% C1 0.27 t0 0.76)]
Nhap NICU 3N/ ciru [95% C10.14 to 0.40)]
Giam  nghfa thong ké
1N/ clru N= 148  MD**4.47 [95% Cl 2.15t0 6.79)]

C6 gia tang ¥ nghia thing ké trong viée kéo dai thai ky

Dya trén cac két cyc chinh dwgce dinh gia, khong co sw khc bigt vé tac dgng trong dwing ding, théi

gian bt dau li¢u trinh va lidu progesterone

Phwong phap

Don thai
14-18 tudn

Tién can sinh non hodc khau CTC & thai ky trwéc

Loai trir CTC ngén (<25mm)
518

progesterone gel dat

am dao 90mg (8%) moi
ngay
n=262
Mat déu n=9 l

hydroxyprogesterone
caproate 250 mg tiém
bap hang tuan n=256

Mét dau n=7

Phan tich cubi Phan tich cudi

n=253

n=253

Maher MA. Abd A, Ellaithv M. Bazeed MF. Acta Obstet Gvnecol Scand.

16



Progesterone dat am dao lién quan dén viéc giam cé y
nghia nguy co’ nhép NICU khi so sanh v&i Progesterone
tiém bap

Progesterone dat am dao cho thay c6 kha nang kéo dai thai ky cao
hon so véi Progesterone tiém bap (p=0.0023)

progesterone progesterone
dat am dao tiém bap p.value Odds ratio (95%
(n=253) (n=249) D)

0.58 (0.34-1.00)

Két cuc so sinh

9)
5)

Kha nang kéo dai thai ky

Vaginal

Tuéi thai luc sinh (t

Maher MA. Abdelaziz A Ellaithv M. Bazeed ME. Acta Obstet Gvnecol Scand. 2013:92:215-22.

Progesterone tiém bép c6 lién quan dén gia tang c6 y P s
nghia nguy co tac dung phu cua thudc so véi Progesterone dat am dao glup

progesterone dgt am dao ngan ngira sinh non tai dién

progesterone dat | Progesterone
iém bé i 9
Két cuc trén me am dao(n=253) tiém bap Odds ratio (95%
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Progesterone & phu nir c6

chiéu dai CTC ngan

Vai tro progesterone dat am an
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K&t ludn: s dung progesterone dat am dao cho cac phu nu
khong triéu chitng véi siéu am cé chiéu dai kénh CTC ngin
Iam giam nguy cd sinh non, bénh suédt va tu sut tré so sinh.

Romero R et al. Am J Obst:

Chiéu dai cé tir cung ngan
Str dung Progesterone dworng am dao & phu nir
khong c6 triéu chirng véi siéu am c6 co tir cung
ngan & tam ca nguyét giira/lam giam PTD (N=775)

No. of events/total no.

Vaginal
Outcome Mo. of trials  progesterone  Placebo Pooled AR (95% CI) /% (%)  NNT (95% CI)
Respiralory distress syndrome 5 250411 52416 0.48(0.30-0.76) 0 15(11-83)
InTravenmcuar femormage 5 6/411 Y416 0.74(027-2.05) 0 -
Neonatal death 5 8411 15416 0.5 (0.26-1.19) 4 -
Admission to NICU 5 850411 121/416 9-0.94) 0 14 (8-57)
WECTanical ventaton 5 350411 G116 0.66(0.44-0.98) 0 24(15-408)
Congenital anomaly 7 301967 34N954  0.89(0.55-1.44) 0 -
Ay matemal adverss event 3 861624 BUS05  1.04078-1.38) 0

.. Va diéu nay gitp cai thién bénh suat va t

sinh

Vaginal progesterone in women with an asymptomatic
sonographic short cervix in the midirimester decreases
preterm delivery and neonatal morbidity: a systematic

rewew and melaanaly3|s of |nd|\.'|dua| patient data

Romero R, Nicolaides K, Conde-Agudelo A, Tabor A, O'Brien JM, Cetingoz E, Da Fonseca E, Creasy GW, Klein
K, Rode L, Soma-Pillay P, Fusey S, Cam C, Alfirevic Z, an SS; Am J Obstet Gynecol. Feb 2012
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Hiéu qua Progesterone qua dwong am dao
trén két cuc tré so’ sinh

25% | ALL STATISTICALLY SIGNIFICANT Progesterone

Placebo
29%

Progestogen téng hop du’o’ng tiém
va cé tlr cung ngan?

