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Chu dé thao luan

n Doa say

n Sy thai lién tiép

Cytokines trong thai ky

n Sy phat trién 14 n Giam biéu hién 1 NK = LAK cells

bi MHC I .
e n Stra chita céc n Diéu hoa Apoptosis

dong mach xoén | [N Khéi dong dong méu

» hPL & hCG : R —— © NK Cells

2 NK dwoc. TGFB,
II7_4 ”7-10 I Do d n Uc ché sy hoat hoa
n Uc che IFN y NK
n Uc ché i n Tiét cac yéu té || n Uc ché su khic biét
Prothrombinase | [n IL-1, IL-2 mo nhau thai
n Helper cells n Khoi dong dong

mau

Al n Tict hCG
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Vai tro progesterone trong thai ky

> Thuc day su 1am t6
> Anh huéng Cytokines, ¢ ché IFNy &

TNFo., nhung gia ting san xuat 1L-4 & IL-6
(Raghupathy et al, 2005)

> Uc ché hoat tinh NK tai giao dién phoi me
> Ut ché su phongs thich acid arachidonic

> Tang tao khang thé bat d6i xtmg bao vé thai
> Giam co bop tur cung

> Ngan chin mo co tir cung

Tac dong cua Dydrogesterone

trén Cytokines

DYD tic ché san xuat IFNy (p= 0.0001) & TNFo (p= 0.005)
(Raghupathy et al, 2005)

DYD ting nong do cua IL-4 (p=0.03) & IL-6 (p=0.017)
(Raghupathy et al, 2005)

Tac dong cua dydrogesterone bi ngan chdn bdi mifepristone, chung
to rang DYD hoat dong thong qua thu thé progesterone .
Dydrogesterone thuc day san xuat PIBF

Trong sinh non, DYD c¢6 lién quan dén nong do huyét thanh cao
hon c6 ¥ nghia thong ké cua IL-10, tang san xuat PIBF & nong do
thap hon ctia IFNy so vi nhom chimg. (Hudic et al, 2011)
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PIBF

Puoc san xuat boi té bao lympho T khi diéu tri voi progesterone
Sy san xuét gia tang v6i su Xam 1an cua las nudi

PIBF mRNA c6 nhiéu trong cac té bao dang ting sinh. (Lachmann et
al, 2004)

PIBF 14 yéu t6 diéu hoa mién dich — ngin chan hoat dong chirc
nang cua té bao lympho.

Ngén chan hoat tinh doc té bao cua té bao NK (Szekeres-Bartho et al,
1997), thdng qua sy mat hat (Faust et al, 1999). Tang san xuat cytokines
Th2 (IL10, IL3 and IL4) (Szekeres-Bartho et al, 1996).

Piéu hoa progesterone thic diy su ngan chan tinh doc té bao cua
lympho (Laskarin et al, 2002). Vi thé, PIBF lién quan dén tac dong
ngan say thai ctia progesterone (Szereday et al, 1997).

Tinh trung hoa ciia PIBF thé hién qua su gia ting 1L12. (Par etal,
2003).

PIBF — Yéu t6 nguy co say thai

(Arck et al 2008)

Subgroup of studied patients Box plots - median, 25th & 75th
percentiles

Whiskers - extreme data points
including outliers (Open circles)

I 000000

PIBF (ng/ml serum x 100)
(6]
1

PIBF thap hon & phu nix sy
thai lién ti€p

Women with normally progressing pregnancy
Il Woman with subsequent spontaneous miscarriage
p <0.05
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Bang ching vé thiéu hut
Progesterone gay say thai

> Cat bo hoang thé trudc 7 tuan gy sdy thai (Csapo va cong
su, 1973)

> Mifepristone phong bé thu thé progesterone.
Gay thai chét luu va bong nhau thai.

> Hoang Fhé khiém khuyét c6 thé san xuét progesterone &
muc thap, khong du cho su truéng thanh cua ndi mac tir
cung, su 1am t6 hodc su hinh thanh banh nhau.

