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Appendix 1. Characteristics of included patients.

HcTounnk Jn3aitn N Kpurepuun Kputepuu Ha3znauennas Cpoxku Havaja HMT', pexxum ACK, pexxum | IlepBrnunbie| [{omosHHTEIbHBIE OcHOBHbBIE JlonoJiHUTEIbHbIE
HccJIeno BKJII0OYeHHS HCKJIIOY eHHsI Tepanus Tepanuu J03HPOBAHHS J103MPOBAHMS HCXO/bI HCXObI Pe3yIbTaThI Pe3yabTaThI
Reference BaHMsA (4acTora
Study Inclusion criteria Exclusion Assigned Timing of LMWH, ASA, dosage Ptimary Secondary HACTYIUIEHHUsI Additional results
design criteria therapy therapy initiation dosage regimen outcomes outcomes NEepBUYHOIO
regimen HCXO0a)
Main results,
(incidence of
primary
outcome)
Groom K. PKU 149 * OHOIUIOHAS * ADC IlepBas rpymmna Tepanust DHOKCanapuH: 100 mr 119, 3PI1, « [TociepooBoe Yacrora Bropuunsie ucxost
M. etal., 0epeMeHHOCTh . NpUHKAMAJIA HaunHamack cpasy | 40 mr (4000 TepopaIbHO OII, BI'TI KPOBOTEYEHHE NIEPBUYHOTO CTaTHUCTUYECKH HE
2017 [7] RCT » Hanunuue B IIpoTuBOMNOKa3a | MOHOTEpPAIHIO rnocie ME) noakoxxHO | OIUH pa3 B * HeonaranbHas HCXOJa: TPyNIa | pa3auyaluch MEXIy
anamuese [TAO: HUS K ACK (n=172), paHIoOMH3aLUT OJIVH pa3 B CYTKH PE, FGR, CMEPTHOCTh JHOKcCaIapuHa rpymmnamu. Ciygaes
—IID (TpeboBaBImast | MPUMEHEHUIO Bropas (n=77) | (mexmy 6"°m 15" | cyrtkn PA, IUFD « ITP (poss! Ha 18/72 (2 5%) KPOBOTEUEHUS WIN
ponopaspemenus 1o | HMIT umn ACK - HEJeNAMH) U 100 mg per cpoke oT 25 110 36 VS. TPYIIIBI TPOMOOIUTOTIEHUH
37 Henens); * TAT wimn I1D KOMOWHHPOBaH npojoipKaiack 1o | Enoxaparin: os once daily HeJeNb) KOMOWHUPOBaH He HabII0aaI0Ch
— 3PII ¢ Becom npu B aHaMHe3e 0e3 HYIO TEPANHIO poaopaspermeHus 4000 IU (40 * Masslit pazmep HOM Tepanuu
poxaeHuu < 5-ro CephE3HBIX (ACK + mg) 1012 JUISt TAHHOTO 17/77 (22,1 %) No inter-group
MIPOLIEHTHUIIS; HeOJIaroNpusTH | YHOKCAINlApHH) Therapy was subcutaneously cpoka (coul = 1,19; significant
— BI'TI > 20 Henens BIX UCXOJIOB initiated once daily OepeMEeHHOCTH 95 % AN = difference in
immediately after (menee 5-ro 0,53-2,64). He secondary outcomes.
« Singleton Group 1 randomization TIPOLIEHTUIIS) obu10 BeIBIIEHO | No cases of bleeding
pregnancy * APS received ASA (between 6™ and * TpOMOOIIMTOIICHHST | PA3NIMYMil HUTIO | Or severe

* History of PAO:

— PE requiring
delivery before 37
weeks;

— FGR with birth
weight < Sth
percentile;

—IUFD > 20 weeks’
gestation

Contraindicatio
ns to the use of
LMWH or ASA
* History of or
PE without
severe adverse
outcomes

monotherapy (n
=72), group 2
n=177)
received
combination
therapy (ASA +
enoxaparin)

1576 weeks of
gestation) and
continued until
delivery

y Matepu
* Postpartum
hemorrhage

* Neonatal mortality

* PB (delivery

between 25 and 36
weeks of gestation)

* Small for
gestational age
infant (< 5th
percentile)

OJIHOMY U3
BTOPUYHBIX
roKaszaTenei
3¢ eKkTUBHOCTH
Primary
outcome
incidence:
enoxaparin
group 18/72 (25
%) Vs.
combination

thrombocytopenia
were observed
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* Maternal
thrombocytopenia

therapy group
17/77 (22.1 %)
(AOR =1.19;
95 % CI=
0.53-2.64). No
differences for
any secondary

