Vong nang cd tlr cung so v@i progesterone dat
am dao trong phong ngtra sinh non & thai phu
mang song thai c6 chiéu dai co tlr cung <38 mm:

mot thr nghiém ngau nhién c6 nhém chirng

} Nguyén Khanh Linh
- Nhom nghién ctru vé sinh non
BV My Biic




Gigi thieu
15 triéu tré sinh non trén toan thé gidi moi nam

Ti 1 sinh non tai Viét nam ding thtr 21 trén the
0idi (9,4%), ti 1& tré chét lién quan dén sinh

non dimg thr 36 trén thé gidi

Song thai va CTC ngan 1a yéu t6 nguy co doc

; 1ap cua sinh non
R

lams et al,-1996; Saigal and Doyle, 2008; Martin et al, 2015




Progesterone am dao vs. gia dwoc ¢ phu

song thai CTC ngan

~

nw

Vaginal Placebo/no
Relative risk (fixed) progesterone  treatment Weight Relative risk
Study (95% ClI) (n/N) (n/N) (%) (95% ClI)
Fonseca (2007)54 = 3/11 7113 9.9 0.51 (0.17-1.50)
Rode (2011)86 3/7 5/14 5.2 1.20 (0.40-3.63)
Cetingoz (2011)63 = 1/5 1/2 2.2 0.40 (0.04-3.74)
Serra (2013)¢” = 3/5 11 3.5 0.78 (0.27-2.22)
Brizot (2015)68 o= 9INs 4/6 8.8 0.90 (0.45-1.81)
El-Refaie (2016)6° o 31/116 44/108 70.4 0.66 (0.45-0.96)
Combined ‘ 50/159 62/144 100.0 0.69 (0.51-0.93)
!
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Favors vaginal progesterone
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Test for heterogeneity: I = 0%

Test for overall effect: Z = 2.44, P = 0.01

Favors placebo/no treatment

sinh non <33 wks (n=303)

Romero etal, 2017

Progesterone am dao lam giam co6 y nghia




Vong nang vs gia dwoc trong song thai
CTC ngan

Cervical pessaries for prevention of preterm birthinwomen @ % ®
with a multiple pregnancy (ProTWIN): a multicentre, o
open-label randomised controlled trial

Sophie Liem, Ewoud Schuit, Maud Hegeman, Joke Bais, Karin de Boer, Kitty Bloemenkamp, Jozien Brons, Hans Duvekot, Bas Nij Bijvank,
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Marko Sikkema, Jan Sporken, Harry Visser, Wim van Wijngaarden, Mallory Woiski, Mariélle van Pampus, Ben Willem Mol, Dick Bekedam

Cervical pessary to prevent preterm birth in women with twin
gestation and sonographic short cervix: a multicenter
randomized controlled trial (PECEP-Twins)

Maria Goya, MD, PhD; Maria de la Calle, MD, PhD; Laia Pratcorona, MD; Carme Merced, MD; Carlota Rodé, MD;
Begofia Muiioz, MD, PhD; Miquel Juan, MD; Ariana Serrano, MD; Elisa Llurba, MD, PhD; Teresa Higueras, MD, PhD;
Elena Carreras, MD, PhD; Luis Cabero, MD, PhD, on behalf of the PECEP-Twins Trial Group

OBSTETRICS

Cervical pessary placement for prevention of
preterm birth in unselected twin pregnancies:
a randomized controlled trial

Liem et al, 2013
Kypros H. Nicolaides, MD; Argyro Syngelaki, MS, RM; Liona C. Poon, MD;
Catalina de Paco Matallana, MD; Walter Plasencia, MD; Francisca S. Molina, MD; G oyae tal > 2016
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Vong nang vs. progesterone am dao

*Chua c6 két luan 16 rang vé hiéu qua du phong
sinh non cua vong nang CTC va progesterone
am dao