Cam bay trong chan doan

Su tiét progesterone theo nhip. Mau c6 thé
duoc rut ra ¢ nhip dinh hoac thép nhét. Diéu
nay co thé thay d6i 10 1an (Abraham va cong sw, 1974)
Nong dd hormon c6 thé binh thudng, nhung
bat thuong vé mo hoc do thiéu hut thu thé
progesterone

Phoi bat thudng — hCG (gonadotropin nhau
thai nguoi) thip. hCG thap dan dén nong do
progesterone thip

Nong d6 progesterone thap co thé 1a co ché
hon 13 nguyén nhan gay say thai

Do d6 viéc chan doan va diéu tri nén theo thuc
nghiém ‘
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Nguyén nhan gay say thai

> Phoi bat thuong
> Di tat vé giai phau khéng phu hop véi sw séng
> Bat thwong nhiém séc thé
> MOi truong trong co thé nguoi me khong thuan loi

Nhitng kho khan trong chan doan
di1 dang CcAU trac

Vi 70% cac truong hop say thai la do tring bi
t6n hai, khéng thé noi rang liéu phdi méi hinh
thanh ban dau co thé c6 bat thudng vé cau tric
hay khéng.

Philipp va cong su, (2003), soi phoi — di dang ¢
200/233 trudng hop say thai (85%), quai thai
khong nao, thoat vi ndo, nut dot séng, tat Sjll'nh
ngon, dinh ngoén gia, tat thira ngon, tat che ban
tay va khe ho moi

Soi phoi la k¥ thuat tién tién, thuong khong co
san.

Siéu am bo sot hau hét cac di dang
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Nhing kho khan trong viéc xac dinh
karyotyp thai bi say

40% cac ca siy thai tai phat 1a do hién tuong
1€ch boi lé (Carp va cong su, 2009) (hign tuong thé ba,
thiéu mot nhiém sac thé X, hién tuong tam boi)
& chuyén vi & dao ngugc

Thai bi say thuong khoéng duoc xac dinh
karyotyp, viéc chan doan bi bo sot

Thai say bi nhiém ban do roi vao budng vé
sinh

Thai bi say duoc dit trong formalin

Viéc thir nghiém rat ton kém. Khoéng c6 sin
tién.

Diéu tri nguyén nhan gay say thai ¢ nguol me
khong the gilp gi cho mot thai bi sai Iéch
nhiém sic thé khdng phu hop véi su séng.

Chon Progestin nao?

> Do d6, c6 can sir dung bo sung
progesterone khong?

> Néu can, chon progestagen nao?

» Viéc lua chon nén dua trén hic¢u
qua va su tién lgi cho bénh nhan
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Doa say thai

Doa say thai: M& dau

Chay méu trong 20 tuan dau cta thai ky

Tién trién dén say thai trong khoang % cac truong hop (Everett,
1997; Weiss, 2004), hodc c6 thé hdi phuc.

Trong y van cd, khdng cd siéu &m tim thai. Chay méau c6 thé xay
ra sau khi thai chét luu.

Khoéng c6 liéu phap nao c6 thé ctru séng mot phoi da chét. Van dé
la liéu progestin c6 thé anh huong dén doa siy thai véi mot phoi
song hoic chay mau trude khi co thé xac dinh kha ning séng sot
hay khong.
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Progestagen cd tac dung trong doa say
hay khﬁng7 (Wahabi va cong su, Cochrane Database 2011)

Ty s6 nguy co
M-H, Co dinh, Khoang tin cay
(Cl) 95%

Nhém déi twong nghién Thuyc nghiém Dbi chirng
ctru hodc phan nhém n/N n/N

Trong sb Ty sb nguy co
M-H, C6 dinh, Cl 95%

1 Progestogen dudng ung so véi khong diéu tri

El-Zibdeh 2009 15786 15/60 nNsS% Q70[Q37.132)

Pandian 2009 1296 2785 R 500 % Q44 [ 024,082 )

Téng phu (C195%)  27/182 (14,8%) 42/155 (27,1%) ~ 825% 0.54 [ 0.35, 0.84 ]
2 Progesterone d&t &m dao so véi gia duoc

Gerhard 1987 o7 nz e 28% Q33 [001,765)

Palagiano 2004 25 s o 147% Qso[Qi7, 1.45)

