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YacToTa npexaeBpemMeHHbIX poaoB B mupe

11% (8-15 %) (R.Romero; 2014)

YacToTa npexXaesBpemMeHHbIX poaos
B yupexaeHunax 3 r. MockBbl

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016



HacToTa npexaeBpemMeHHbIX pogos
Kb um. C.C.KOamnHa

12,10%

3800

HeJOHOLEHHbIX
neTen

2013 2014 2015 2016 2017




«Opranuzanysa MeIqUIUHCKONR IBaAKyaluH
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Toxoaus

" Toko0M3 — HHTEPBEHIUS, KOTOPAasl MOkKET OTCPOYHUTH NMpexKIAeBPeMEHHbIE
poabl 10 48 YacoB sl TPAHCMOPTUPOBKY NMANUEHTKHA B CTALIMOHAP
III ypoBus u npopuiaaktuxu PAC.

ToxkoauTn4Yeckass Tepanus JIOObIMHA TOKOJIUTHKAMM HEe MOKET
npoBoaAuThCeA Oosiee 48 yacos. [logaepxxkuBaroimas repanus
JIS MPOPUIAKTHKH NPeKIAeBPEMEHHBIX POA0B He 000CHOBaHA,
MOCKOJIbKY He3(p(peKTUBHA U 1aeT Pl MO00YHBIX I(P(PEKTOB.
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MexaHu3M COKpALIEeHUS MATKH
U MECTO B 3TOM IPOIECCE OKCUTOIMHA

Action potemial
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Sarah Arrowsmith, Annabelle Kendrick, Susan Wray. Drugs acting on the pregnant uterus.

Obstetrics, Gynaecology & Reproductive Medicine, Vol. 20, Issue 8, 2010, P. 241-247.




MexaHu3M COKpALIEeHUS MATKH
U MECTO B MPOIECCe OKCUTOIUHA

Cxema NMHUA MOCKOBCKOrO MEeTponoJiuTeHa
Moscow Metro Map

Framen CONTRACTION
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Sarah Arrowsmith, Annabelle Kendrick, Susan Wray. Drugs acting on the pregnant uterus.

Obstetrics, Gynaecology & Reproductive Medicine, Vol. 20, Issue 8, 2010, P. 241-247.
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NunoMeranun

= B Poccuu nungomeranuy He 3aperucTpUpPpoOBaH B Ka4ecTBe
TOKOJUTHYECKOI0 CPEACTBA, I0OITOMY Iepe] ero NpuMeHeHueM
HE00X0AMMO MOJYYUTh MUCbMEHHOE HH(POPMUPOBAHHOE COIJIACHE
NAlUMEHTKH HA ero UCIoJb30BaHue.

IIlpuMeHeHuUe penapara BO3MOKHO

¢ 24 HeneJib 10 32 HeeIb OepeMEeHHOCTH




IlomaBiieHrEe NMPOCTAIVIAHAUHOB U AHECTE3UA

" OtcyTrceTBYOT 10004YHBbIE 3P eKThI

"  AHTUNHPETHYECKOE AeiiCTBUE:
803MONCHO MACKUPOBAHUE UHGDEKYUOHHO20 npoyecca

= TolrHoTa M U3K0ra

= (OoOparumoe yroereHue QyHKIMH TPOMOOIIUTOB

B

Horloker T., RAMP 2010




BJIOKaTOpI)I KAaJbIIUCBbLIX KAHAJI0B

JvuruaponupeMuIMHbI: HU(eTUNTNH

Cocynucroiii K03¢pGuIueHT
COOTHOILIICHHE: kapauajgbHbie 3pdexTnr 10:1




Hugennnun

* B Poccuu HudeTuNuH He 3aperucTPUPOBAH B KA4eCTBE TOKOJIUTHYECKOTO
CpeacTBa, MOITOMY Nepe] ero NpuMeHeHueM He00X0AuMO MOJYYUTh
NUCbMEHHOEe HH(POPMHUPOBAHHOE COIVIACHE MANUEHTKHU
Ha ero UCMoJIb30BaHUe

IIpuMeHeHMe npenapara BO3MOXKHO ¢ 24 HeleIb

b o




BJIOKaTOpI)I KaJbIIUCBbHIX KAHAJI0OB
A aHECTEC3IUA

Oo0mias anecre3us

=  HUhraassuuoHHas aHeCcTe3ud:
v YMmenbmienne MAK
v ApTepuajibHasi THIIOTOHUS U JIeNPeCcCusi MUOKapaa

"  MbpllIeYHBbIE PEJIAKCAHTHI:
v Tlorenuuupyouuii 3pdexr + Maruesus?