«Chua c6 nghién ctru ndo so sanh tryc tiép vong

nang CTC vo61 progesterone am dao trong du

phong sinh non trong song thai c6 CTC ngan




Muc tieu

So sanh hi¢u qua du phong sinh non
trong song thai CTC ngan cua vong nang CTC

va progesterone dat am dao




Phwong phap

* Thir nghiém lam sang ngau nhién c6 nhom

chirng, don trung tam
 HO1 déng dao dac: 09/15/Db-BVMD

» SO ding ky trén ClinicalTrial: NCT 02623881




Poi twong nghién ctru

Tiéu chuan nhan
 Song thal (mdt hoac hai banh nhau)
- 16 — 22 tuan
« CTC <38 mm




Poi twong nghién ctru

Tiéu chuan loai
» <18 tuoi
e Tién s phau thuat trén CTC
» Hoi chirng truyén mau song thai
» Thai lwu/bat thwdng bam sinh nang
* Khau CTC
» Triéu chirng doa say thai hodc doa sinh non
} - Tiét dich am dao lwong nhiéu
k « PDang viem am dao / CTC




Sang loc

Thai phu mang song thai 16-22 tuan: Pugc do chidu dai
CTC bo1 hat BS ¢6 chirng nhan cua FMF

Sau khi siéu am:
« Pwoc NHS hoac BS sang loc tiéu chuan
nghién ctru
» Cung cap ban thong tin vé nghién ciu va
déng thuan tham gia nghién ctru

;  Duoc thao luan va dat cau hoi voi NCV
-




Phan bd ngau nhién

Vao nhom vong nang CTC hoac progesterone am dao vol

tile 1:1
Phan b6 ngau nhién bang phan mém may tinh bdi 1 bén

thr ba vo1 block 2, 4 hoac 8

A




Can thi¢p
Vong nang Arabin
* Puogc dit trong vong 1 tuan sau khi phan bo ngau nhién
* Chi c6 2 BS c06 kinh nghi€ém tham gia dat vong
Progesterone
« Cyclogest 400 mg, mdt lan mdi ngay
e Bit dau tir ngay phan b ngau nhién
e Tuan thu dung thudc duoc ghi nhan vao mdi 1an kham
Theo do1
1 «  Panh gia lai vao 2 tuan sau khi tham gia NC
- . Ngung can thiép vao 36 tuan hoic khi sinh

* —Neéu c06 doa sinh non: diéu tr1 theo phac dé tai cho




Két cuc
Két cuc chinh:

e Sinh non <34 tuan
Két cuc phu:

o San khoa (sinh <28, < 32, <37 tudn, khoi phdt chuyén da, PP
sinh, sinh song, sir dung thudc giam co/corticosteroids, s ngay
nhdp vién do sinh non, nhiém trung oi, bénh [y me)

SO sinh

e Phirc hop: tir vong chu sinh, nhdp NICU, xudt huyét ndo thdt, suy hé
hap, viém rudt hoai tir, nhiém trung so sinh
» Can nang, can nang <1500 g, <2500 g, bat thuwong bam sinh, Apgar 5
k phut, Apgar 5 phut <7

e Tac dung phu ( tiet dich am dao, sot, nhiém trung, dau bung,
dat lai vong, hoai tir/ vo CTC)




Co mau

Ti 1& sinh non <34 tuan ctia song thai c6 CTC <38 mm tai

BV My Duc la 28,4%

Pé phat hién su khac biét vé ti 1é sinh non <34 tuan gilra
hai nhom 1a 14%, can 290 d6i tuong

Power: 80%; Alpha-error: 5%; Ti 1& mat mau: 10%

Phan tich phan nhoém cho 4 khoang tr phan vi cua chiéu

wmdal CTC




Sang loc

S6 ca sang loc (n=1113)

v

Péi twong phu hop (n=342)

v

Phan ngau nhién (n=300)

03/2016 — 06/2017

O xa (n=17)
Mubn khdu CTC (n=25)