. 4142 (9,5%)  9/42 (21,4%) I

Téng phu (CI 95%) 24 197 = 1::1';: ((:A; {g..;; ill.‘;g ll

Téng céng (Cl 95%) : : S P

a0l ol 1 10 100
Thién v& nhém thye nghiém  Thién vé nhém déi chirng

Phan tich tong hop cua tac gia

Thuc hién viéc tim kiém tai liéu y van ddi véi tat ca cac bai béo trong
EMBASE va Ovid MEDLINE®, st dung cac thuat ngit tim kiém —
Progestogen, progesterone micron hoa, 17-OH progesterone, Duphaston hodc
dydrogesterone

Vi‘éc phan tich tong hop chi duoc thuc hién trén sy so sanh cac progestagen voi
di€u tri chuan (nghi ngoi tai giuong hodc dung gia dugc) trong cac thir nghiém
ngau nhién c6 doi chimg (RCT).

1 phén tich bo sung vé progesterone micron hoa doi voi nhing dieu nay trong
phan tich tong hop cua Wahibi

Khéng c6 bao cao nao vé 17-OHP

23 cdng bd 14y tir tai lidu y van vé dydrogesterone.

5 bai bao cao du diéu kién dé dua vao phan tich tong hop, 2 nghién ctru mu doi,
3 nghién ctru nhan md ngﬁu nhién, téng cdng 660 bénh nhan "
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Ty s6 chénh chung (Hiéu ¢ng c6 dinh)

Mghién clu Dydrogesterone Bdi chirng Trong s6 % Tysochénh vari C1 95%
Say thai/Tong 53y thailTong

Enrensikgid, 1967 14172 23781 —— i 0,61 (0,29 d2n13)

Mists, 1967 o7 219 | 02 (0.018%n491)

E-Zibdeh, 2009 15/86 15/50 i 22.00% [ 063 (0,28 dén 1470

Omar, 2005 374 11180 15.00% [ 027 (0,07 d&n 0.35)

Pandn, 2008 12/96 27/95 _al 35,00% [ 036 (0,17 d&n 076)

PHANTICHTANGHOP:  44/335 78325 <> 100% I €47 (.21 ta 0.7)

0,00 oM 01 1 10
Ty 56 chénh (OR) (thang logari)

Tinh khéng déng nhat
Q=246

Gia tri P 0,6514

2 = 0% (CI 0%-79,2%)

Dydrogesterone vs Progesterone dang dat
(Czajkowski et al, 2007).

4% 1 Absolute benefit 5.7% NS

OR =0.57 (95% CI 0.06-4.18)
(Power analysis = 850 patients)

Dydrogesterone Progesterone

2/24 4/29
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Huéng dan cua NICE: 2012

o Progesterone/progestogen déi véi doa say
thali

O nhiéu nudc, nhitng phu nir ¢6 nguy co

say thai s& dugc diéu trj bang
SRR progesterone hozic progestogen nham lam
ey e e g|am nguy co Séy thal. Bﬁng Chﬁ-ng Vé
e — hiéu qua khdng thuyét phuc, nhu:ng dir
liéu tir mot phén tich tong hop vé mot sb
nghién cau nho cho thay progestogen tot
hon gia duoc. Su thiéu cac bang chung
manh mé& lam cho diéu nay tré thanh linh
vue uu tién dé nghién cuau.

NICE clinical guideline 154
idance rice o ucg154

Huéng dan cia RANZCOG: 2013

Déi Vi nhung phu nir cé nguy co say thai, c6 bang

: 1M chang so bo vé giam ty 16 sdy thai véi progestin. Két
s;ggzsa‘f:f;?ne;:rﬁg;ttgggset';tea' luan nay dua trén 4 thir nghiém ngau nhién c6 ddi
. chang (RCT) bao gom 411 phu ntt. Say thai it c6 kha
nang xay ra c6 y nghia khi dung progestin so vai gia
dugc hoac khong diéu tri (ty s nguy co 0,53; Cl 95%:
0,35-0,79), cuing véi khdng c6 bang chitng ndo vé ting
ty 16 xuat huyét truéc khi sinh (APH), ting huyét ap do
thai nghén (PIH), hoic di dang bam sinh. Hai thi

nghiém dwoc bao céo vé dydrogesterone duong ubng
va hai thir nghiém vé progesterone dat am dao. Bing
chirng van con so b va can co cac nghién cuu bd sung
duoc thiét ké tot dé xac nhan nhitng phat hién trén.