efficacy
outcomes
observed
Llurba E. et | PKU 278 | « XKenmmHsl ¢ * Tpombodumus | Ilepsas rpynma | Tepamus DHOKCalapuH: 115, 3PII, * Macca tena npu YacroTa Bropudnble ucxoast
al., 2020 OJIHOTLIOTHOM (u3BecTHAs rnoJtyyasa HavMHaiach B | 40 mr (4000 OIl, BI'TT pOoXXaEeHHU < 5-T0 NIEPBUYHOTO CTATHCTUYECKH HE
[8] RCT 6epeMEHHOCThIO HacCJIeJICTBEHHA MOHOTEPIHIO TpUMECTpE, ME) noaxoxHO TPOLEHTUIIS ucxona: 50/144 pa3IuyaInuch MEXy
* Hanmune B S WIN JHOKCAllapuHOM | Mexnay 6-if u 12-# | onuH pa3 B PE, FGR, « [IP (< 37 Henenn) (34,7 %) B rpymnamu. Ciygaes
aHaMHe3€e TSHKEIbIX npuobpereHHas | (n = 144), HEACISIMHI CYTKH PA, IUFD * [lepunaTaibHast rpynne HMI™ u KPOBOTEUYEHUS WU
TTAO Bo Bpemst , BKJIIOYast BTOpas — 6epeMEeHHOCTH, 1 CMEpPTHOCTh 43/134 (32 %) B | TpOMOOLMTONIEHUH
npeablyIei ADC) wianedo (n = npozpoipkanack o | Enoxaparin: * [TocneponoBoe KOHTPOJIbHOM He HaOII01aI0Ch
GepeMEHHOCTH: * [TorpeOHOCTD 134) 36-ii Henenu 4000 IU (40 KPOBOTEUCHHE rpymie (p =
— spkenas [19 B 6GepeMEHHOCTH mg) * TpomGoumronenus: | 0,64; COL = No significant inter-
(TpeboBaBmiast AHTHUKOATyJITHT WU J10 POJOB subcutaneously 1,13; 95 % 11 group difference in
po/Iopa3pelIeHus 10 | HOW Teparuu 1o once daily * Birth weight < 5th =0,68-1,85) secondary outcomes.
34 Henenp); JIPYTUM Group 1 Therapy was percentile No cases of bleeding
— 3PII ¢ BecoMm mpu MOKa3aHUAM received initiated in the * PB (< 37 weeks’ Primary or severe
poKaeHuH < 5-r0 . enoxaparin first trimester, gestation) outcome thrombocytopenia
TPOLICHTHUIIA, IIpotuBomnokaza | monotherapy (n | between 6 and 12 * Perinatal mortality incidence: were observed
JINaTHOCTUPOBAHHAs | HUSA K = 144), group 2 weeks of * Postpartum 50/144 (34.7 %)
110 34 Henenb, MPUMEHEHHIO received gestation, and hemorrhage in the LMWH
-OIlc HMTI placebo (n = continued until 36 *Thrombocytopenia group and
HeOJIaronpusITHEIM * Tsoxensie 134) weeks of gestation 43/134 (32 %)
HCXOJIOM; COMaTHYECKUE or until delivery in the control
— HeoObsACHUMas 3a00JIeBaHUs group (p = 0.6;
BI'TI (mocie 20 Marepu AOR =1.13; 95
HeJenb) (XpoHHYECKast % CI=0.68—
THIEPTEH3Us, 1.85)
* Women with nuaber,
singleton pregnancy | modedHas
* History of severe HEJI0CTaTOYHOC
PAO in previous Tb)
pregnancy: * BIIP mnoza
—severe PE
requiring delivery  Thrombophilia
before 34 weeks; (verified
FGR with birth inherited or
weight <5 th acquired,
percentile, including

diagnosed before 34
weeks;

antiphospholipi
d syndrome)




— PA with adverse
outcome;

unexplained IUFG
(after 20 weeks’
gestation)

* Requires
anticoagulant
therapy for
other
indications
Contraindicatio
ns to the use of
LMWH

* Severe
maternal
comorbidities
(chronic
hypertension,
diabetes, renal

failure)
* FCA
identified at the
time of
enrollment
Haddad B. PKU 249 | - BepemenHble ¢ . 124 mammentkn | Tepamust DHOKCaIapyH: 100 mr 13, 3PII, * MarepuHckas Paznuunit Bropudnble ucxoast
etal., 2016 OJIHOTLIOTHOM IIpotuBomnokasza | mosy4dain Ha4YMHAJIACh Ha 4000 ME (40 epopajIbHO OIl CcMepTh MEXTY CTATHCTUYECKH HE
[12] RCT 0epeMEHHOCTBIO HUSA K KOMOWHHPOBaH cpoke 7-13 M) OJIKO)KHO OJIUH Pa3 B * [lepunaTanbHas rpyImnamMu He Ppa3Inyaliuch MEXIy
* B anamuese: NIPUMEHEHHIO HYI0 TEPAINIO HEJEIb 1 OJIVH pa3 B CYTKH PE, FGR, CMEPTh BBISIBJIEHO: rpymmnamu. Ciygaes
TspKenas [19, ACK wmu HMI' | (ACK + MPOAOIDKAJIACH 10 | CYTKH PA * Masblit pazmep KOMOMHHUPOBaH KPOBOTEUEHUS WU
nmotpedoBaBIIas * TlorpeOHOCTH JHOKCaIapyH); poznos 100 mg per IUI0/1a I JAaHHOTO Has Tepanus 42 TSDKEJIOHN
poJopaspeleHus 10 | B 125 manmeHToK Enoxaparin: os once daily cpoka n3 122 (34,4%); | TpomOonuTONICHHN
34 Henenp AHTUKOATYJISIHT MOJTyYaJn Therapy was 4000 IU (40 OepeMEeHHOCTH MOHOTeparnms He Ha0JII01aI0Ch
OepeMeHHOCTH HOM Tepamnuu o | MOHOTEPAIUI0 initiated between mg) (menee 10-ro ACK 50 m3 122
JIpyTUM ACK 7 and 13 weeks of | subcutaneously TIPOLIEHTUIIS) (41 %); COLI = | No inter-group
* Pregnant women MOKa3aHUAM gestation and once daily 0,84; 95 % 11 difference in
with singleton * Tpombodmmus | 124 patients continued until * Maternal death =0,61-1,16 secondary outcomes.
pregnancy (HacnencTBeHHa | received delivery * Perinatal death No cases of bleeding
* History of severe S WIN combination * Small for No inter-group or severe
PE requiring npuodperenHast | therapy (ASA + gestational age differences: thrombocytopenia
delivery before 34 , BKJIIOUast enoxaparin); (below the 10th combination were observed
weeks of gestation ADC) 125 patients percentile) therapy 42 of
« BIIP mona, received ASA 122 (34.4 %);
TpeOyromye monotherapy ASA
MpepbIBaHUs monotherapy 50
OepeMeHHOCTH of 122 (41%);
o AOR =0.84; 95
MEIUIUHCKUM % CI=0.61—-
MOKa3aHUAM 1.16

Contraindicatio
ns to ASA or
LMWH

* Requires
anticoagulant




therapy for
other
indications

* Thrombophilia
(inherited or
acquired,
including APS)
* FCA requiring
termination of
pregnancy for
medical
indications