/\

~
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Arabin (n=150) Progesterone (n=150)

0 ngau

V'
n

|

nhién

Phanb
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1 ca diéu tri thém voi
progesterone (n=1)

6 ca khau CTC
1 ca dat Arabin

l

Mat dau (n=2)*

Theo do6i

Mat dau (n=1)*

l

tich

Phan

l

Phan tich (n=148) Phan tich (n=149)

*\/a0 19,5, 33 va 34 tuén



Pac diém nén

Pic didm Arabin Progesterone
: (n=150) (n=150)

Tudi me luc tham gia NC (ndm)
BMI trung binh (kg/m?)
Conso—n (%)
Tién st sinh non —n (%)
Dang thu thai —n (%)
Thai tw nhién
Kich thich budng trirng
Hé tro sinh san
- Song thai hai banh nhau —n (%)
Tudi thai luc tham gia NC (tuén)
 Chiéu dai CTC luc tham gia NC (mm)

31.7+5.2

21.2+2.6

125 (83.3)
0 (0)

5 (3.3)
6 (4.0)
139 (92.7)
142 (94.7)

17.5+1.5

309+4.5

32.1+4.9

20.9 % 2.0

135 (90.0)
6 (4.0)

2 (1.3)
5 (3.3)
138 (92.0)
146 (97.3)

18.0+1.8

31.7+x4.1




Sinh non <34 tuan

Progesterone | Nguy co’ twwong

doi (95% Cl)

SN <34 tuan 24 (16.2) 33 (22.1) 0.73 (0.46 —1.18) 0.24




Puwdng cong Kaplan-Meier: So6 thai phu chwa sanh

Participants Remaining Pregnant (%)

100% + it + et rrrr
75% 1
50% A
259% - —— Vaginal progesterone
= += Cervical pessary
0%

105 112 119 126 133 140 147 154 161 168 175 182 189 196 203 210 217 224 231 238 245 252 259 266 273 280 287
Day of Gestation at Delivery
Number at risk
Vaginal progesterone 1150 150 150 150 150 149 147 147 146 145 145 145 144 143 142 140 139 137 130 117 101 91 58 18 2 0 O

Cervical pessary {150 150 150 149 149 148 148 147 145 144 143 141 140 140 140 139 138 134 130 124 117 104 75 13 0 0 O

105 112 119 126 133 140 147 154 161 168 175 182 189 196 203 210 217 224 231 238 245 252 259 266 273 280 287

(HR 0.93 95% CI 0.73 — 1.17, logrank test p=0.53)




Két cuc thai

Arabin Progesterone
RR (95% Cl)
(n=148) (n=149)

Sinh non <28 tuan 9 (6.1) 7 (4.7) 1.29 (0.50-3.38)
‘Sinh non <37 tuan 73 (49.3) 91 (61.1) 0.81 (0.66-0.99) 0.05 ‘
Sinh séng 143 (96.6) 144 (96.6) 1.00 (0.96-1.04) 0.99

Tac dung phu @ me

‘ Tiét dich &m dao 104 (70.3) 36 (24.2) 2.91(2.15-3.94)  <0.001 ‘
Ngtra 4 (2.7) 8 (5.4) 0.50(0.15-1.64)  0.38
Viém éam dao 5(3.4) 7 (4.7) 0.72(0.23-2.21) 0.77
Sot 0 (0) 0 (0) - -
Kho chiu 25 (16.9) 16 (10.7) 1.57 (0.88-2.82)  0.13

Pau 6 (4.1) 2 (1.3) 3.02(0.62-14.72)  0.17




Keét cuc so sinh*

Arabin Progesterone RR
(n=296) (n=298) (95% Cl)