http://www.ebcog.org/
http://www.ebcog.org/
http://www.ebcog.org/
http://www.ebcog.org/

Progesterone dat am dao:
Ty s6 chénh chung (Hiéu &rng co6 dinh)

Progesterone Bdi chima, Tv sd chénh véi CI 95%
Nghién ciru Say thailTéng Say thailTang

Gerhard, 1887

636% | 03143 (0,019 3én 8.2735)
Pegleno, 2004 4275% (000 0.4048 (01033 dén 1.5763)
Yassaze 2014 5089% [N ©0.5(0.1547 &én 1.5162)
PHANTICHTONG HOP: 100% (NN 0.4666 (0.1942 G&n 1,0736)

0.1
Ty 50 chénh [OR {theng logsrit)

- Dydrogesterone Ddichimng Trong sé
Nghién ciu Say thai/Téng Sy thaiiTéng %

Ty 54 chénh v&i Cl 95%

Enrenskid, 1867 1] 061 (029 dén 13)
Mistd, 1967

1 0.2 (0,01 dén 4.31)
E-Zibdeh, 2009 T 0.63 (0.26 adn 1.42)
Omar, 2005

1] 027 (0,07 dén 0.89)
Pandisn, 2008 —

U 0.36 (0,17 dén 0.76)
PHAN TICHTONG HOP

Uy 0,47 (0,31 4én0,7)

0.1
0.01

Ty 56 chénh (OR}

3 nghién ctru vé progestogen dat am dap doi voi doa say thai.
Khéng c6 nghién ctru nao cé y nghia thong ké.

Say thai tai phat
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Dich té hoc

- Say thai tai phat: > 3 1an say thai lién tiép (<2 & Bac My
va Nga)

- Ty 1é mac khoang 1% & phu nit trong tudi sinh dé.

1 Pa s6 cac truong hop say thai tai phat khong giai thich
duoc.

Nguyén nhan gay say thai

> Phoi bat thuong
> Di dang cAu truc khdng phu hop véi s sdng
> Béat thuwerng nhiém séc thé

> MOi truong trong co thé nguoi me khong thuan loi
» T cung
Ho6i chirng khang phospholipid (APS)
Chrng wu huyét khdi
Mién dich cung loai
Nhiém trung
Noi tiét
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Xac dinh karyotyp cua thai bi say
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Phan tich tong hop vé sy hd tro cua

Progesterone trong say thai tai phat (RPL)

L Diuti Déi chimg Trong b Bién phap két hop véi
ID nghién ciu Progestogen 53 tré sinh ralTang 86 tré sinh raTang (%) C1956%
Swyer & Daley (1953) MPA 2127 78% 11720 55% 12.99% n 2.8636(0,8086 den 10.1421)
Goldzieher (1964) 17 OHP &8 75% &0 60% 5.17% | 2(02601 d&n 153811)
Le Vine (1964) Implant 1215 75% s 47% 5.48% | 4,5714(0,9032 d&n 23,1367)
Freedman (1970)  Dydrogesteron  12/18 67% 1M3 8% . 1.79% | 24(2,4065 dén 230,7247)
Bl Zibdeh (2005) Dydrogesteron  71/82 87% 34i48 70% 26.82% (I 2,6578(1,0923 dén §,4689)
Kumar et al (2014)  Dydrogesteron 163175 93% 144/173 83% 45.95% W 27385 (1,3481 dén 5,5591)
PHANTICHTONG HOP: 285325 8800 203279 73% 7 100% TN 3,1859 (2,024 d&n 5,0148)
| T T |
01 1 10 100 1000
Tpbde o)

Phan tich téng hop cua tac gia (carp, 2014)

Thuc hién viéc tim kiém tai liéu y vin cua EMBASE va Ovid
MEDLINE®, st dung cac thuat ngit tim kiém — Progestagen,
progesterone micron hoa, 17-OH progesterone hoac dydrogesterone
Céc béo cdo gidi han ¢ dit li€u 1am sang trén nguoi.

