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Pac diém chinh cua hdi chirtng san khoa

1. Da bénh nguyén
2. Giai doan tién 1am sang kéo dai
3. Anh hwéng nhiéu dén thai/tré so’ sinh

4. Khuynh hwéng mac mét hdi chirng cu thé chiu anh
hwéng cua twong tac gen-moi trweorng va / hoac twong tac
gen-gen phtrc tap lién quan dén kiéu gen ctia me va / hoac
thai nhi .
7 Romero, 1996, Di Renzo 2009, IMFNM



HoOi chirng sinh non

(theo cac dac diém chinh cla cac hoi chirng nay)

1. Nhiéu bénh nguyén lién quan dén sinh Iy bénh nhw nhiém tring / phén tng
viém trong t cung, thiéu mau cuc bé ti& cung, tinh trang cdng qua mdre cda ty
cung, bénh ly tai cé tir cung, réi loan ndi tiét, nhan dién di nguyén bat thuong,
phén trng gidng di tmg

2. Tinh trang bénh Iy "man tinh" cda cé tr cung ngan

3. Co6 lién quan dén thai nhi & nhitng bénh nhan co tinh trang xam nhép cta vi
sinh véat vao khoang 6i

4. Xu huéng st dung co ché bao vé cua vat chu cé thé duoc xac dinh béi
"twong tac gen-moi trweong”

5. "Ban chat thich nghi" cda biéu hi_éfj lam sang da dworc dat ra trong trirong



B ko LI Cé tlr cung bat toan

Uterine Cervical
overdistension disease
Decidual Breakdown of
X SR maternal-fetal
méng 6|‘dém senescence tolerance
Vascular Siress
disorders
Infection 1 (I Unknown

40% tdng sb ca sinh non c6 lién quan dén nhiém tring
80% trwerng hop sinh non <30 tuan c6 bang chirng nhiém tring mang 6i / khoang oi




PHONG NGUA SINH NON:
TRONG NHUNG TRUONG
HOP NAO?



Sinh non: yéu toé nguy co’

Trwore mang thai Trong thai ky

Gen & Di truyén

X . stress va hormones
Chung téc

Tudi Co tr cung ngan
Bénh ly co quan sinh san | 1y cung cang gian qua mire
Bénh nén me Nho6i mau tlr cung-nhau
Yéu to moi treong viém- Nhiem
a thwong di truyén

Tién can sinh non Thai nhi gioi tinh

nam
ién can mo lay thai

> Chin mui co ttp
cung sé&ém

V& 6i no

SINH NON




Sinh non va tién can gia dinh

Co so dit liéu vé khai sinh cua 15 triéu triong hop sinh:
eNguy co sinh non cua me bj sinh non cao hon me duoc
sinh du thdng (OR 1,18)

e Néu me bi sinh non <30 tuén OR tdng lén 2,38

eTién su sinh non cua me co lién quan dén téng nguy co
dj tt bdm sinh trong nhitng Ian mang thai tiép theo (OR

iR ~h2Alhe 1 N77)



Phong ngwa sinh non

e Phong ngtra nguyén phat
Muc tiéu
Giam tan suat sinh non bang cach cai thién strc khoé chung cua
ngw®i me va giam thiéu cac yéu té nguy co trwéc va trong thai ky

Bién phap :

1- Ngwng hat thuéc

2- Tw van dinh dwdng, 16i song.
3- Giam ganh nang céng viéc



Journal of Ep iology and Ce ity Health, 1985, 39, 27-32

=== HARVARD

SCHOOL OF PUBLIC HEALTH
TH.CHAN High liveborn birth weights in the Faroes: a

comparison between birth weights in the Faroes and in
Denmark

The Faroe Islands are located between Norway and Iceland,and the population of about 45000.

CISLLIYE USHIVELY 1 LIS I a1 USS VUUIU 1IUL SAPIAI U CULSIUGE AUIS UILGI GILE. YV 1IGH Staliual uisa v
H is made with respect to discrepancies in maternal age and marital status in the two populations, the

Dr SJ u rd u r F O Ise n difference between their average birth weights is increased by 5% and 9% respectively. A matching
. * for maternal parity yields a difference between the averages which is 23% below the one between

the total populations. Other factors must be responsible. Both environmental and genetic factors
plus the possibility of the Faroes being closer to having an optimal birth weight than other countries

Environmental determinants of birth weight may s dlasedh
occur differently in the Faroes, where fishing and the
fishing industry are predominant occupations, and in
more industrialised and urbanised Denmark,
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Randomised controlled trial of effect of fish-oil supplementation on pregnancy

duration

2, J. Dalby Srensen, MD Prof N.J. Secher, MD M. Hedegaard, MD T. Brink Henriksen, MD H.S. Hansen, DSc

confidence interval 1 -5-6-4) days longer than those in the olive-oil group; the difference in
birthweight was 107 (1-214) g. The effect of supplementation on length of gestation was
influenced by intake of fish and of fish cil: the difference between fish-cil and other groups
was increased by a low fish intake at baseline. Fish-oil supplementation in the third trimester
seems to prolong pregnancy without detrimental effects on the growth of the fetus or on the
course of labour.



Docosahexaenoic acid (DHA, 22: 6n-3)

Co trong ca cé ham lugng mé cao, khéng cé trong dau thuc vat
97% omega-3 0 ndo, 93% o ving mac

Thi€u hut trong thai ky: sinh non, trdm cam sau sinh
Nguon cung cap DHA cla tré: thong qua nhau va sita me
> Phat trién thj gidc va nhan thic cha tré

< Dj &ng, nhiém trung
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OMEGA 3 & SINH NON

Ty 1é sinh non gidm tuyén tinh khi tdng ham luvong s&r dung omega-3 [én ~ 600 mg /
ngay. Phan tich hoi quy tuyén tinh diéu chinh theo thu nhép gitra cac qudc gia chi ra
rang s6 sinh non trén 100 tré sinh séng gidam 1,5 (KTC 95% 2,8 xudng 0,3) cho méi lan
tang 1 SD trong dinh murc tiéu thu omega-3 (383 mg / ngay ).