34%

12%

9%

Percentage of neonatal morbidity

NICU Mechanical ~ Composite  Birth weight
admission ventilation neonatal <1500g
morbidity/mortality

Romero R, Nicolaides K, Conde-Agudelo A, Tabor A, O'Brien J, Cetingoz E, DA Fonseca E,
Creasy G, Klein K, Rode L, Soma-Pillay P, Fusey S, Cam C, Alfirevic Z, Hassan S. Am J Obstet Gynecol 2011;12:003

17 alpha-hydroxyprogesterone caproate to prevent
prematurity in nulliparas with cervical
length less than 30 mm

William A. Grobman, MD, MBA; Elizabeth A. Th atherine Y. Spong, ay D. Tams, MD; George R. Saade, MD:
MD; Alan T. N. Tita, MD; Dwig o MD; Ronald J. Wapner, MD:

e SONG THAI

calth and

CONCLUSION: Weekly IM 17-OHPc does not reduce the frequency of
PTB in nulliparous women with a short cervix < 30 mm

Grobman WA et al. Am J Obstet Gynecol. 2012 Nov;207(5):390.e1-8




Progesterone dwérng am dao
cO hiéu qua tren phu nir mang

song thai c6 co ung ngan?

PROGESTERONE DAT AM DAO
TRONG SONG THAI

Progesterone dat am dao tac déng c6 y nghia trén cac
nhém:

Phu ni¥ v&i chiéu dai CTC £25 mm véi tudi thai dwoc
chon ngéu nhién (P=0.0060);

Phu ni¥ v&i chiéu dai CTC €25 mm trwéc 24 tuan tudi
thai (P=0.0055), va

Phu ni¥ c6 tién can chuyén da sinh non tw nhién trwéc
37 tudn tudi thai (P=0.0013).

Shuit et al BJOG 2014

Hiéu qua cﬁ'a Progesterone dwdng am dao trén bénh suat /
tlr suat so’ sinh trong song thai (Phan tich phu)

Composite neonatal morbidity/mortality

Vaginal

Placebo
Progesterone

RR (95% Cl)

39.6% 23.9% 0.52
(23/58) (11/46) (0.29-0.93)

Romero R, aides K, Conde-Agudelo A, Tabor A, O'Brien J, Cetingoz E, DA Fon:
Creasy G, Klein K, Rode L, Soma-Pi , Fusey S, Cam C, Alfirevic Z, Hassan S Am J Obstet Gynecol 2011,

Két qua nghién ctru

> Progesterone so véi gia dwgc ¢ phu nir c6 CTC ngén duge xac

dinh qua siéu &m ngi am dao
Sinh non < 34 tuiin 2N/ ctu N=438 64 [95% C10.45 to 0.90)]|
Sinh non < 28 tuiin 2N/ ctu N=1115 59 [95% C1 0.37 to 0.93)],
Khong thé danh gi& dugc tic djng cia dudn dung tudi thai tai thoi diém bt dau ligu trinh hodc

Giam ¢6 ¥
téng lidu cong dén

> Progesterone so véi khong diéu tri/ gia duge ¢ nhirng phu nir
dugce theo ddi c6 biéu hién doa sinh non

Can ning lic sinh
ciia tré so'sinh < 2500 g 1N/ ciu N=70 RR0.52  [95% Cl 0.280 0.98)]
Giam ¢6 ¥ nghia thong ké

> Progesterone so véi gia dwgc ¢ phu nir c6 nhirng yéu té nguy co
“Kkhé&c” ciia sinh non

Can niing lic sanh

cia tré so'sinh <2500 g 3N/ ctru N =482 RR0.48  [95% C10.25t0 0.91)]

Gidm 6 y nghta thong ké
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Két qua

RR*  Progesterone versus placebo for women

SMFM Clinical Guidelines

with a past history of spontaneous PTB A e

Nesogy o * RR= Risk Ratio

Progesterone and Preterm Birth Prevention: Translating Clinical
Trials Data into Clinical Practice.

