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Progesterone treatment for the prevention of

preterm birth

Young Ju Kim, MD

Department of Obstetrics and Gynecology, Ewha Womans University School of Medicine, Seoul, Korea

Preterm birth (PTB) is defined as birth before 37 completed weeks of gestation, which occurs in approximately 10%
of all pregnancies. Prior PTB history and short cervical length (CL) are the most significant predictors of PTB. Prior PTB
history can increase the risk of recurrence of PTB more than two-fold in the next pregnancy. A short CL of less than
25 mm as measured by ultrasound between 16 and 24 weeks of gestation has been shown to be the most reliable
predictor of an increased risk of PTB. Progesterone is one of the few proven effective methods of preventing PTB in
women with a previous history of spontaneous PTB and women with a short CL. Progestins are available in natural
micronized or synthetic formulations for intramuscular or vaginal (tablet or gel) administration. Several studies have
reported that 17 hydroxyprogesterone caproate injection can prevent recurrent PTB in women with a previous history
of PTB. Vaginal micronized natural progesterone has also been shown to be effective in preventing PTB in women
with previous PTB history or with a short CL. At present, we are performing a multi-center, randomized trial in Korea (a
multicenter, randomized, open-label, investigator-initiated trial of vaginal compared with intramuscular progesterone
for the prevention of PTB in high-risk pregnant women: VICTORIA protocol) to compare the efficacy between vaginal
progesterone and intramuscular injection of progesterone in women with a previous preterm history or short CL. This
study will provide important information to both obstetricians and patients on whether a vaginal or intramuscular

regimen is better for prevention of a recurrent PTB.
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Table 1. Summary of randomized controlled trials of P supplement therapy for prevention of PTB in

women with previous PTB history
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P dose &
Study Type of P interval Outcomes & results Age= JAl 285, 335, 355 H|9ke]
Meis et al. [14] IM 170HPC 250 mg weekly  PTB <37 wk: 36.3% vs. 54.9% (P<0.001)
kA o
PTB <35 wk: 20.6% vs. 30.7% (P=0.02) 2ahES AaA7|aL, Aor st

PTB <32 wk: 11.4% vs. 19.6% (P=0.02)
250 mg weekly PTB <37 wk: 32% vs. 60% (P<0.05)

PTB <37 wk: 13.8% vs. 28.5% (P=0.03)
PTB <34 wk: 2.8% vs. 18.6% (P=0.002)

PTB <37 wk: 12% vs. 38% (P=0.0027)
PTB <37 wk: 40% vs. 57.2% (P=0.036)

Saghafi et al. [16] IM 170HPC
da Fonseca et al. [17] Vaginal P tablet 100 mg daily

Majhi et al. [18]
Cetingoz et al. [19]

Vaginal P tablet 100 mg daily
Vaginal P tablet 100 mg daily
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PTB <34 wk: 8.8% vs. 24.3% (P=0.010)

O’Brien et al. [20] Vaginal P gel 90 mg daily
Rai et al. [22] Oral P tablet 200 mg daily
PTB <28-32 wk: 2.7% vs. 20.3%
(P=0.001)
Glover et al. [23] Oral P tablet 400 mg daily

PTB <32 wk:10.0% vs. 11.3% (P>0.05)
PTB <37 wk: 41.7% vs. 40.7% (P>0.05) 017]_

PTB <37 wk: 39.2% vs. 59.5% (P=0.002)

PTB <37 wk: 26.3% vs. 57.1% (P=0.15)
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P, progesterone; PTB, preterm birth; IM, intramuscular; 170HPC, 17-alpha hydroxyprogesterone caproate.

ZAe] ojg ZRALHE
tH14,16—-20,22,23].

7= Table 19 A2k

)

o

>

oll

2,

T

lo
=
o

il

N

2

oo

2]

i

il

oy,
clﬁ

om 95 mm w|gkel O‘&H—é—‘ dpdo 2 170HPC A 22 8}
Ao A Bkt Rt Atolof] F2H9] v - Bz
7]7}5 2ol7} 9lolar, 9Al 37, 343, 323 n|k AR
T Zpo|7} glo] At AIkE B2 Z3lct,
=19 Fetal Medicine Foundationof| A= ¢F 24 OOO‘ﬂgl
AT YRS TR Al 20-2550]) Abg7H 0]
£ HAsto] A7 F4ol7t 15 mm wvkel 413782 Al
I, o] F 250 ZRA|IAHE A4 200 mg A=
I} QJoF o8 FALQ) uljAS SHATH25), o] Atof|A] e
A2HE | Eto] okte] el YAl 345 nlgke] 2AMS
o] feJaHA| Wk
Hassan 5{26]2] PREGNANT ¢17-oj A= AR #1913
& st A7 RE4ol7F 10-20 mmE Frobzl Thel
QRO A ZRA|AEHE 90 mg A X|ZE7- 9o
ke, o] AtollA] 2|FEto] fioktel vlal Al 33,
28F, 355 H|Nke] RARZO] F-oJ5HA| WOkl Aot 5%
LHGTTS vlRS Ao} o] 2hg, APLE 9 1,500 g Bk
SaAAFOHE folstAl At

322 cisteliEslx|

AcH24-26],

1 2lof) e AAlRE e AT
O] Auls AR gele dEedAlel ujsh 2ilo]
o] WAskaL, YAl F710l A Aol a4 897 H
gtk Jeiu AR e e ATlA e aAlelA
ERALEE A Fe RS HIET YAl 5

a7} gl AR et @) )= ARelaskslol A

g QoA ZEALEE ARE A7 HEsicn
222 A3 9l
ol= AHRQInIsts|9| 70| =2}l

20124l ARLIRELE]S] FholSelelo Al Tefe)
Aol ol o] Apeixjel ZAke] F]skele 71 qlAlnol
79l AFg7 R0l o] ofio] Aigio] Al 165
U Aol $R A SUS| HE A 4 2
2B 22 Solsjo} sl £ w

S’J—Eﬂo] 04‘— 01/\] _4 78]—?‘ ?:]/‘\_I 24101] =15} X]-%’—ﬂ‘ﬁ °

Zo]7} 20 mm v]ekel ol ZRAXHE A F

She Al Fgska et gHA 20129 )= ZAEjof
oJg}3]9] 7hol=elRlof A= o] 24| 7|0l Sl

EjAle] Aol dAl 16550014 205 Afo| -8 365714
170HPC 250 mgs LF38liof sy oA RAke] 7192 o]



Kim YJ « Progesterone trial in preterm

Table 2. Summary of randomized controlled trials of P supplement therapy for prevention of PTB in women with short cervical length

Author No. of patients Type of P P dose & interval Outcomes & results
Winer et al. [24] 51 (P) vs. 54 (no treatment)  IM 170HPC 500 mg weekly Mean (SD) time until delivery 76+5 vs. 72+5 day (P=0.48)
Fonseca et al. [25] 125 (P) vs. 125 (placebo) Vaginal P tablet 200 mg daily SPTB <34 wk: 19.2% vs. 34.4% (P=0.02)
PTB <34 wk: 20.8% vs. 36.0% (P=0.02)
Hassan et al. [26] 235 (P) vs. 223 (placebo) Vaginal P gel 90 mg daily PTB <32 wk: 8.9% vs. 16.1% (P=0.02)

PTB <28 wk: 5.1% vs. 10.3% (P=0.036)
PTB <35 wk: 14.5% vs. 23.3% (P=0.016)

P, progesterone; PTB, preterm birth; IM, intramuscular; 170HPC, 17-alpha hydroxyprogesterone caproate; SD, standard deviation; sPTB, spontaneous preterm birth.
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