Két luan: theo céc bang chirng trudc d6 vé mai lién hé nhan qua & mirc d6 cd nhan,
nghién cru cla ching t6i chi ra rang su thiéu hut acid béo khéng bao hoa da néi doi
Omega-3 c6 thé la mdt yéu t6 gdp phan phd bién trong nguy co sinh non. Viéc xem xét
cac murc acid béo khdong bdo hoa da néi d6i Omega-3 ban dau la rat quan trong trong
viéc thiét ké cac bién phap can thiép trong twong lai

Ciesielski TH et al BMJ 2019



cgf Cochrane
~ Library

Cochrane Database of Systematic Reviews

Khoéng can doi hdi thém

nghién cdu: Cac chung
19\,\,’0237 cU da rat Thuyét phuc.

Da dén ldc phai hiéu

e chinh lai cdc Hudng dan
H Igth thuc hanh Iam sang.

Omega-3 fatty acid addition during pregnancy (Review)

lam sinh non som 42%
Giam sinh non 11%
Giam nguy co t&r vong chu sinh
Giam ty 1& nhap hdi strc so sinh
Gidm nguy co can nang luc sinh thap

Evidence No
more

RCT

needed




Docosahexaenoic acid (DHA, 22: 6n-3)

C6 nhiéu trong m& cd, khong cé trong dau thue vat
97% Omega-3 & ndo, 93% & vong mac
Thiéu hut trong thai ky: sinh non, trdm cdm sau sinh

Ngubn cung cdp DHA cla tré: thong qua nhau va
sita me

> Phat trién thj gidc va nhan thirc cha tré

< Dj rng, nhiém trung
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Udc tinh nhu cau acid béo thiét yéu cua
thai nhi trong quy III

M6 nhu cau acid béo (mg/tuan)
(M -6 fattv acids (-3 fattv acids
Nao 40.9 21.8
Tiéu nao 1.78 0.37
Gan 13.5 3.76
M& nau 203 19.6
M& trang 2580 367
Khac 817 34.1
Tomg-toramT—3650 709
Téng/ ngay

552 o
da Clandinin, M. T. et al, EarWHum. Dev 1981



Acid béo khong bao hoa
da noi dbi chuoi dai DHA

Quan trong cho phdt trién ndo

Mang Neuron than kinh

= ) { S
Vong mac
with photoreceptors (colored)




Tac dung cua bo sung DHA cho me

Bang ching cho
thay bo sung DHA
trong quy Il va lli
cua thai ky cai
thién thi luc cho bé
3 thai diém 2 thang
va phat trién ngén
ngld & thai diém 14
thang

40
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25
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15

10

Thi luc cua tré é
thdi diém 2 thana

p<0.03

all

40
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25

Phat trién ngdn ngii cua tré 8
théi diém 14 thana

P< 0.009

l

Words produced

P< 0.002

1
|

Words understood

Adapted from Mulder et al. 2014 PLoS ONE

M Placebo (n=138) M DHA (n=132)




Twong quan giitra bod sung acid béo cho
me v&i phat trién n3o cua thai/tré nhé

* Lwgng DHA trong ché do an cdia nguwdi me anh huwdng
dén nébng d6 DHA cua thai nhi

* DHA la mét thanh phan ciu tridc ca mang déc biét
trong hé than kinh trung wong, anh hudng dén sy
phat trién cda n3o va véng mac

* Sy tich Iy DHA trong ndo cla thai nhi chd y&u dién ra
trong ba thang cudi clia thai ky va tiép tuc vai téc do
rat cao cho dén cudi ndm th& hai cda cudc doi

* Acid béo chudi dai cé thé lam gidm chirng tram cdm
sau sinh &@ me va di &rng & tré nho



"Cau chuyén vé loai ca" két thuc

c6 hau véi nhiing dua tre dudc
sinh ra khoe manh han!
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~~f SAHMR

Information for Health
Care Professionals

Omega-3 long-chain fats to prevent preterm birth
Findings from the 2018 Cochrane Systematic Review

11% reduction in births before 37 weeks of gestation
42% reduction in births before 34 weeks of gestation

In an updated Cochrane systematic
review, scientists from the South Australian
Health and Medical Research Institute
(SAHMRI) have combined all published
randomised controlled trials investigating
the effect of omega-3 long-chain fats
during pregnancy on outcomes for
mothers and babies.

Omega-3 long-chain fats are those most
commonly found in fish and fish oils and
are known as docosahexaenoic acid

(DHA) and eicosapentaenoic acid (EPA).

Key Results

The review showed high-quality evidence
that supplementation with omega-3 long-
chain fats during pregnancy:

® Lowers the risk of having a preterm
baby before 37 weeks by 11% (from 134
per 1000 to 119 per 1000 births).

® Lowers the risk of having an early
preterm baby before 34 weeks by 42%
(from 46 per 1000 to 27 per 1000 births).

A
Healthy Mothers, ./ Health
Babies and Children

\ % Nutrition for
ey, Seamancn acvon wact | Mother - Child

® Reduces the risk of having a low birth weight baby below 2500g by 10%
(from 156 per 1000 to 140 per 1000 births).

The daily dose associated with these benefits is 500 to 1000mg of
DHA+EPA, where at least 500mg is from DHA.

The review includes all trials of omega-3 fats in any form or dose during
pregnancy (including as supplements, food, or advice to consume foods
rich in DHA and EPA). However, most trials used supplements containing
both DHA and EPA. The doses tested in many of the studies were difficult
to achieve using diet alone.

Most of the trials were conducted in high-income countries (e.g. Australia,
USA, England, The Netherlands, Denmark) and included women who were
both at normal and high risk for poor pregnancy outcomes. Almost all
women studied had singleton pregnancies.

A total of 70 randomised controlled trials, involving almost 20,000 women,
were included in the review.

Practice Points

® Women with singleton pregnancies should be offered supplementation
with omega-3 long-chain fats.

® Use a supplement with at least 500mg of DHA. The supplement does
not need to contain more than 1000mg DHA+EPA. There appears to be
no extra benefit of higher doses.