Rey E. et
al., 2009
[13]

PKH

RCT

110

» O1cyTcTBHE
JIMarHOCTUPOBAHHOU
TpOMOODHITHH

* B anamuese [TAO:
—nsprenas [19 (¢
poaamu 1o 34
HEJIeIb WU C
sxinamncuei/HELLP
-CHHJIPOMOM);
—-BITI (> 13
HeJIelb);

— 3PII ¢ Becom nipu
poxxaeHuu < 5-ro
MIPOLIEHTHIIS;

— OIl, npuBeamias K
TIepUHATATILHOM
CMEpTH WK
MPEXICBPEMEHHBIM
ponam 1o 34 Henenb

* No diagnosed
thrombophilia

* History of PAO:
— severe PE (with
delivery before 34
weeks or with
eclampsia/HELLP
syndrome);
_TUFD z 13
weeks);

FGR with birth
weight < 5th
percentile;

PA leading to
perinatal death or
preterm birth before
34 weeks

IIpoTuBonokasa
HHA K
MIPUMCHEHUIO
rerapuHa

» Hanmuuue
0007 (hopMBI
TpoMOODHITHI
(HaCIeICTBEHHO
W wm
MpUOOPETEHHON
, BKIIFOYast
ADC)

* [TorpedHOCTH
B
AHTHKOATyJISTHT
HOW M1
aHTHArpPEeraHTHO
i Tepanuy 1o
JIPYTHM
MOKa3aHHUAM

.
MuororioaHast
OepeMEeHHOCTD

« BIIP mona,
Tpedyromye
HPEPIBAHUS
OepeMeHHOCTH
o
MEANIHHCKIM
MIOKa3aHUsIM

* XpoHU4eCcKHe
3a00JeBaHus
MaTepu
(Hampumep,
3a0o0JeBaHme
TOYeK,
apTepuabHast

IlepBas rpynmna
nosyyJana
MOHOTEpAIuio
JlalbTeIapuHOM
(n =58), BTOpas
— mnanedo (n =
58)

Group 1
received
dalteparin
monotherapy (n
= 58), group 2
received
placebo (n=58)

Tepamnus
HayMHaIACh Ha
cpoke < 16
HeJelb U
IIPOJI0JIKATIACH 10
poJIoB Wi 10 36-
i Henenu
OepeMeHHOCTH (B
3aBUCHUMOCTH OT
TOTO, YTO
HacTymaao
paHbliie)

Therapy was
initiated at < 16
weeks of gestation
and continued
until delivery or
until 36 weeks of
gestation
(whichever
occurred first)

Janbrenapun:
5000 ME
MOJIKOKHO OJIUH
pa3 B CyTKU

Dalteparin:
5000 IU
subcutaneously
once daily

113, OI1

PE, PA

* Macca tena
HOBOPOXJICHHOT'O Ha
ypoBHe 6—10-ro
TIPOLIEHTUIIS

* Neonatal birth
weight at the 6th—
10th percentile

BrisiBiieno
CTAaTUCTHYECKH
3HAYMMOE
pasznuune
MEKIY
rpyrmmnamMu: B
rpyrre
JlajbTenapuHa
55% =
3/55), B rpymnme
miane6o 23,6 %
(n=13/;55),
Ccour=0,1s;
95 % AU =
0,03-0,70

Statistically
significant
inter-group
difference
observed: in
dalteparin group
5.5% (n =
3/55), in
placebo group
23.6% (n=
13/55); AOR =
0.15;95% CI=
0.03-0.70

Bropudnbie HCXOIbI
CTaTUCTUYECKU HE
Pa3IHYATHCH MEXIY
rpymmamu. Ciydaes
KPOBOTEUCHHS HITH
TPOMOOIUTONIEHUH
He Ha0JII0/1aI0Ch

No inter-group
difference in
secondary outcomes.
No cases of bleeding
or severe
thrombocytopenia
were observed




THIEPTEH3HS,
caxapHbli
nuaber)

Contraindicatio
ns to heparin
use

* Presence of
any form of
thrombophilia
(inherited or
acquired,
including APS)
* Requires
anticoagulant or
antiplatelet
therapy for
other
indications

* Multiple
pregnancy

* FCA requiring
pregnancy
termination for
medical reasons
» Maternal
chronic diseases
(e.g., kidney
disease, arterial
hypertension,
diabetes

mellitus)
Martinelli I. | PKU 135 | » bepemeHnHble ¢ » Hanmuune IepBas rpynma | Tepamust Hanponapum: 113, BI'TI, * Beikupimt (motepst | Pazmmamii BroputdHbie HCXOIbI
etal., 2012 OJIHOIUIOZIHOM TpoMOODIITHI — KOHTPOJIbHAs Ha4MHaJIach Ha 3800 ME (95 3PII, OIT 1071 HA CPOKE MEXTY CTaTUCTUUYECKU HE
[14] RCT 0epeMEHHOCTBIO (nedummt (n=68), cpoke 10 12 ME/xr) MeHee 15 Henens rpyImnamMu He Ppa3Inyalich MEeXIY
* B anamuese ITAO: AHTUTPOMOUHA, BTOPOIt HENENb 1 MOJKOKHO OIUH PE, IUFD, TeCTaIlUH) BBISBIEHO: 13 rpynmnamu. Ciiydaes
—I13; HELLP- nporenHa C, Ha3Ha4Y€HA MPOJIOJIKANACh 10 | pa3 B CyTKHA FGR, PA « IIP Ha cpoxe oT 25 | u3 63 (21 %), KPOBOTEUEHHSI WIIN
CHHZPOM HITH npoTenHa S, Tepanust pomoB 110 36 Henens) PaHAOMH3UPOBA | TPOMOOIMTOIICHUH
npyrue GopMbl taktop V HaJIPONapUHOM Nadroparin: » TpoMOOLMTONEHHST | HHBIX B TPyNIly | He HabIIOAAIoch
TSOKENOH Jlelinen, (n=67) Therapy was 3800 IU (95 y Matepu HaJponapuHa
THIIEPTEH3HH BO MyTalus initiated before 12 | TU/kg * KpoBoteuenue y 10 CPAaBHEHUIO No inter-group
BpeMst G20210A rena Group 1 weeks of gestation | subcutaneously MaTepu c12u3 65 (18 difference in
OepeMEeHHOCTH MIPOTPOMOHHA, (control, n = and continued once daily * Miscarriage %) 13 Tpymmbl. secondary outcomes.
(remonuTHYECKast ADC) 68), group 2 until delivery (pregnancy loss AbcoiroTHOE No cases of bleeding
aHeMus, * [lorpeOHOCTD received before 15 weeks of pasnuume pucka | or severe
MOBBIIIEHHBIH B nadroparin gestation) cOOBITHIT thrombocytopenia
YPOBEHB AHTHKOATyJISHT monotherapy (n * PB (delivery MEXIY were observed
TIEYEHOYHBIX HOH Tepanuu o | = 67) between 25 and 36 rpynnamMu
(hepMeHTOB); weeks of gestation) nevyeHns (2,2;