* Phén tich tong hop trén céc thir nghiém so sanh, so sanh progestagen
v6i diéu tri chuan (dugc dinh nghia 13 nghi ngoi tai giwdng hoic dung
gia duogc).

Khong tim thiy bao cao thém nao vé MPA, 17-OHP hoic thudc cdy
hodac progesterone micron héa

13 cong bo lay tir tai lidu y van vé dydrogesterone

3 bai bao cao du dleu kién dé dua vao phan tich tong hop, 2 nghlen
curu mu doi, mot ngau nhién, mot ban ngau nhién , mot khong ngiu
nhién, tong cong 509 bénh nhan
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Phan tich tong hop vé su hd trg ciia Dydrogesterongs

trong mo hinh tac dong ngau nhién

Ty s chénh véi Cl 85%

roges terone Bi chimg
Mghién ciru By thai/Téng Sy thaiTong

Kumarva céng sy 12175 1T —— 45,33% I 02656 (01799 Gén 07425
(2014)
B Zibdeh (2005) 182 14148 —— 4013%  Hm 0,3763 (01546 d&n 09155

Freedman (1570} 618 1213 *l 10.54% n 00417 (L0042 d&n 04008

PHANTCHTONGHOR 230275 ](),504 55224 23504 e 100% TN ©.2542 {01335 dén 0.6451)
1 | |
0,001 0,01 o1 1
T 5 chénh {OR ) {thang bgart)

Khéng déng nhat
Q=341

GiatriP 0,18

12 = 41,3% (Cl 0%-82,13%)

Néu diéu trj that bai

7 Néu trong 3 thang dau cua thai ky - xac dinh karyotyp cua
thai bi say hoac soi phoi

11 Néu c6 hién tuong 1éch boi 1& & phoi, 1ap lai viéc diéu tri

11 Trong truong hop hién tu’(_)'ng‘léch boi 1€ 1ap lai = sang loc
hién tuong 1éch boi 1¢é di truyén trudce khi lam t6 (PGS)

11 Néu phdi binh thudng, xem xét cac liéu phap khéc.

0 Néu trong 3 thang giita va 3 thang cudi cua thai ky, soi tir
cung dé tim di dang ttr cung, tang liéu, hodc dung phuong

phap diéu trj khac, vi du budc vong o tir cung.
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Po an toan

Khiém khuyét giai doan hoang thé

© HO tro giai doan hoang thé, (9 nghién cttu, 152 bénh nhan);
(Balasch, 1982; 1983;1986; Vanrell, 1980; Malik, 2000; Gelle, 1965; Sureau, 1964; Taubert,
1969; Vague, 1962)

5 Khéng co tac dung bt loi dic biét nao duoc bao céo,

5 Khéng co truong hop di tit bam sinh nao duoc bao cao.



http://www.ebcog.org/
http://www.ebcog.org/
http://www.ebcog.org/
http://www.ebcog.org/

Doa say thai

(22 nghién ctru, 1380 bénh nhan) (Czajkowski, 2007; Ehrenskjéld, 1967;
Misto, 1967; El-Zibdeh, 2009; Omar, 2005; Pandian, 2009; Vincze, 2006; Bashmakova
2004; Vinokurova, 2009 ;Kalinka, 2005; Kalinka, 2006; Manukhin, 2004; Pelinescu-
Onciul, 2007; Eggimann, 1979; Yamamoto, 1968; Chang, 1962; Gronow, 1985; Ketkar,
2008; Aydar, 1964; Backer, 1962; Gellé, 1965; Jamain, 1969; Sureau, 1964)

Rat it di tat bam sinh. Nhiéu bai bao bao c4o chuyén dé khong co di
tat bam sinh.