® Start supplementation from 12 weeks of pregnancy.

There is no need to continue supplementation after the birth.

® Currently available omega-3 supplements that contain the doses
suggested by the review cost approximately $25 for a 60-day supply
(about 40c per day).

® For vegetarians, supplements that contain algal oils rather than fish
oils are a good option.

® Currently available prenatal vitamin and mineral supplements usually
contain less than 200mg DHA+EPA so they are not adequate on their

own.

@D FURTHER INFORMATION www.sahmr

arch.org/omega3
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Nhan dién véu t6 nauv co
1-Khéng tién can sinh non
2-Tién can sinh non

3-Song thai



PHWONG TIEN?



Chién lwoc phong ngira




PREIS Progesterone tw nhién dang vi hat cé dac tinh dwoc dong
SCHOOL hoc dac biét giup dwong thai

Parmarent val and - Schod In '
Nscnatzl and Reproducive Medidna

thay d6i ché tiét ndi mac tlr cung, mang rung hda, gian mach (giam ché&
e . D e té€ bao), thic day sy xdm nhap cda nguyén bao nudi ngoai I6ng nhau
Bao vé thai nhi man% dac diém ban di (EVTs) vao mang rung me vdi su tai tao mach mau tai cho °
nguyén
Uc ché& phan &ng viém mién dich tai
nhau cta thai 4

Tang tudi mau tl
cung-nhau3
Giam co bép tlr cung,
trc ché thu thé
oxytocin >®

Progesterone va
Gidm ting chat chiyé’n hda
hoat tlr cung

Dhstel;1 s &

Gynaecology

Su toan ven cla hu thé Progestero — Chin mUi ¢8 ti cung
c6 tlr cung 8 '

CRH \+> D6i khang Prostaglandin

Fanchin R, et al. Hum Reprod. 2000;15 Suppl 1:90-100.
Perusquia M, Jasso-Kamel J. Life Sci. 2001;68:2933-2944.
Lovely LP, et al. J Clin Endocrinol Metab. 2005;90:2351-2356.
lams JD, et al. Lancet. 2008;371:164-175

Vondra S, et al. J Lip Res 2019; 20:1922-1934..

Piette P. Best Pract Res Clin Obstet Gynaecol 2020; 69: 13-29.
1.Norwitz ER, et al. N Engl/ J Med. 2001;345:1400-1408.
2.Druckmann R, et al J Steroid Biochem Mol Biol. 2005;97:389-396.
3.Czajkowski K, et al. Fertil Steril. 2007;87:613-618.

4.Schwartz N, et al. Am J Obstet Gynecol. 2009;201:211.e1-9.

©®NOW;



Thay doi con goé & nhém chirng va nhém
dwoc diéu tri véi P4
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Cd tir cunag bat toan

Cé dién, cum tir “cd tlr cung bét toan” dwoc dung dé chi tinh trang x6a mé co tir

cung khdng dau, dan dén say thai lién tiép & quy Il caa thai ky hodc sinh cwc

Bulging
membranes

Treatment
Cerclage

7 B | W - Dwa vao tién s
‘e = W - Dwa vao dau hiéu
§ ) s Dilated )il | cn A
o e ~siéuam
; ) ‘ ) 1 ‘ Fetal “ \ /d <
O :-: : expulsion — membrane

If left untreated, the dilated cervical canal
Cervical canal becomes manifest in second

may result in rupture of membranes and/or
trimester as dilation of cervical canal fetal expulsion

Suhag et al. Obstet Gynecol. 2015; 126:962-8.
To et al. UOG. 2002;19:475-
7.



Co’ s& cua viéc dat vong nang?

Pessary

The smaller diameter of the pessary is fitted around the cervie and the larger
diameter faces the pelvic floor, thus rotating the cervic to the posterior vaginal
wall and correcting the cervical angle.

A

(A) Inner diameter.

(B) Outer diameter
C

Vagina £ m‘

(C) Lateral view

Tac dung dwa vao kha nang co hoc cia vong Pessary dé ubn cong cb tir

cung vé phia sau, hoi kéo dai cb t&r cung va cling c6 thé thay dbi goc tir
-cO tlr cunaq.




Arabin cervical pessary in women at high risk of preterm birth:
a magnetic resonance imaging observational follow-up study

M. M. CANNIE® 4, O. DOBRESCUG, L. GUCCIARDO G, B, STRIZEK ., S. ZIANEF, E. SAKKASE,

rreret of Rac
pital Bree

SE:10 IM:16

2491380
200624082



Thai phu véi tién can
Sinh non
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Prenatal administration of progesterone for preventing
preterm birth in women considered to be at risk of preterm
birth (Review)

Dodd JM, Jones L, Flenady V, Cincotta R, Crowther CA

THE COCHRANE
COLLABORATION®

Dodd, JM et al. Coch Data Syst Rev.2013, Issue 7. DOI: 10.1002/14651858.CD004947.pub3.



Két cuc chinh
36 RCTs 8523 Thai phu
12515 Tre

> Progesterone so v@i gia duwoc déi véi thai phu cé tién can sinh non tw
phat

Tir vong chu sinh 6 studies N =1453 RR 0.50 [95% C1 0.33 t0 0.75)]
SInh non < 34 tuén 5 studies N = 602 RR 0.31  [95% CI0.14 to 0.69)]
Sinhnon <37tu 10 studies N =1750 RR 0.55 [95% CI10.42 to 0.74)]
Can ning tré <2500 g 4 studies N = 692 RR 0.58 [95% CI 0.42 to 0.79)]
Thoéng khi hd tro 3 studies N = 633 RR 0.40 [95% C1 0.18 to 0.90)]
Viém ruét hoai tir 3 studies N =1170 RR 0.30 [95% C1 0.10 to 0.89)]
Ti vong so sinh 6 studies N =1453 RR 0.45 [95% CI1 0.27 t0 0.76)]
Nhap NICU 3 studies N = 389 RR 0.24 [95% CI1 0.14 to 0.40)]
Statistically significant reduction
1 study N= 148 MD** 4.47  [95% CI 2.15 to 6.79)].