—-BITI(>10
HEJIeIb)
HEOOBbACHUMOI
3THOJIOTHH;
—3PII (< 10-ro
nponerTmis); OI1

* Pregnant women
with singleton
pregnancy
* History of PAO:
PE; HELLP
syndrome or other
forms of severe
hypertension during
pregnancy;
— GH (> 10 weeks)
of unexplained
etiology;
~FGR (< 10th
percentile); PA

IPYTUM
MOKa3aHUAM

.
IIpoTuBonokasa
HUS K
renapuHoTepan
uu

* Tspkernbie
JKCTpPareHUTANb
HbIE
3a00JIeBaHUs
(apTepuanbHas
THICPTeH3US,
nuaber,
3aboeBaHne
MOYEK, Cep/La)
« BIIP mona

* Presence of
thrombophilia
(antithrombin
deficiency,
protein C
deficiency,
protein S
deficiency,
Factor V
Leiden,
prothrombin
gene G20210A
mutation, APS)
* Need for
anticoagulant
therapy for
other
indications
Contraindicatio
ns to LMWH
therapy

* Severe
extragenital
maternal
diseases
(arterial
hypertension,
diabetes, kidney
disease, heart
disease)

* FCA

» Maternal
thrombocytopenia
» Maternal bleeding.

ot —1,6 10 16,0)
He OBLIO
CTaTUCTUYECKU
3HA4YUMBIM (p =
0,76)

No differences
were observed
between the
groups: 13 of 63
21 %)
randomized to
the nadroparin
group compared
with 12 of 65
(18 %) in the
control group.
The absolute
risk difference
between the
treatment
groups (2.2;
from —1.6 to
16.0) was not
statistically
significant (p =
0.76)




Gris J.C. et
al., 2011
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¢ QIHOILIOIHAS
OepeMEeHHOCTD

* B anamnese:
TspKenas [19 Bo
BpeMs NIepBOH
OepeMeHHOCTH,
notpeboBaBIIas
PpOJOpa3peleHus 10
34 uenenn

» OrpuLaTeabHbII
pe3yJbTaT TecTa Ha
ADA
(QaHTHKAPANOJIUITHH
¥ BOJTYaHOYHBIN
AHTHKOATyJISIHT)

* Singleton
pregnancy

* Past medical
history: severe PE
during the first
pregnancy, requiring
delivery before 34
weeks

* Negative test result
for APA
(anticardiolipin and
lupus anticoagulant)

.
Tpombodumus
(HacneaCcTBEeHHA
SN
npuoOpeTeHHast
)

* [TokazaHus
TuIst
AHTHKOATyJISTHT
HOW Tepanuu

.
IIpoTtuBonokasa
HHA K
MIPUMCHEHUIO
HMTI'

* XpoHuueckas
apTepuabHas
THIEPTeH3NS,
3abosieBaHue
rmouex, auader

* BIIP moza

Thrombophilia
(inherited or
acquired)

« Indications for
anticoagulant
therapy
Contraindicatio
ns to the use of
LMWH
 Chronic
arterial
hypertension,
kidney disease,
diabetes

*FCA

IlepBas rpynma
oTyJana
MOHOTEPIIHIO
JHOKCAIapPHHOM
(n=112),
BTOpasi —
mwianedo (n =
112)

Group 1
received
enoxaparin
monotherapy (n
=112), group 2
received
placebo (n =
112)

Tepanust
HaYMHANIACh 10
10-it emenu
OGepeMeHHOCTH (B
cpenHem Ha 8,4
Hezene) u
MPOAOJDKATIACE 10
36 Henenb
OepeMEeHHOCTH
WITH 10 POJIOB

Therapy was
initiated before 10
weeks of gestation
(on average at 8.4
weeks) and
continued until 36
weeks of gestation
or until delivery

DHOKcanapuH:
40 mr (4000
ME) noaxo>xHo
OJIMH pa3 B
CYTKH

Enoxaparin:
4000 IU (40
mg)
subcutaneously
once daily

100 mr
epopaIbHO
OJIUH pa3 B
CYTKH

100 mg per
os once daily

115, OI1,
BI'TI

PE, PA,
[UFD

* Macca Tena npu
poxzaeHun < 5-ro
TIPOLCHTHIIS

* [TocnepoioBoe
KPOBOTEUCHHUE

« [1P (poxs! Ha
cpoke ot 25 110 36
HeJIeIb)