SPI?]‘;;C hop ket cuc chu 55 (18.6) 79(26.5)  0.70 (0.43-0.93)
Thai luu 14 (4.7) 13 (4.4) 1.08 (0.5-2.36)  0.85
Ttr vong so sinh 7 (2.4) 4 (1.3) 1.76 (0.52-6.15)  0.38
Suy hé hép 32 (10.8) 51(17.1)  0.63(0.37-0.94) 0.03
Xuat huyét ndo that 3(1.0) 2 (0.7) 1.51(0.25-9.14)  0.69
Viém rudt hoai te 8 (2.7) 18 (6.0) 0.45(0.18-1.01)  0.07
Nhiém trung ssinh 17 (5.7) 33(11.1)  0.52(0.27-0.90)  0.03
Nhap NICU 39 (13.2) 66(22.1)  0.59(0.35-0.82) 0.01
Can nang (g) 2315+ 611.6 2236.2+ 592.4 - 0.11
Nhe can <2500 g 143 (48.3) 181 (60.7)  0.80(0.44-0.84) <0.001

Bat thworng bam sinh 1(0.3) 4 (1.3) 0.25(0.03-2.24)  0.37




Phan tich duo1 nhom CTC <28mm

Arabin | Progesterone .
e | I R RRea | b

SN <28 wks 4(12.1) 4 (18.2) 0.67 (0.19-2.39) 0.7

SN <34 wks  8(24.2) 12 (54.5)  0.44(0.22-0.91) 0.04

SN <37 wks 16 (48.5) 18 (81.8) 0.59 (0.40-0.89) 0.02




S6 thai phu chua sanh phén tich & dudi nhém c6 CTC <28 mm

Cervical length at randomization [18-28)mm
100%

75% 1

50% 1

259, - —+— V/aginal progesterone

Participants Remaining Pregnant (%)

= += Cervical pessary

0% 1

105 112 119 126 133 140 147 154 161 168 175 182 189 196 203 210 217 224 231 238 245 252 259 266 273 280 287
Day of Gestation at Delivery
Number at risk
Vaginal progesterone {23 23 23 23 23 22 21 21 20 20 20 20 20 19 19 18 18 17 15 11 7 4 4 2 0 0 O
Cervical pessary{34 34 34 34 34 34 34 33 32 32 32 31 30 30 30 30 30 29 28 25 24 20 17 6 0 0 O

105 112 119 126 133 140 147 154 161 168 175 182 189 196 203 210 217 224 231 238 245 252 259 266 273 280 287

HR 0.52, 95% CI 0.29 to 0.94, logrank test p=0.03




Két cuc so sinh* & phan nhom CTC <28 mm

Arabin Progesterone

(n=66) (n=44) RR (95% Cl)

Két cuc

Phirc hop két cuc

chu sinh 13 (19.7) 26 (59.1) 0.33 (0.07-0.40)  <0.001
Thai luu 4(6.1) 7 (15.9) 0.38(0.09-1.24)  0.11
Ttr vong so sinh 3 (4.5) 0 (0.0) - -
Suy hé hép 7 (10.6) 16 (36.4) 0.29 (0.08-0.56)  0.002
Xuét huyét ndo 2 (3.0) 1(2.3) 1.33(0.12-15.28)  0.99
Viém ruét hoai ttr 2 (3.0) 6 (13.6) 0.22 (0.04-1.03)  0.06
Nhiém tring 5(7.6) 10 (22.7) 0.33(0.09-0.88)  0.04
Nhap NICU 9 (13.6) 19 (43.2) 0.32(0.08-0.52)  0.001
+ +
H <2500 g 32 (48.5) 35 (79.5) 0.61(0.10-0.58)  0.001
Bat thwong bAm sinh~ 0(0.0) 1(2.3) - -




Két luan

O nhirng thai phu song thai cd6 CTC <38 mm, vong nang CTC:
« khong giam ti 1 sinh non <34 tuan

e khong cai thién két cuc so sinh

O nhiing thai phu song thai c6 CTC <28 mm, vong nang CTC :
e giam ti ¢ sinh non <34 tuan

e ca1 thién két cuc so sinh
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