Dodd, IM eraiatistically significantsingreaserin preanasey rolanastionyesks.
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Hiéu qua cua P4 vi hat dwong dat am dao so
o === V0i tiém bap trong hiéu qua gidm tan suat
sinh non nguyén phat & thai phu nguy co’ cao

Before 37 After 37 week
week (preterm) (full term) Total
Pregnancy
outcome n % n % n % XZ p Valuene
Group A 16 20 64 80 80 100 1.42 0.265 5
Group B 22 27.5 58 725 80 100

Group A: vaginal P4 200 mg/day
Group B: .M. P4 100mg every 3" day

Tac dung ngoai y cua Progesterone dudng am dao so véi progesterone tiém bap

Vaginal progesterone Number
Side effects (N=S80) Percentage
Vaginal discharge 8 10,026
Vaginal pruritus 1 8,026
Nausea £ vomiting 2 2,526
Number
Intramuscular progesterone (Nn=80) Percentagse
Bruises at site of injection 12 15,0256
pPruritus at site of injection 10 10,025
Nausea & vomiting (S] 7,525
Hot flushes (=] 7,526

Progesterone dit am dao c6 tac dung gan twong dong v&i Progesterone tiém bap trong dw phong chuyén da sinh non
thai phu nguy co’ cao va déng thoi cé it tac dung phu hon.

El-Gharib MN, et al. J Matern Fetal Neonatal Med 2013



Progesterone dat am dao trong dw phong sinh
non lién tiép

> Hiéu qua hon Progesterone tiém bap

> It tdc dung phu hon

Abdelaziz A, Ellaithy M, Bazeed MF. Acta Obstet Gynecol Scand. 2013;92:215-22
El-Gharib MN, et al. ) Matern Fetal Neonatal Med 2013; 26(7): 716-9



Thieme Medical Publishe 33 Seventh Avenue, New York, 0001, USA.
17-OHPC to Prevent Recurrent Preterm Birth in Singleton -
Gestations (PROLONG Study): A Multicenter, International, Am J Perl natOI 2019

Randomized Double-Blind Trial
Sean C. Blackwell, Cynthia Gyamfi-Bannerman, Joseph R. Biggio Jr., Suneet P. Chauhan, Bre ghes, AMAG P harm

. Hu
Judette M. Louis, Tracy A. Manuck, Hugh S, Miller, Anita F. Das, George R. Saade, Peter Niel I ff Ba k
Oleksandr M. Yuzko, Galyna 1. Reznichenko, Mataliva ¥. Reznichenko, Oleg Pekarev, Nina Tata , Je f

Gudeman, Robert Birch, Michael ). Jazwiakéwiki, Monique Duncan,‘La:lra Williams, JuieK op (Nghlén Cl’lvu duQsC tél tr(.)s)
* Trong va ngoai nuoc My

« |RCT 2:1; 1130 (17-hydr prog) vs 578 (nhém
chirng)

e sinh non < 35 tuan 11 vs 11.5%*

e Bénh suat so sinh 5.6 vs 5.0%
* Khong khac biét ¢ cac diém nghién ctru tai My Online 25-10-2019



DU PHONG SINH NON: VONG NANG CTC

Preterm birth Singleton pregnancies (n=24) Twin pregnancies (n=46)
Pessary Mo pessary Significance® Pessary Mo pessary Significance®
(n=12) (n=12) (n=23) (n=23)
= 2B weeks (n.%) 0 2(179%) ns 0 1(42) ns
=32 weeks (n,%) 0 3(25%) ns 0 T(30%) p<=0.001
=36 weeks (n.%) 0 6 (50 %) <0001 B(35%) 12 (52 %) ns
Interval (days. mean/ 99 67 p=0.0154 25 a7 p=0.001
range) between TWS  (T0-134) (2—130) (43—-129) (21—100)
before treatment or
controls and delivery
Gestational age 38 33+4 p=0.02 35+06 33+2 p=0.02
(weeks+days) at (3a+a—-41) (26-38) (353-37+4) (24+4-3T7+2)
delivery {mean.
range)

*Test: Mann-Whitney

Arabin B. J Perinat Med 2003; 31: 122-133.




Thai ky c6 ho trg sinh san la thai ky c6 nguy co cao khi xét vé két
cuc clia me va thai

» Tat ca cac thai ky ho trg sinh san, bat ké théng qua IVF/ICSI hay
khong IVF, déu dugc xem la thai ky nguy co cao, bat ké sé lugng
thai’.

« Tan suat xuat hién tang huyét ap, tién san giat, ra huyét am dao
cao hon so vdi thai ky tu nhiénz,

« Tan suat sinh non cao hon nhiéu so v4i mirc trung binh cla tat ca
thai ky>.

1.0mbelet W, Martens G, Bruckers L. Pregnant after assisted reproduction: a risk pregnancy is born! 18-years
perinatal outcome results from a population-based registry in Flanders, Belgium. Facts Views Vis Obgyn.
2016;8(4):193-204.

2. Zollner U, Dietl J. Perinatal risks after IVF and ICSI. J Perinat Med. 2013 Jan;41(1):17-22. doi: 10.1515/jpm-
2012-0097.



Thai phu v&i chiéu dai cé tir cung

ungénu



Cac nguyén nhan khac nhau ctia c6 tir cung ngan

Géc 16 trong co tir
cung bat thuwong

cau tric co’ Twéi mau
Thiéu co tlr cung co tir cung | | Con go hoac
Progesterone yéu kém phan wng
viém tai tir
cung
Indomethacin
|F3>° sung Aspirin
rogesterone lidu thip

Vong nang CTC




REVIEW

Preterm labor: One syndrome,
many causes

Rob: 12,35
3

K. Dey,” Susan J. Fisher®

Decline in

Uterine progesterone action Cgrvical

overdistension

Breakdown of
h maternal-fetal

Decidual #
senescence tolerance

4 Stress

Vascular # \
disorders

Infection Unknown

Fig. 2. Proposed mechanisms of disease implicated in spontaneous pre-
term labor. Genetic and environmental factors are likely contributors to each
mechanism.