* TpomGoIMTOTICHUS.
y Matepu

* Birth weight < 5th
percentile

* Postpartum
hemorrhage

* PB (delivery
between 25 and 36
weeks of gestation)
» Maternal
thrombocytopenia

Yacrora
MEPBUYHOTO
HCXO/Ia: TPyIIa
JHOKCanapuHa
89 % n=
10/112) vs. 25
% (28/112);
COll = 0,32;
95 % U=
0,16-0,66; p =
0,002.
DHOKcamapuH
ObL1 Ge30MaceH,
HE BBI3BIBAJ
OUEBMIHBIX
MOOOYHBIX
a¢dexros, He
Ha0JI1r0,/1aJ710Ch
TPOMOOLUTOTICH
WU U HE
Ha0J1r0/1a710Ch
yUaIICHUsI
cilyJaeB
MacCHBHOTO
KPOBOTCUCHHSI

Primary
outcome
incidence: 8.9
% (n=10/112)
in the
enoxaparin
group vs. 25 %
(28/112) in the
control group; p
=0.004, AOR =
0.32,95%
confidence
interval (0.16—
0.66),p =
0.002.
Enoxaparin was
safe, with no
apparent
adverse effects;
no cases of
thrombocytopen
ia were
observed, and
there was no

Yacrora 3PII u [1P
ObLIa HUKE B
rpyrie
JHOKCanapHHa.
Crny4aeB
KPOBOTEUCHHUS 1
TPOMOOLIUTOIICHUH
HE 0TMEYalioCh

The incidence of
FGR and PB was
lower in enoxaparin
group. No cases of
bleeding or severe
thrombocytopenia
were observed




increase in the
incidence of
major bleeding

Gris J.C. et
al., 2010
[16]
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¢ JKeHIuHbBI ¢
OJIHOILJIOIHOM
OepeMEHHOCTBIO

* B anamuese: OI1
BO BpeMsi IIepBOH
OepeMeHHOCTH,
MPUBEALIAs K
IKCTPEHHOMY
POJOpa3pEIICHUI0
* OrcyTcTBHE
MOTEPH IUI0ZA BO
BpeMs N1epBOi
OepeMeHHOCTH

* OTpHunaTenbHbII
pe3yJIbTAT TecTa Ha
ADA

* Women with
singleton pregnancy
* History of adverse
pregnancy in the
first pregnancy
leading to
emergency delivery
* No fetal loss in the
first pregnancy

* Negative APA test

» TpomGodumus
(HacyeICTBEHHA
ST WA
npuoOpeTeHHast
,3a
HCKIIIOYEHHEM
reTepo3UroTHOT
o (akropa V
Jlelinen unm
poTpoMOHHA
G20210A,
KOTOpBIE
JIOIYCKAJIHCh)

* [lokazanus
TUTSt
AHTHKOATyJISTHT
HOI1 Tepanuu

.
Iporusonoxasa
HUS K
MIPUMCHEHUIO
HMI'

» XpoHuueckas
apTepuaIbHas
THIEPTEH3YS,
3abo0JeBaHue
MoYeK, TMadeT y
Matepu

« BITP

» Thrombophilia
(hereditary or
acquired,

IepBas rpynma
noJtyyasia
MOHOTEPAIHIO
JHOKCAIAPHHOM
(n = 80), BTOpas
rpymma —
ianebo (n =
80)

Group 1
received
enoxaparin
monotherapy (n
= 80), group 2
received
placebo (n = 80)

Tepamnus
HAaYMHATACh HA
PaHHHX CPOKax: B
cpenHeMm Ha 8,6
Hepene
OCpPEeMEHHOCTH 1
MPOIOJDKATIACE 10
36 Henenb
OepeMEeHHOCTH
WU J10 pOJIOB (B
3aBUCHMOCTHU OT
TOTO, YTO
HACTYIIaJI0
pasble)

Therapy was
initiated early, on
average at 8.6
weeks of
gestation, and
continued until 36
weeks of gestation
or until delivery,
whichever
occurred first

DHOKCcaNapuH:
4000 ME (40
M) IOJIKO)KHO
OJIMH pa3 B
CYTKH

Enoxaparin:
4000 IU (40

mg)

subcutaneously

once daily

OIL, 113,
BI'T1

PA, PE,
IUFD

« [TocneponoBoe
KPOBOTEUCHHUE

* Macca Tena npu
POXKIEHUH < 5-T0
MPOLICHTHIIS

* Postpartum
hemorrhage

* Birth weight < 5th
percentile

Yacrora
MIEPBUYHOTO
ucxona: 12,5 %
(n=10/80) B
rpyrmmie
JHOKcarapHHa
vs. 31,3 %
(25/80) B
KOHTPOJIbHOM
rpymre; COLI
=0,37;95%
1 =0,18-
0,77; p=0,011

Primary
outcome
incidence: 12.5
% (n=10/80) in
the enoxaparin
group vs. 31.3
% (25/80) in the
control group;
AOR =0.37;95
% CI1=0.18-
0.77,p=0.011

BropuuHbie HCX0bI
CTaTHCTUYCCKH HE
Ppas3InyaIuCh MEXIy
rpynnamu. Citydaes
KPOBOTEUCHHS HITH
TPOMOOITOTICHUI
HE Ha0JII01aJI0Ch

No inter-group
significant
difference in
secondary outcomes.
No cases of bleeding
or severe
thrombocytopenia
were observed




excepting
heterozygous
factor V Leiden
or prothrombin
G20210A,
which were
allowed)

* Indications for
anticoagulant
therapy
Contraindicatio
ns to LMWH
use

¢ Chronic
arterial
hypertension,
maternal kidney
disease, or

diabetes
* FCA

Kupferminc | PKU 72 * JXKeHuuHbl ¢ * Hanmnuue IlepBas rpymmna Tepanust DHOKCcaNapuH: 119, 3PI1, * PojopasperieHue Yacrota BropuuHbie UCX0b1
M. et al., OJTHOTLIIOTHOM 110001 (hopMBI roJryyasa HauuHanach cpasy | 40 mr (4000 OIl myrem KC MIEPBUYIHOTO CTaTHUCTUYECKH HE
2011 [17] RCT OepeMEHHOCTBIO TpOMOODHITHH MOHOTEpaIuio rocie ME) noxoxHO « [TocieponoBoe nucxoza Ppa3Inyaliuch MEXIy