SMFM Clinical Guideline
From the Society for Maternal-Fetal Medicine Publications Committee with the

assistance of Vincenzo Berghella, Division of Maternal-Fetal Medicine, Department of

Obstetrics and Gynecology, Jefferson Medical College of Thomas Jefferson University,
Philadelphia, PA

Berghella et al. Am J Obstet Gynecol 2012, 206(5): 376-86

Biang ching va khuyén cio

2 Cé bang chirng mirc d6 1 vé phong ngtlra sinh
non va loi ich trén tré so sinh khi diéu tri vai
progesterone dwong am dao & thai ky don thai
¢6 nguy co thap véi CTC ngén xac dinh qua
siéu am nga am dao

2 Chién lwgc nay khéng chi mang lai loi ich vé
mat cai thién strc khde trong tridng hop sinh
non ma con mang lai hiéu qua kinh té

European Association of Perinatal Medicine
“Study Group on “Preterm birth”

Hwdng dan x{ tri chuyén da sinh non
G. C. Di Renzo (Italy)
L. Cabero Roura (Spain)

F. Facchinetti ( Italy)
A. Antsaklis (Greece), C. Sen (Turkey), R. Lamont (UK),

G. Breborowicz (Poland), S.C. Robson (UK), M. Rob (Ireland), A. Sh (UK),
Stamatian ( Romania), A. Mikhailov (Russia), N. Montenegro (Portugal),
Gratacos ( Spain) P. Husslein (Austria),Y. Ville (France)

J Perinat Med 2006
J Mat Fet Neon Med 2011

F.
E.
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European Guidelines

Guidelines for the management of spontaneous
preterm labor: identification of spontaneous
preterm labor, diagnosis of preterm premature
rupture of membranes, and preventive tools
for preterm birth
wus
o oF p

BIRTH

& phu nit khdng c6 tridu chimg va cé tign str
sinh non
200mg P4 dudng am dao tir giai doan s6m
thai ky
2. C6 tu cung ngdn (<25 mm) & tam ca nguyét gitta
trong thai ky don thai, khéng c6 triéu chimg:
200mg P4 dudng am dao
3. O phu nit con so mang don thai da diéu trj thanh
cbng doa sinh non, duy tri giam go dé giam kha
ndng chuyén da sinh non: 400mg P4 duéng am
dao

Can thém nhiéu nghién cltu han
4, D6 an toan trén me clia progesterone dang vi hat
da dugc bdo cdo trong nhiéu thir nghiém.

Di Renzo GC et al. ] Matern Fetal Neonatal Med 2011

International Federation of Gynecology and Obstetrics

86

/" International Federation of Gynecology and Obstetrics

FIGO Working Group on Best Practice in Maternal-Fetal Medicine

Chair: G C Di Renzo

Expert members:
E Fonseca, Brasil
S Hassan, USA

M Kurtser, Russia
M T Leis, Mexico
K Nicolaides, UK
N Malhotra, India
H Yang, China

Expert members ex officio:
S Arulkumaran, FIGO

M Hod, EAPM

C Hanson, SM Committee

L Cabero, CBET Committee
Y Ville, ISUOG

M Hanson, DOHaD

V Berghella, SMFM

PP Mastroiacovo, Clearinghouse
JL Simpson, March of Dimes
D Bloomer, GLOWM

NHU’NG KHUYEN CAO THUC
HANH TOT

Bé sung acid folic
Dvw dodn va phong ngira sinh non

Chén dodn va xét nghiém trudc sinh
khéng xém Ién
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CHIEU DAI CTC VA PROGESTERONE TRONG DY DOAN VA
PHONG NGUA SINH NON

Do chiéu dai CTC qua siéu 4m nga 4m dao nén duoc
thyce hién & tat ca sdn phu mang thai tir 19 dén 23
tuan 6/7 ngay. C6 thé thyc hién cung luc véi siéu am
hinh thai.

San phu c6 CTC ngén trén siéu am (<25 mm) phat hién
trong tam ca nguyét gilra nén dwo'c dat am dao
progesterone dang min dé ngin ngira sinh non va lam
gidm bénh suat so’ sinh

Nén sir dung progesterone dit &m dao dang min (vién
200mg) mdi dém hoic gel progesterone (90mg) mdi
sang

Tam soat chiéu dai CTC va st dung progesterone dit am
dao (90mg gel hodc vién 200mg) rong rai la mé hinh kha
kinh té& trong chién lwgc phong ngira sinh non

Trong trwong ho'p khong c6 san phwong tién siéu am

nga am dao, c6 thé dung cac phuong tién khac dé do
mot cach khach quan va tin cay

Tét ca phy nir mang don thai.