INCOMPETENT CERVIX AS A CAUSE OF RECURRENT
ABORTION*

INcowpETENcE of the sphincter mechanism of the
uterus is now a well-established cause of habitual
miscarriage in the middle trimester. Since 1957
much literature has accumulated and many
series have been recorded, notably Barter er al.
(1958), Taylor and Hansen (1959), Lash (1961)
and Brandy and Peterson (1961).

The author (McDonald, 1957) reported 70
cases of cervical incompetence treated by a
purse-string suture of silk inserted at the level
of the internal os after dilatation had com-
menced and the products of conception were
being expelled. A success rate of 47 per cent was
achieved. Since then 25 further ligations have
been performed from which 20 infants have
survived. A reason for this significant improve-
ment is carly ligation before cervical dilatation
commences. Briggs and Thompson (1960) report
similar findings. In the latter serics the operation
has been performed at the fourteenth week of
gestation. Of 13 cases recorded in both series,
7 had successful and 6 unsuccessful ligations.
Four patients operated upon unsuccessfully after
extrusion of the ovum had commenced, were

INCOMPETENT CERVIX AS A CAUSE OF RECURRENT
ABORTION*

-
1N A McDowao, M.B., BS.(Melb.), FR.CS.(Eng), MR.CO.G., FRACS.
Assistant Gynaecologist, Royal Melbourne Hospital
Honorary Obstetrician, Footscray and District Hospital

uterus rather than the internal os widens in
cases of late habitual abortion. Insertion of the
constricting ligature at a higher level than is
usual should improve results.

Doubt has been cast on surgical intervention
altering the outcome of pregnancies attributed
to incompetence. Dunn and Dans (1961)
studied 398 patients with middle-trimester
abortions at the Sloane Hospital for Women.
They found that 50 per cent had carried to term
in a subsequent pregnancy without any special
treatment. These results they say approach those
achieved by cervical ligation. Unfortunately they
do not exclude the many causes other than
incompetence which produce late miscarriage.
Only 30 of their cases had two miscarriages or
more, which suggests that the vast majority
were not due to laxity of the cervix at all. The
author on several occasions has ligated success-
fully the incompetent cervix of patients who
have miscarried in a previous pregnancy despite
complete bed-rest, and he is convinced that in
selected cases it offers the only hope for a woman
10 have a baby.
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Does stage of labor at time of cesarean affect risk of subsequen
preterm birth?

Lisa D. LEVINE, MD, MSCE"-", Mary D. SAMMEL, ScD?, Adi HIRSHBERG, MD', Michal A.
ELOVITZ, MD', and Sindhu K. SRINIVAS, MD, MSCE'

'Maternal and Child Health Research Program, Department of Obstetrics and Gynecology,
University of Pennsylvania Perelman School of Medicine, Philadelphia, PA, USA

2Department of Biostatics and Epidemiology, Center for Clinical Epidemiology and Biostatistics,
University of Pennsylvania Perelman School of Medicine, Philadelphia, PA, USA

LG Y ORIGINAL RESEARCH ARTICLE

Full dilation cesarean section: a risk factor for recurrent
second-trimester loss and preterm birth

HELENA A. WATSON‘Q, JENNY CARTER', ANNA L DAVIDY, PAULT. SEED" &
ANDREW H. SHENNAN

"Division of Women's Health, King’s Collage London, St Thomas Hospital, Landan, and *institute for Women's Hesith,
— University College Londan, Landan, UK
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American Journal of Obstetrics and AJOGEE
Gynecology

Volume 171, Issue 4, October 1994, Pages 956-964 -

Ultrasonographic examination of the uterine cervix is better than
cervical digital examination as a predictor of the likelihood of
premature delivery in patients with preterm labor and intact
membranes

Ricardo Gomez, MD® *, Maurizio Galasso, MD®, Roberto Romero, MD* - & , Moshe Mazor, MD?, Yoram
Sorokin, MD?, Luis Gongalves, MD?®, Marjorie Treadwell, MD*
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So sanh cac chién lvoc tam soat

tronﬂ Y khoa

Pap Smear cho ung thw cé tir cung 1140
Nhii anh cho phu nir >50 tudi 543
Nhii anh cho phu niv tir 40 dén 49 tudi 3125
PSA cho ung thw tién liét tuyén 1254

1. Gates TJ, et al. Am Fam Physician 2001;63:513-22

2. Loeb S, et al. J Clin Oncol 29:464-467
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PREIS Tac dung cua progesterone dat am dao
SCHOOL trén sinh non < 33 tuan

Parmanent Intemational and Eurcpean Schoal In Perinatal,
Nscnatal and Repoducive Medidna

Vaginal
Relative risk (fixed) progesterone Placebo Weight Relative risk
Study (95% CI) n/N n/N (%) (95% CI)
Fonseca 2007 —ill— 191114 31112 28.5  0.60 (0.36-1.00)
O'Brien 2007 - 1012 419 2.8 0.40 (0.05-3.13)
Hassan 2011 —-— 21/235 36/223 33.6  0.55 (0.33-0.92)
- &
Cetingoz 2011 < 71 1i4 1.4  0.33 (0.02-6.37)
Norman 2016 —+ 29/133 35118  33.7  0.74 (0.48-1.12)
Combined —’— 70/498 107/476 100.0 |0.62 (0.47-0.81)]
0.05 0:1 02z 0.3 0.5 1 2 3 5 Test for heterogeneity: I = 0%
—e —— . —_ —
Favors wvaginal progesterone Favors placebe Test for overall effect: Z = 3.44, F = 0.0006

KET LUAN: Str dung progesterone dit &m dao cho phu nir don thai khéng c6
biéu hién doa sinh non c6 ¢é tlr cung ngan trén siéu am lam giam nguy co’ sinh
non < 33 tuan, dong th&i cai thién két cuc chu sinh, ma khong cé bat ky anh
hwéng c6 hai nao déi véi sw phat trién than kinh cta tré nhé.