Khoéng co su khac biét vé di tat & nhom bénh nhan duoc diéu tri so
v6i nhom doi chirng (EI-Zibdeh and Yousef, 2009; Eggiman, 1979)

o Khoéng thay co tac dung bat loi & ngudi me.

o DYD lién quan vé6i can nang lac sinh cao hon, diém Apgar 1 phat va
ty 16 han ché tang truong trong tir cung (IUGR) thap hon (khdng co
y nghia thong ké - NS)

Say thai tai phat

7 10 nghlén Cl'IU, 99 bénh nhén, (El-Zibdeh, 2005; Freedman, 1970; Balasch,
1986; Chang, 1962; Lopez-L6pez, 1988; Aydar, 1964; Backer, 1962; Gellé, 1965; Jamain,
1969; Sureau, 1964 )

1 Khong c6 sy khac biét vé dj tat so véi nhom dbi chiung &
Zibdeh, 2005)
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DYD: Anh huéng trong san khoa
(El-Zibdeh 2005)

Dydrogesterone, Doi chirng Gia tri P
(n=71) (n=34)

Suy thai 3 (4,2%) 2 (5,8%), NS (khong co
nghia thong ké),

MG lay thai doan dudi (LSCS) 10 (14%), 6 (15%),

Bang huyét sau sinh (PPH) 2 (2,8%), 1 (2,9%)

T vong chu sinh 2 (2,8%), 1 (2,9%)

Tién san giat 5 (7%), 2 (5,8%),

Han ché tang truong trong tr 3 (4,2%), 3 (8,8%),

cung (IUGR)

Xuat huyét truéc khi sinh 4 (5,6%), 3 (8,8%)

(APH)

Sinh non 5 (7,0%), 3 (8,8%),

Di tat bam sinh 2 (2,8%), 1(2,9%)

Tong quan vé di tat bam sinh
(Queisser-Luft, 2009

1 Dydrogesterone da duoc stir dung trong hon 40 nam tai
hon 90 nudc.

- U6c tinh tir nam 1977-2005 khoang 38 triéu phu nit da
duoc diéu tri bang progesterone va hon 10 tri¢u bao
thai da tiép xtc véi thudce.

5 Kinh nghiém 1am sang khdng cung cap bang ching vé
moi lién hé nhan qua gitra Dydrogesterone trong thoi
ky mang thai va di tat bam sinh.
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Su thoal mal cua bénh nhan

Chon Progestin nao?

DP3a dén gid st
dung progestogen
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Which Progestin?

> Progesterone vi hat uéng — chuyén hoa ¢ gan, thiéu
dir liéu vé hiéu qua va nong d6 huyét tuong bién
ddi. (Di Rernzo, 2005)

> Vaginal administration — c¢6 hoat tinh sinh hoc cao,
it tdc dung phu, bénh nhan than phién, khong tién
lgi néu bénh nhan chay mau

> IM: Nong do trong mau tdi vu nhung rat dau va
nhiéu tac dung phu

> DYD: hoat tinh sinh hoc bang duong udng cao, rat
it tac dung phu. Cé nhiéu bang chimg vé diéu hoa
mién dich (PIBF).

Cam on ban di lang nghe

Dydrogesterone cai thién Dydrogesterone ngan
thé tac dung trén tién lwong trong sy thai chan doa say thai tiep
thai nhi séng tai phat. dién thanh say thai.
Progesterone micron héa| | Progesterone micron
— khéng ¢6 bang chirng héa — khéng da bang

ching”.

’

Progestogen chi co

Di dang thai va sai Iéc
nhiém sac thé lam rdi
loan viéc chan doan va
két qua

K:’or;g 0 ct:an dt(;ap Dydrogesterone dem Igi
B V' = thicd sw thoai mai nhidu hon
hut progesterone
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Su hinh thanh di tat

4 tuan —nu cnl
6 tuan — tam ban chan/ban tay, digital rays
7 tuan — xoay
12 tuan — cot hoa
Tat 16 tiéu thap 10 tuan — ranh niéu dao
12 tuan —urethral folds fuse
Di dang mach mau ngoai bién Thay doi

Di tat ¢ néo 4 tuan — dong ong than kinh
5 tuan — ban cau nio
11 tuan — hinh théi vo ndo
Khiém khuyét & tim 4 tudn — 6ng tim va quai
5 tuan — hinh thanh tdm nhi
6 tuan — chia ngin
Khuyét tat vach ngan tdm nhi (ASD) — cho
dén khi sinh
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