Siéu 4m ngd 4m dao chigu dai c6 t&r cung nén dugc thuc hién & tat ca phu
nit mang thai & tudn thir 19 -23 6/7. Diéu tri progesterone dudng m dao
cho phu nit ¢6 ¢6 tlr cung < 25 mm.

200 mg dang vién nang mém du@ng am dao hodc 90 mg progesterone dang vi hat gel 4m dao 6 thé durgr sir dung.

Thei gian st dun, Bat dau tai thoi diém chan doan c6 c6 tir cung ngan cho dén tuan thir 36

progesterone 6/7, chuyén da sinh hodc v& mang 6i.

Pénh gia nguy co’ Siéu 4m nga am dao chiéu dai c6 t&r cung nén dugc thuc hién & tat ca phu
nit bat ké tién str san khoa.

Khi khéng c6 siéu am qua nga 4m dao, cac bién phap khac c6 thé duoc st
dung dé sang loc khach quan va déng tin cay chiéu dai cé t&r cung.

Khuyén céo khac

KET LUAN
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Cacgoiy

banh gia nguy co sinh non mét cach r
rai

Progesterone dat am dao cho phu nir co
CTC ngan

Tét ca thai ky don thai

Chiéu dai ¢6 tir cung < 25 mm

Nguy co thap va cé tién cin sinh non

Phan tich hiéu qua kinh té

m The impact of cervical length on the cost-effectiveness
of vaginal progesterone as a preterm birth intervention
Jessica Page', Jenna Emerson', Alison Cahill?, Allison Allen',
Jessica Fowler', Leonardo Pereira', Aaron Caughey'

'Oregon Health & Science University, Obstetrics & Gynecology, Portland,
OR, *Washington University in St. Louis, Obstetrics & Gynecology,

St. Louis, MO

Am J Obstet Gynecol Vol. 208 No. 1 January, 2013 p. S66 - Supplement

Universal cervical-length screening to prevent preterm birth:
a cost-effectiveness analysis

E. F. WERNER, C. S. HAN, C. M. PETTKER, C. S. BUHIMSCHI, J. A. COPEL, E. F. FUNAI

and S. F. THUNG

e

Werner EF et al., Ultrasound Obstet Gynecol. 2011

Uéc tinh kha nang lam giam ty 1é sinh
non dwéi 35 tuan cuda viéc do chiéu dai

Ty & sinh Hiéu qua diéu | Giam sinh non
non** <35 tuan

Uérc tinh dyra trén céac cong trinh da dwore cong bé; can thém céc phan tich vé
kinh té va dworc hoc dé dwa ra cac két qua méi

* lams et al, New Eng J Med 1996
= Berghella et al, Ob Gyn 2007
** Romero et al, Am J Obstet Gynecol 2011, and Hassan et al, UOG 2011

>

Phan tich chi phi-hiéu qua

Tiét kiém 19 triéu $ trén maoi
100.000 phu nir dwoc sang loc

Tiét kiém 500 trieu $ [n6i
nam cho hé thong y té My

Werner EF et al. Ultrasound Obstet Gynecol. 2011
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So sanh véi cac phwong phap can thigp So sanh cac chién lwgc dwoe str dung
kh&c trong san khoaly hoc chu sinh g sang loc tr<-)ng Y .hoc )

emip | omwein | messe) | aseso
Magnesium sulfate m 0.41 (0.29-0.58) R
Pap Smear sang lpc Ung thw CTC * 1140
Magnesium sulfate 0.69 (0.55-0.88)
R

) ) 5 0.66 (0.59-0.73) 11 (9-14)

Prostatg-specific Antigen sang lgc ung thuw tién
Progesterone dat am Sinh non trwée 33 tudn | 0.55 (O 92) 14 (8-87) ligt tuyén 2
dao & phu niv c6 CTC

= Siéu am do chiéu dai CTC dé ngan chin 1
o oarom) | 22uz19

trwdng hop sinh non < 33 tuan (<25mm)?

Siéu am do chiéu dai CTC dé ngan chin mot
trwong hop gay ting bénh sult/tir suat so sinh
(<25 mm)3

NNT: Number Needed to Treat

al. Am Fam Phy

Clin Oncol -46
Romero R, Conde A, Number needed to screen 3. Romero rde-Agudelo A, unpublished.

The real voyage of discovery consists not in
seeking new landscapes, but in having new eyes.
Marcel Proust

A s . Ngén ngira két cuc xau thai ky véi
Siéu am va cac . progesterone
marker ‘
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