Romero R et al. Am J Obstet Gynecol. 2018; 218(2) :161-180



Anh hwéng clia progesterone dét am dao trén ket
cuc bat loii ciia chu sinh va phat trién than kinh

Piéu tri bang progesterone dat &m dao lién quan dén
viéc giam dang ké nguy co RDS, ty 1& mac va ter
vong so sinh téng hop, can nang lGc sinh <1500
va <2500 g, va nhap NICU (RR ttr 0,47 dén 0,82; 12
= 0 cho tat ca két cuc; mrc chirng ct cao cho tat ca
két cuc). Tan suat tlr vong so sinh 1& 1,4% (7/498) &
nhom Progesterone dat am dao va 3,2% (15/476) &
nhom gia dworc.



THE EPPPIC STUDY: Lancet 2021

= A

gom 31 thir nghiém 1am sang. Cac tac gia da danh gia cac
nghién ctru trén ca don thai va da thai nham so sanh viéc sir
dung progesterone a&m dao, tiém bap va udng véi nhdm chimg
hoac gitra cac nhom vai nhau. So voi nhdm chirng, ca
progesterone dit &m dao va 17-OHPC tiém bap déu l1am giam
nguy co sinh non trudc 34 tuan d6i véi cac truong hop don thai
nguy co cao, giam 22% (RR) d6i véi céac thai ky st dung
progesterone qua duong am dao (9 nghién curu, 3769 thai phu),
va giam 17% doi voi nhitng nguoi st dung 17-OHPC (5 nghién
ctru, 3053 thai phu)



THE EPPPIC STUDY: Lancet 2021

Picu quan trong la nguéng trén ciia khoang tin ciy vurot qua mirc khong cé hiéu
qui, ham y rang 17-hydroxyprogesterone caproate (17-OHPC) “giam sinh non
trude 34 tuan ¢ nhirng truwong hop don thai nguy co cao” khong duoc chap
thuin vi khong dii y nghia thong ké. Két luin sai 1am nay co thé dwa dén hiu
qué nghiém trong, vi 17-OHCP khong dii an toan. Nhiéu bang chirng cho thay,
bao gom ca cac nghién ciru ngiu nhién, 17-OHCP dwa dén dai thao dwong thai
ky véi két cuc xau ciia me va con. 17-OHCP ciing l1am ting kha ning xam nhap
ciia lién cau nhom B (GBS) & me (mdt nguyén nhan pho bién gay ra bénh tat va
tir vong & tré so sinh) so voi viée dung progesterone am dao. Ciing cO sy gia ting
ung thw é con ciia nhirng me dwoce diéu tri bang 17-OHCP, nhw dwoe béo céo tai
hdi nghi thwong nién gan day ciia Hiép hoi Noi tiét (Am J ObGyn 2021)

Di Renzo et al, J Clin Med 2021




Tinh an toan cua Progesterone tiém ba"'p trong thai ky?
chi dinh cua 17-OHP4 caproate tiém bap cho sinh non

> Pwoc FDA chap thuan s dung & thai phu c6 tién cén si

thai nguyén phat

Pau noi tiém dwoc bao cao > 30% bénh nhan

> Rat ton kém: Tiém mai tuan, thwc hién bdi nhan vién y té (Chi phi
trung binh cho méi thai ky: 10,917 USD) !

\4

» Tang nguy co dai thao dwdng thai ky 23 va nguy co ung thw khéi phat
som
> Phan &ng noi tiém(swng, dau, ndi hach*) 4
> Anh hwc’yng dén nong dé Progesterone ndi sinh va tong hgp 17 OHP4>
» hfa g dlnlh 3/4 cua nghién civu PROLONG két qua am tinh 67
presence Oor castor 3
> Cac quan ngai vé s an toan dai han cho tré®  ,..ociine picraption
1. Fried et al. JAMA Intern Med 2 17 DOI:10. 1001/]ama|nternmed 2017.5017. ENVIRONMENTAL ENDOCRINE DISRUPTION IN
2. Rebarber et al. Diabetes Care 2007; 30: 2277-2280. DEVELOPMENT AND DISEASE
e ot e Gytiocol 2017; 216(0): 600.61-600.¢9. Capranze Mas Oontributs & Incrouming Tnoigenss
5. c:psgﬁ CD et al. AmJ grbns]?eltogynecm 2013; 208: 86.1-6. P ﬁff;f;v R er oo AT
6. Blackwell et al. Am J Perinatol 2020; 37(02): 127-136 v, MPH®, Barbara Cohr PI D
7. Nelson et al. Am J Obstet Gynecol. 2021 ; 224(2): 175-186 <., b 2 e . Dallas, TX,
8. Murphy et al. J Endocrine Soc 2021; 5, Suppl 1: A496-497




PREIS  \/ong nang CTC, don thai, CTC ngiin

School

Permanent International and
European School in Perinatal,
Neonatal and Reproductive Medicine

« (Goya 2012 Spain +
* Hul, 2013 Hong Kong -
* Nicolaides 2016 UK/Spain -
e Saccone 2017 Italy +

* Dugoff 2018 USA -



Cac Hudng dan thuc hanh lam sang tai
chau Au khuyén cao can phai dao tao ky
luéng trudc khi cac nha lam sang su dung
Vong nang CTC

THE JOURNAL OF MATERNAL-FETAL & NEONATAL MEDICINE, 2017 Taylor & Francis

https://dol.org/10.1080/14767056.2017.1323860 Taylor & Franci Group

GU'DELINES 'l] Chack for updates

Preterm Labor and Birth Management: Recommendations from the
European Association of Perinatal Medicine

G. C. Di Renzo®, L. Cabero H_ourab, F. Facchinetti, H. Helmer®, C. Hubinont®, B. Jacobsson', J. 5. Jargensen®,
R. F. Lamont™, A. Mikhailov, N. Papantoniou®, V. Radzinsky', A. Shennan™, Y. Ville", M. Wielgos® and
G. H. A. Visser®




PREIS .z :
haidopidon thai véi co tir cung ngan:

Neonatal and Reproductive Medicine Strategy in the prevention

« Progesterone lam giam ty lé sinh non.