¢ Hayinuyue B (HACJIE/ICTBEHHO | DHOKCAMAPMHOM | MOJATBEP)KICHUS OJIMH pa3 B PE, FGR, KPOBOTEUEHHE Tsokenoi [1D u rpynnamu. Citydaes

anamHese [TAO: W wm (n=32), BTOpasi | XHU3HECHOCOOHOM CYTKH PA * Macca tena OII B rpymme KPOBOTEUEHHS WIIN

— Tspkenas [1D npuoOpeTeHHol | — miane6o (n = MaTO4HOH HOBOPOJKJEHHOTO JHOKcarapHHa TPOMOOLUTOIICHUH

(auarHocTUpOBaHHA | ). 40) OepeMeHHOCTH (B Enoxaparin: « [1P ObLIa He Ha0JII01aI0Ch

s 10 34 Hezens), * [TokazaHus cpenHeM, Ha 8-9- 4000 IU (40 * HeonaranbHas 3HAYUTEIHHO

— mspxenast 3PI1 ¢ JUISt Group 1 W Hezene) u mg) CMEPTHOCTh HUXKE, YEM B No inter-group

Maccoi Tena npu AHTHUKOATYJISIHT | received npoJorKanack 1o | subcutaneously KOHTPOIIbHOM significant

poXeHuH < 5-r0 HO Tepanuu enoxaparin pooB once daily * Delivery by CS rpyme (3,13 difference in

MTPOLICHTHIIS; . monotherapy (n * Postpartum vs. 20 %; p = secondary outcomes.

— msoxenas Ol IIportuBonokaza | = 32), group 2 Therapy was hemorrhage 0,03u0vs. 15 No cases of bleeding

—BI'TI HUS K received initiated * Neonatal birth %; p=10,03). or thrombocytopenia

(MepTBOPOXKICHHE) TIPUMEHEHHIO placebo (n =40) | immediately after weight CoO0TBETCTBYIO were observed

nociie 20 Henelb HMI confirmation of a *PB 111ast 4acToTa

OepeMeHHOCTH * XpoHuueckue viable intrauterine * Neonatal mortality | 3PII cocraBuia

« [Ipu 3a00JIeBaHUs, pregnancy (on 6,25 % vs. 22,5

THCTOJIOTHYECKOM KOTOpBIE MOTJI average at 8-9 %, a 9acToTa

HCCIIeIOBaHHN TIOBJIMSATH Ha weeks) and obmero

TJIAlEHTHI TT0CIIe HCXOT continued until HeOJIaronpusTH

npeablyIei OepeMEeHHOCTH delivery 0ro Ucxoja —

6GepeMeHHOCTH (apTepuanbHast 9,4% vs. 60%

BBISIBJICHBI TUNEPTEH3Us, (p=0,001)

TIpU3HAKH, nuaber,

COOTBETCTBYIOIIHE royeyHast The incidence

TUIaleHTapHON HEI0CTaTOYHOC of the primary

HEI0CTATOYHOCTH Tb) outcome —

severe PE and




(MH(DapPKTHI,
TpOMOO3BI, JIp.)

* OTpHLaTenbHbIE
pe3yIbTaThl
o0cienoBaHus Ha
TpoMOODIIHIO

* Women with
singleton pregnancy
* History of PAC:
severe PE
diagnosed before 34
weeks;
severe FGR with
birth weight < 5th
percentile;
—severe PA;
— IUFD (stillbirth)
after 20 weeks’
gestation

* Presence of
any form of
thrombophilia
(hereditary or
acquired)

* Indications for
anticoagulant
therapy
Contraindicatio
ns to the use of
LMWH
 Chronic
conditions that
could affect
pregnancy
outcomes
(arterial
hypertension,
diabetes, renal

PA — was
significantly
lower in the
enoxaparin
group compared
with the control
group (3.13 %
vs. 20 %; p =
0.03 and 0 %
vs. 15 %; p=
0.03). The
corresponding
incidence of
FGR was 6.25
% vs. 22.5 %,
and the
incidence of
overall adverse
outcomes was
9.4 % vs. 60 %

* Placental insufficiency) (p=0.001)
histopathology from
the previous
pregnancy showing
signs consistent with
placental
insufficiency
(infarcts,
thrombosis, etc.)
* Negative
thrombophilia
testing
van Hoom PKI 32  JKeHmuHsl ¢ * [TokazaHus Ilepsas rpymnma Tepamust Hanpomapun: 80 mr 11D * Macca tena npu Paznuunit Bropudnble ucxos!
M.E. etal., OJIHOITJIOIHOM JUIS rnoJryyasna HaYMHAJIACh 2850 ME (0,3 nepopaIbHO poxaennu < 10-ro MEXIY CTATUCTUYECKH HE
2016 [18] RCT OepeMEeHHOCTBIO AHTUKOATYJIIHT | Teparuio Mexay 6-it m 12-if | MiI) TOJIKOXKHO OJIVIH pa3 B PE TIPOLIEHTUIIS rpynramMmu He Ppa3IMyauCch MEXTY
» Hammaue B HOH Teparum. HaJ[PONAPUHOM | HEJeIsIMH OJIMH pa3 B CYTKH « I1P (< 37 Henens) BBISIBIICHO: rpymmamu. Cirydaes
aHaMHe3e paHHeH . ¢ ACK (n=16), | 6epemeHHOCTH CYTKH * [lepunaranbHas KOMOMHHUPOBaH KPOBOTEUYEHUS WU
115, IIporuBomnokasza | BTOpast TpyIma 80 mg once CMEpPTHOCTh Hasl Teparnus TPOMOOLUTOIICHHH
notpeboBaBIIeH HUS K — topko ACK Therapy was Nadroparin: daily * [TocneponoBoe 0/16 vs. He HaOII0aI0Ch
pPOJIOpa3peIIeHust 10 | MPUMEHEHHUIO (n=16) initiated between 2850 1U (0.3 KpPOBOTEUEHUE MOHOTEpanuu
34 nenenb HMTI" 6 and 12 weeks of | mL) » Tpombommronenus | ACK 1/16 No inter-group
OepeMeHHOCTH * XpoHuueckue Group 1 gestation. subcutaneously significant
* [ToaTBep XK ICHHOE 3aboJieBaHus, received once daily * Birth weight < No inter-group difference in
nannune ADA B KoTOpble Mo | nadroparin 10th percentile differences secondary outcomes.
COOTBETCTBUH C TIOBJIUSATH Ha combined with * PB (<37 weeks’ observed: No cases of bleeding
MEKIyHapOTHBIMU HCXO] ASA (n=16), gestation) combination or thrombocytopenia
KpUTEpUSIMU OepeMeHHOCTH group 2 « Perinatal mortality | therapy 0/16 vs. | were observed
(TIOJIOXKHUTENIbHBIE (apTepuanbHast received ASA « Postpartum ASA
pe3yJbTaThl B 2 THIEPTEH3US, alone (n=16) hemorrhage monotherapy
TecTax ¢ nmaber, * Thrombocytopenia | 1/16