Peruonapnasi anecre3ust

HOTeHIH/lpOBaHI/Ie TOKCHYHOCTH MECTHbBIX AaHECTCTHKOB

CKOMHpOMeTI/IpOBaHHaH reMoanHaMmuKka



EJIOKaTOpI)I KAaJbIIUCBbLIX KAHAJI0B

biaokupoBaHue KAJbIHUEBBIX KAHATIOB iy 1 0KO0JIU3

IHoBBINIEHHE CHUMIIATUYECKOIO IToHm:xkeHne TOHYCA

TOHYCA 32 CYET OapopenenTopos VIAAKOH CTEHKH
‘ cocyszl

IMoBbimenune YCC Basoaguasitanusa
Koppexuus Cuaukenue AJl YBeauuenue
apTepUAJIbLHOM TMIIOTOHUM 3aIEPKKH KUTKOCTH
_.i )
.:'-al‘ o = ‘l‘k -

7 \& (o




biiokaTopsl KAJbIHUEBHIX KAHAJIOB

"= JoJsioBHas 00J1b ¥ THUTICPEMUS

= T0/I0BOKpY:KE€HHE U TOUIHOTA

= ['unoreH3usi
= Jlerkasi TaxuKapaus

"  VYcToiiuuBas MoCJaepoaoBasi AaTOHUSI MATKHU
(nocnepooosvie KpoBomeueHsl)

" OTek JIerkux

| . |



KpaTkasa ucropua HenpuATHOCTU (MOA NpPaKTUKa)

Hudegmnu ana Tokonmsa
34 roga, 31 Hea. 6epeMeHHOCTH, OAblLLIKA, KpenuTaums
MpeKpalleH 1 3aMeHeH Ha atocnbaH

OpablWKa NpeKpaTuaacb BCKOpe nocne BBeAeHUA oUuypeTukos i

OAunH AeHb NPOBOAMIACh HEMHBA3UBHAA BEHTUIALMA




OTeK nerkmx
boKaTopbl KanbumMeBbIX KAHA/NO0B

— [Ownacronnueckaa gucPyHKuua

— CHU»KeHue cocyanucToro ConpoTuBAEHUA,

oTMmeYdyaemoe B npeKannuaaapHbiX cocyaax

— HecbanaHcMpoBaHHOCTb BeHTUAALMK/ypoBeHb nepdy3umn

Zie/eskiejl_/yicz et al. Int J Obstet Anesth 2014
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BbICOKMN PUCK OTEKa JIerkmnx

[MpOHMUaEMOCTb KanUaNApHOU membpaHbl ',k,;,,ij.m,_.

YBennyeHme ruapoctatM4ecKoro aaBieHuns
TUNMYHO pa3BUTUE NOC/E POAOB
ATporeHHaA neperpyska XMaKoCTbio 2 = =

(@) Healthy VTRV Lefi [ Right venincle |
non-pregnant LA/RA Left/Right atrium
Sl A" Local lissue factors
@3 vaso-active substances
@m Lymphatics
—< Nerves
by e

P Fressure

Dennis et al. Anaesthesia 2012
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TOKOJIUTHKHU U OTEK JIeTKHUX

= bepeMeHHOCTDH ABOIHEH
* Hudexuus
" KomOMHAmUs pa3jiM4YHbIX TOKOJUTHKOB

» Hmerommecsi, Heu3BeCTHbIE paHee U BHOBb PAa3BHBIIHECH
BO BpeMsi OepeMeHHOCTH 3a00/1eBaHUSA cepana

"  AprepHaJibHAs TUNICPTOHUS

= AHeMHus




OTek Jerkux, MHAYNUPOBAHHBIN
B,-anpenomMmuMeTUKAMU

OCOIYTIC and uterotonic drugs are adminis-  are not declining but are in fact slowly increasing.