 Progesterone lam giam tir vong chu sinh & bé&nh suat so’ sinh

- VOng nang CTC: Bai téong quan chi c6 mét RCT

« — Can phai c6 nhiéu RCT & nhiéu diém NC hon.
G SR,

Abdel-Aleem H. et al. Cochrane Database Syst Rev. 2013; 5:CD007873. doi: 10.1002/14651858.CD007873.pub3.



PREIS
School

Permanent International and
European School in Perinatal,
Neonatal and Reproductive Medicine

Tién can sinh non va CTC ngan

Progesterone dat &m dao hoac khau c6 tir cung dé ngira sinh
non tai phat & phu ntr c6 ¢o6 ttr cung ngan dwéi 25mm?

Céc bang chirng gan day cho thay viéc st dung triing dich progesterone dat

am dao hodc khau cb tir cung c6 thé gidm nguy co’ sinh non & nhém phu niy

6 nYuY, Gasinky nopJat cao,co ca 3 yeu to sau:l\ EILGEL LRI
) '_ ’ i Nguy co <inh nnn lan lai-
e Tién can sinh non nguyén phat (<34 tuan) va <28 tuan: 15-20%.

<32 tuan: 25-30%.

e Co tlr cung ngan (<25 mm) trwdc 24 wks & thai ky hién tai.




» PREIS
School

Permanent International and v
European School in Perinatal

Neonatal and Reproductive I\’Iledicine T i é n ca n S i n h n o n Vé CTC n g é n

OG“E'E‘:"‘:IE Vaginal progesterone vs cervical cerclage Tor the prevention

, of preterm birth in women with a sonographic short cervix,
previous preterm birth, and singleton gestation: a systematic
review and indirect comparison metaanalysis

Khau CTC

Sinh non <35 wks J 33% J 41%

Bénh suat va tir suat chu sinh J 40% J 70%
tong hop J 35% J 27%

Viéc lwra chon phuwong phap diéu tri téi wu cé thé phu thudc

vao tac dung phu, chi phi va lwa chon ctia bénh nhan / bac
si.



chﬁg'osl Phan tich gop mang lwoi

Cuopesnsehoo npernas, (Jarde et al, BJOG 2019)
Sinhnon , <34 tuan <37 tudn So sinh song
thai ky nguy co (tong hop)
* Progesterone dat am dao 0.43 (0.20-0.81) 0.51 (0.34-
0.74) 0.41 (0.20-0.74)

Tién can sinh non
e Progesterone dat am dao 0.29 (0.12-0.68) 0.43 (0.23-0.74)

* Progesterone dat am dao 0.45 (0.24-0.84)
CL<25 mm



An updated systematic review and meta-analysis of 40 trials s
Interventions: Vaginal progesterone, oral progesterone, 17 OH PC, (x\;
cerclage, and pessaries to prevent PTB (N=11 361) \_//

Progesterone dat am dao la bién phap can thiép duy nhat c6 hiéu
qué nhat quan dé phong nglra sinh non & nhirng trdng hop don
thai c6 nguy co néi chung va & nhitng thai phu da sinh non trudgc doé.

= Giam sinh non <34 tuan 57% (OR 0.43, 95% Cl 0.20-0.81)

- Gidm sinh non <37 tuan 49% (OR 0.51, 95% Cl 0.34-0.74)
- GIAM TU VONG SO SINH 59% (OR 0.41, 95% Cl 0.20-0.83).

Jarde A, Lutsiv O, Beyene J, McDonald SD. Vaginal progesterone, oral progesterone, 17-OHPC,
cerclage, and pessary for preventing preterm birth  in at-risk singleton pregnancies: an updated
systematic review and network meta-analysis. BJOG 2019; 126:556-567.



Interventions to prevent spontaneous preterm birth in women
with singleton pregnancy who are at high risk: systematic review

and network meta-analysis
Angharad Care,! Sarah ] Nevitt,”? Nancy Medley,! Sarah Donegan,? Laura Goodfellow,?
Lynn Hampson,? Catrin Tudur Smith,”? Zarko Alfirevic’

Cac bién chirng cla sinh non la nguyén nhan hang dau gay tlr vong so sinh va la nguyén nhan gay ra
35% trong s6 2,5 triéu ca tlr vong trén thé gidi vao nam 2018. Nhiéu tré séng sot c6 thé bi tan tat l1au
dai. Cac tac gia cho rang progesterone am dao nén trd thanh tiéu chi vang dé so sanh.

Progesterone dat am dao hién la phuong phap diéu tri du phong sinh non tét nhat cho phu nlr
don thai khéng cé triéu chirng nhung cé nguy co sinh non cao. Khong cé phuong phap diéu tri nao

khac tot hon.

Care A, Nevitt SJ, Medley N, Donegan S, Good L, Hampson L, Tudur Smith C, Alfirevic Z. Interventions to prevent
spontaneous preterm birth in women with singleton pregnancy who are at high risk: systematic review and network

meta-analysis. BMJ. 2022 Feb 15;376:e064547. doi: 10.1136/bmj-2021-064547.



Prevention of preterm birth <34 weeks (vs placebo or no treatment)

Total studies: 40 RCTs Relative effect Anticipated absolute effect (952 Crl) Certainty Interpretation
Total participants: 13310 (952 Crl) of evidence of findings
Without With Difference
intervention intervention
Vaginal progesterone 0.50 191 per 1000" 96 per 1000 95 fewer per 1000 High
(9 RCTs; 3023 participants) (0.34 to 0.70) (126 fewer to @
Network estimate 57 fewer)

Perinatal death (vs placebo or no treatment)

Total studies: 30 RCTs Relative effect Anticipated absolute effect (95% Crl) Certainty Interpretation
Total participants: 12119 (95%Crl) of evidence of findings
Without With Difference
intervention intervention
Vaginal progesterone 0.66 47 per 1000* 31 per 1000 16 fewer per 1000 Moderate
(7 RCTs; 3499 participants) (0.44t0 0.97) (26 fewer to due to @
Network estimate 1 fewer) imprecisiont

© Clear evidence of benefit; evidence graded moderate or high
quality
Chi c6 Progesterone dat am dao c6 lién quan dén viéc giam hdi chirng suy hd

hap, nhiém trung huyét, viém rudt hoai ttr va nhap NICU cho tré so sinh so véi
nhém chuang.