MHTEPBAJIOM He
MeHee 12 Henens)

* Women with a
singleton pregnancy
* History of early
preeclampsia
requiring delivery
before 34 weeks of
gestation

* Confirmed
presence of APA
according to
international criteria
(positive results in
two tests at least 12
weeks apart)

roueyHas
HEJJ0CTaTOIHOC
Tb)

* Indications for
anticoagulant
therapy
Contraindicatio
ns to the use of
LMWH

* Chronic
diseases that
could affect
pregnancy
outcome
(arterial
hypertension,
diabetes, renal

failure)
Pasquier E. | PKU 256 * JKeHmunsl B « JIrobast IlepBas rpynmna Tepanus DHOKCaIapuH: BITI Yacrora YacroTa Bropudnble ucxoast
etal., 2015 Bo3pacre ot 18 1o BbISIBJICHHAS roJry4ana HauuHanach cpasy | 40 mr (4000 BBIKH/IbIILICH, MIEPBUYHOTO CTaTUCTUYECKU HE
[19] RCT 42 ner aHAaTOMHUYECKAsd, | MOHOTEPAIHIO nocie ME) noaxoxHO IUFD no6ouneie 3¢ dextsr | ucxoma BI'TI Pa3IMYAIHCh MEXKIY
» Hanmmaue B TrOpMOHAJIbHAS, JHOKCAllapHHOM | PaHIOMHU3ALHU OJIMH pa3 B y Marepu, cocraBmwia 33,4 | rpymnamu. CirydaeB
aHaMHe3e TEHETHYECKas (n=138), (mo 9-it Henenu CYTKH CBA3aHHBIE C % u3 138 KPOBOTEUYEHUS WU
BBIKUIBIIIA I BTOpAst — 0OepeMeHHOCTH) U Tepanueit MaeHTOK, TPOMOOLUTOIICHHH
HEH3BECTHOM HMMyHojorude | mane6o (n = npopoipkanack o | Enoxaparin: (xpoBOTEUCHUS, TIOJTyIaBIIHX He HaOII0aI0Ch
STHOJIOT U CKasi IpUYnuHA 118) 35-ii Hepenu 4000 IU (40 TPOMOOLIMTOTICHHST) 9HOKCaINapyH, B
(TIPUBBIYHBIH HEBBIHAIINBAHA TecTaIuy WIH JI0 mg) TO BpeMs KaK y No inter-group
BBIKHIBILIT 1 Group 1 TIPEPBIBAHUS subcutaneously  Miscarriage rate 27,1 % n3 118 significant
onpenensiics kak >2 |« Hanmuuue received 6epeMeHHOCTH, once daily * Maternal therapy- MAIUEHTOK, difference in
10CJIE10BATENBHBIX TpoMOODIITHI enoxaparin €CIIH 3TO related adverse MOJTy4aBIINX secondary outcomes.
BBIKMIBIIIEH 710 15 (nedummt monotherapy (n | TPOUCXOIAMIO effects (bleeding, miane6o, No cases of bleeding
HeJeNb aHTUTpOoMOHMHa, | = 138), group 2 | paHblIe thrombocytopenia) abcomoTHas or thrombocytopenia
OepeMeHHOCTH, nporenHa C, received pasHuLa were observed
3a4aTue OT OJJHOTO M | NpOTenHa S, placebo (n= Therapy was cocraBmia —6 %
TOro e maptHepau | dakrop V 118) initiated (95 % A1 =—
OTCYTCTBUE Jletinen, immediately after 17,1-5,1)
JKUBOPOXKICHHUH MyTanus randomization
rnocre G20210A rena (before the 9th The incidence
10CJIE10BATENBHBIX IIPOTPOMOHHA, week of gestation) of the primary
BBIKUJIBIIIEH ) ADC) and continued outcome IUFD
* OtcyTcTBHE ¢ JKeHIuHbI ¢ until the 35th was 33.4 %
JIMarHOCTHPOBAHHON | JpyruMu week of gestation among 138
TpoMOODHITHI MOKa3aHHUAMU K or until pregnancy patients
MIPUMEHEHUIO termination if it receiving
* Women aged 18 to | HMI" occurred earlier. enoxaparin,
42 years (Hampumep, compared with
* History of BBICOKHI PHCK 27.1 % among
miscarriage of BEHO3HOI 118 patients




unknown etiology
(recurrent
miscarriage was
defined as >2
consecutive
miscarriages before
15 weeks of
gestation,
conception with the
same partner, and no
live births after the
consecutive
miscarriages)

* No thrombophilia
diagnosed

TpoMO60IMO0ITH
U BO BpeMst
OepeMeHHOCTH,
XpOHHYECKast
AHTUTPOMOOTHY
ecKast Teparust
110 HOBOJY
CepIIeuHo-
COCYZHCTOTO
3a00JIeBaHMUs)