\ered tnflucnce the contactily o the ulerus.  Pr-torm birth ¢ & makor conribtor o porinaal
| O HMU c I'bl - a e H O MUUM e ' KOB For this afect the mos imporant fctor s the  mortalty and merbidy
amount of intacelular crlcum thatcon be chan-  On th ther hand, i may b questoned whether
e by inlux rom the xtracelular compariment it is wie (o keep the fod
from the o

culum (Fig. 1). Another way to block uterine con-  and hypoxic stress. Most authors agree that only

traction is through a direct effect on the enzyme  with intact membranes and with a gestational

that interferes with phosphorylation of myosin. age of =34 weeks, the foetus may benefit from

The present overview highlights the different  short-term tocolysis, allowing the administration of

‘medications in use and their reported interaction  corticosteroids for lung maturation and/or trans-

with anacsthetic procedures. portation o a neonatal care centre.” Administration

of corticosteroids and better neonatal care are

" associated with improved neonatal outcome. To

1 2 Tocolytic substances date, tocolysis has not been convincingly shown

These are given to prevent pre-term delivery or o to improve neonatal outcome above that achieved

enable some manipulations. Pre-term birth rates  with the administration of corticosteroids alone.
701

o R N ¥

~
A

M. Vercauteren et al.

» ADH, Axnocrepon

5
Bazoauasranus “! sz
CxBarku | S

Actomyosin

YCC 1T e Al 3agep:Kka KMAKOCTH T

Fig.1. A schematic averoicu of wterine contraction. Calcim,
Ca®*; 1, intracellular; E, extracellular; SR, sarcoplasmatic reticu-
lm; Mg, magnesini; CCB, calciem channel blockers; PG,
prostaglandins; cAMP, cyclic adenosin monophosphate. The
dotted lines represent an whibitory effect. Enzymes are printed
i italic.

-adrenergic agonists.
Mg

JInacronndyeckass R/Kuakoctn =" BryTprcocyucTbIi 00beM |

AUCPYyHKIUSA

\ KoJsionaHoe ocMoTHUeCKOe

OTEK JIEI'KUX _HaBﬂeHI/Ie !

Anaesthesiological considerations on tocolytic and uterotonic therapy in obstetrics,
Act Anesth Scand Vol. 53, Issue 6, 2009 P. 701—7009.




ATOHUCTHI [§,-apeHEePruYeCKUX PeuenTopos:
META00JINIEeCKOe NeNICTBUE

ATOHHUCT B,-aipeHepPru4ecKux penenTopos

AZIeHHJIHHKJIaw/

CuHTe3 INIIOKATrOHA (MOIKeJTy10UHAasl JKeJ1e3a)
I'ukorenoJm3 (me4eHb)
ImrokoHeorenes (;kMpoBasi TKaAHb)

v
Ioko3a 1 l —(p HNucynun 1

i
Na/KIAT®-a3a

|

i

I

Cronnbie KK 1 $
¢ [Kanmii], |
I'mnornukemMus
HOBOPOXIEHHOTI'0

Acta Anaesthesiologica

Scandinavica

Vercauteren, Acta Anesth Scand 2009




B3aumonencreue aroHuCToB 3,
AIPEHOMUMETUKOB U AHECTE3UH

Peruonapnasi anecre3us:
= Taxukapaus
= Tuaparanus
" @eHuNPpUH

OO01mas aHecre3us:
= Tlocie uHAYKUUH
= He BBOAUTH CyKCAMETOHU U
= bouaroc peHTanuIa

IMocJjie poxos:

" ['unormiukeMusi y HOBOPOXKICHHOIO
" ['unepkajueMusi (PUKOUICTHAS)



CepHoOKucIasA MAarHe3us

JHeprus
Mg — AT®
ATD

buoxumus
AHTaronuctsl Ca
MeTtaboamn3m
LII0OKO03bI
U KUPOB

JH3UMBI MemOpana
CyocTpar AJre3usi KJIETOK
JH3MMOB IMToTox

AKTHBaNMS JIEKTPOJIUTOB
9H3UMOB

Magnesium and the obstetric anaesthetist. In reply.
Dean C et al. Int J Obstet Anesth. 2013




HurpornuuepuH

boaroc 100-200 mkr

"  HayuHaeT padorarh yepe3 90 cek.

padoraer 1-2 muH.