Ban dang nol
rang
progesterone tv
nhién c6 thé
NGAN NGUA
sinh non?
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S0 sanh vo¢i cac can thiép khac trong Y hoc chu
sinh / San khoa

San giat 0.41 (0.29-0.58) 100 (50-100)

Bai nio 0.69 (0.55-0.88) 52 (31-154)

Suy hd hap 0.66 (0.59-0.73) 11 (9-14)

0.69 (0.58-0.81)

22 (16-36)

T vong so’ sinh

NNT: Number Needed to Treat
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PREIS Tacdung cua progesterone dat am dao

SCHOOL trén sinh non trong song thai

cuctve Med

P

Vaginal Placebo/mo
Relative risk (fixed) progesterone treatment Weight Relative risk
Study (95% CI) (n/N) (22/N) (%) (95% CI)
Fonseca (2007)5% - 3/11 7113 2.9 0.51 (0.17—1.50)
Rode (2011)56 - 3/7 5/14 5.2 1.20 (0.40-3.63)
Cetingoz (2011)65 1/5 1/2 2.2 0.40 (0.04-3.74)
Serra (2013)67 3/5 1/1 3.5 0.78 (0.27-2.22)
Brizot (2015)58 = 9/15 4/6 8.8 0.90 (0.45-1.81)
El-Refaie (2016)57 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)
0.05 0.1 02 03 05 1 > 3 s 10 Test for heterogencity: I2 = 0%

. Test for overall effect: Z = 2.44, P = 0.01
Favors vaginal progesterone Favors placebo/mo treatment

KET LUAN: St dung Progesterone dit am dao trén thai phu song thai
khong c6 triéu chirng nhwng c6 ¢d tl cung ngan trén siéu am trong ba
thang gitra thai ky lam giam nguy co’ sinh non & th&i diém <30 dén <35
tudn, giam tr vong va bénh tit so’ sinh, khong cé bat ky anh hwéng cé
hai ddi v&i sw phéat trién than kinh & tré em.

Romero R et al. Ultrasound Obstet Gvnecol 2017: 49(3): 303-14



Reports of Major Impact A

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; Laia Pratcorona, MD; Carme Merced, MD; Carlota Rod6, MD;
Begona Munoz, MD, PhD; Miquel Juan, MD; Ariadna 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

Am J Obstet Gynecol 2016



FIGURE 2

HEN
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Kaplan-Meier plot of probability of continued pregnancy without delivery among patients receiving
cervical pessary compared with expectant management group.

Goya et al. RCT of cervical pessary in twin gestations with short cervix. Am ] Obstet Gynecol 2015.
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Yéu t6 nguy co’ sinh non Odds Ratios

Tién can sinh non &

Tang huyét ap/ Tien san giat

Pai thao dwong
Tudi me

BMI

Cham soc tién san
Hoc van- déi nghéo
thai gi®i tinh nam
M6 lay thai

N

Nguy co’ ¢a nhan cao
Tan suat thap hon trong dan sé

-

Nguy co’ ca nhan thap
Tan suat cao hon trong dan sé

| Ferrero. Di Renzo et al PlosOne 2016 |



* Poorly understood mechanism

* 2/3 associated with risk factors
without biological basis

* Factors that are not amenable to
clinical factors

* Prediction only picks up <50%

Preterm Labour

Decline in

Uterine progesterone action Cervical
overdistension osese
oo Breakdown of
ecidual =) & maternal-fetal
senescence tolerance
Vascular Stress
disorders = -
L 8
Infection \ ! ) Unknown

* EARLY IDENTIFICATION OF RISK FACTORS
* TIMELY DIAGNOSIS
* IDFNTIFYING FTIOIOGY

Evidence Based Practice

* Eliminate early elective
deliveries

* Progesterone for previous
preterm birth

* Regulated ART and SET
* Eliminate maternal smoking

* Pregnancy spacing > 18 months

reTan:

laborDay |
Came Early )

Detecting preterm lobor

ond what fo do when ‘
y

you have it

* PROPHYLACTIC PHARMACOLOGICAL THERAPY
* ROLE FOR TOCOLYSIS

IC11IAI/ A NI AR TA ANTIAAICT ALITAAL AR

* FIGO Best Practice

* Vaginal Progesterone for short
cervix

* Aspirin for pre eclampsia and
preterm birth

Omega 3
supplementation



Phong két cuc xau cho thai ky vé&i Progesterone
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Hanh trinh kham pha thwe sw khéng phai & ché tim
kiem nhirng mién dat m&i ma la c6 cap mat nhin mé&i
Marcel Proust, 1923




i = = > S - 5

~ == , < PREIS
uropean School in Perinatal, == ¥ ¥ Y o ;. _&

Neonatal and Reproductive Medicin A X T F

SEHRI@®]

s da n ke n:::?—_t‘ﬁ:gl: tack tB$Bkka Bdenmg =

a>D
Cria El/ll6o {aafetai lava ; magoaai an JB misaotra malundn —
= = XIos dankie 5= == xeana
S = = ——= asante manana
- Te— e =
= CQE =
enkosi .

dzigkuje = ""e'”i}"'h“m“Chfﬂak’"'g'g"@{" :
kﬂp e k[;ﬁl’ajgﬂ raibh maith aga
obrigado=~3= Sk riya’

Neyatls
0t
ko 20

=

ko

mesi § = = menn grazie  AN0A0 = daku;em rugare:
= najis tuke anemi ot S
= am 52t hammts E '3h‘“3 -3 diolch dhanyavadagaly w . shuliys == P
(STRI® HATaATG —

anso=EETC]

www.preischool.com
giancarlo.direnzo@unipqg.it



mailto:giancarlo.direnzo@unipg.it
mailto:giancarlo.direnzo@unipg.it