* Any identified
anatomical,
hormonal,
genetic, or
immunological
cause of
pregnancy loss
* Presence of
thrombophilia
(antithrombin
deficiency,
protein C
deficiency,
protein S
deficiency,
Factor V
Leiden,
prothrombin
gene G20210A
mutation, APS)
* Women with
other
indications for
LMWH or
anticoagulant
therapy (e.g.,
high risk of
venous
thromboembolis
m during
pregnancy,
chronic
antithrombotic
therapy for
cardiovascular
disease)

Contraindicatio

receiving
placebo. The
absolute
difference was
—6% (95 % CI
=-17.1-5.1)




ns to the use of

LMWH
Shaaban O. | PKU 300 * JKeHuHbI ¢ * JIroGbie IlepBas rpymnmna Tepanust TuH3anapux: BI'TI * Yacrora Yacrora Yacrota
M.etal, JIUarHO30M ycraHoBieHHBIe | (n = 150) HauMHAaIACh C 4500 ME BBIKHBIILEH NIEPBUYHOTO BBIKUJIbIIICH ObLTa
2016 [20] RCT HMIMONIATHYECKOOE AHATOMMYECKUE | TI0Iydasa MOMEHTa TOJKOXKHO OJINH IUFD (motepu ncxona BI'TI B HWXKE B TPyIIe
MIPUBBIYHOE s Teparuio JIMAaTHOCTUPOBAHU | pa3 B CyTKH 0GEepeMEHHOCTH J10 rpyre TUH3anapuHa (26.7
HeBbIHamuBaHue (3 TOPMOHAJIbHBIE, | THH3AIapHHOM 51 OepEeMEHHOCTH 20 Henens) TUH3aMapuHa % vs. 52.0 %; p <
u Oonee TEHETUYECKHE HaTpus, Tinzaparin: * Macca tena oxazanach Hike | 0,001). Macca Tena
10CJe10BaTeNIbHbIX Wi KOHTPOJIbHAs Therapy was 4500 IU HOBOPOXJIEHHOTO 110 CPaBHEHUIO TP POXKJICHUU
BBIKUIbIIIA 10 20 HMMyHoJOruue | rpymma (n= initiated at the subcutaneously * [To6ounsIe € KOHTPOJIbHOI ObLIIa 3HAYUTEIHHO
HeJleb FeCTaIH) CKHE MPUYUHBI 150) — mmane6o | time of pregnancy | once daily a¢ ekt y Matepu, | rpymmoii (73,3 BBILIE B rPyIIe
* OrcyrcTBHE HEBBIHAIIUBAHU diagnosis CBsA3aHHBIE C % vs. 48 %; p= | TuH3amapuHa (p <
JIMaTHOCTUPOBAHHOU | s Group 1 (n= Tepanuen 0,002) 0,001 myst oboux
TpoMOO I * Hamiumne 150) received (kpoBOTEYECHHS, MoKa3aTesei).
TpoMOODIITHI tinzaparin TPOMOOLIMTOTICHHST) The incidence CrnyudaeB
* Women diagnosed * [TokazaHust K sodium therapy, of the primary KPOBOTEUCHHSI WIIN
with idiopathic AHTUKOAryJIIHT | group 2 (n= * Miscarriage rate outcome, TPOMOOLTOIICHUH

recurrent pregnancy
loss (three or more
consecutive
miscarriages before
20 weeks of
gestation)

* No thrombophilia
diagnosed

HOH Teparnuu

.
IIporuBonokasa
HUS K
[IPUMEHEHUIO
HU3KOMOJIEKY ISt
PHBIX
rerapuHoB

* Any identified
anatomical,
hormonal,
genetic, or
immunological
causes of
pregnancy loss
* Presence of
thrombophilia

* Indications for
anticoagulant
therapy

.
Contraindicatio
ns to the use of
LMWH

150) received
placebo

(pregnancy loss
before 20 weeks)

* Neonatal birth
weight

* Maternal therapy-
related adverse
effects (bleeding,
thrombocytopenia).

gestational
hypertension,
was lower in the
tinzaparin group
compared with
the control
group (73.3 %
vs. 48 %, p =
0.002)

HEe Ha0JII01aJI0Ch

The miscarriage rate
was lower in the
tinzaparin group
(26.7 % vs. 52.0 %
p <0.001). Birth
weight was
significantly higher
in the tinzaparin
group (p <0.001 for
both measures). No
cases of bleeding or
thrombocytopenia
were observed

Mpumeuanne: N — konyecTBo yyactHHkoB; HMI™ — HuzkomonekyssipHbiii renapun; ACK — anetnncanuumioas kucnora; PKM — pangoMu3upoBanHble KOHTposupyemble uccienoanus; [IAO — mianeHTa-accoluupoBaHHbIe

ocnoxuenus; 119 — npesxmamncus; 3PIT — 3agepixka pocta mnoga; OI1 — orcnoiika mianentst; BI'TI — BHyTpuyTpoOHas rubens miona; ADPC — antudochonununusiii cuaapoM; BIIP — Bposknensie nopoku passutus; ADA —

antudocomumuansie antutena; I'Al" — recranonHas aprepuanbHas runeprensust; [1P — npexxaeBpemennsie popl; COLL — ckoppekTupoBaHHOE OTHOLIEHHE aHcoB; I — noBeputenbHbIi nHTepBan; KC — onepanus kecapeBa

CCUCHMA.




Note: N — number of participants; LMWH — low molecular weight heparin; ASA — acetylsalicylic acid; RCT — randomized controlled trials; PAC — placenta-associated complications; PE — preeclampsia; FGR — fetal growth
restriction; PA — placental abruption; IUFD — intrauterine fetal death; APS — antiphospholipid syndrome; FCA — congenital fetal anomalies; APA — antiphospholipid antibodies; GH — gestational hypertension; PB — preterm birth;

AOR - adjusted odds ratio; CI — confidence interval; CS — cesarean section.