" MOXKHO IIOBTOPUTH BBCIACHUC

dhdexT Jerko oOparuM BCeMH YTEPOTOHUKAMH

w

B



Ilo0ounbIe 3D PeKThI

llob6ounbie Toxonumuueckue 3¢hgpexmeol
a¢hpexmeul

bt i

biiokaropsl KaJIbLIUEBBIX S ++
KAaHaJIOB
AHTarOHHCTHI OKCHTOLHHA _

Haas, 2009, 2012, RCOG 2011




AHTArOHMUCTHLI OKCUTOIMHA

ATO3U0aH: TPAKTOLUJI

Iooounvie 3¢hghexmoi:

" Peako TomHOTa, PBOTA U TOJI0BHAS 00JIb

" He BausieT Ha cepaAeYHO-COCYTUCTYIO,
NAbIXaTEJIbHY0, HEPBHYIO CUCTEMY

* He orMeueHO BIMSIHMS HA IUYpe3
y MaTepH M IJI0Aa

| - :
TpakTouun’:
= OrpaHH4YeHAa JOCTYIMHOCTh: J10POrOBHU3HA - ATO3MBAH
A \ WWWM

18003 ans wrcpyaui 5 47




IlanmuenTrka b. |
- TrakTOLMN
ATO3HUBAH 7,5 Mr/ma
= bepeMenHocTs 2, poabl 1, 26 Hell. 0epeMeHHOCTH. 55 e A
Havaauceh npexaeBpeMeHHbIe PObl. ATO3U0aH. “““"“” i
7 6&0128“5#2964
= JloO0aBJieH HHAOMETAIUH, CXBATKH NPEKPATUIUCH. !

IIpexpamen arocudan yepe3 48 yacon. AJl 115/75 mm pT. CT.

* Cnycrs 5 4acoB CXBATKHM BO300HOBUJINCH: NMPUCOCAMHEH HU(ETUIINH

» Hudegunun 10 mr 2%, AJI 73/30 MM pT. CT. Q; |
O ‘\K

=  Marb 0e3 ocoOeHHOCTeH. Y mj1oaa — OpaguKapaAns U CMEPTh.

TpakToumn
" HUudys3us koaa0ouaoB: yepe3 6 yacoB Hopmaauzauus A/l KTO3MBAH

"™Uenrpar gns npurotose’”
80pa ans wHdyanit 5 M

=




Nifedipine versus atosiban for threatened
preterm birth (APOSTEL I1I):
a multicentre, randomised controlled trial

Age (years)
Body-mass index (kg/m?]*
White race
Nulliparaus
Frevious peeterm birth
Gestational age at study entry (weeks)
Multiple pregnancy
Twin
Triplet
FPROM at studyentry
Prewious tocolytic treatment
Vaginal examination at study entry
Dilatation (cm)t
Cervical lergth [mm)t

Data are median {IQR), n (%), or n/N (%), PPROM=p

Nifedipine group
(n=243)

307 (26-2-340)

231 (20.8-25.8)
1804220 (82%)
160/248 (65%)

33(13%)

303 (28-4-321)

49 (20%)
o
Ba/248 (34%)
A7/244(19%)
114/245 (47%)
1(1-2)
15(9-22)

Atosiban group
{n=256]
302 (27-2-3340)
228 (20:6-25-0)
184/227 (81%)
1707255 (67%)
30(12%)
303 (281317

37 (14
1(<1%)
88/255 (35%)
B1/255 (24%)
122/256 (48%)
1(1-2)
14(8-23)

. "n=198 for nifedipine

g and =207 foratosian group. 1113 frrifedine gmnp andn-T2foraiselian rep. $1-150 for

dipi dn=153 for ban group.
100 ~ : 100
g 90
g
g 8o
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£ g . |
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£ S
§ 0 1% 3 4568 7 & 81
§ Tirne te chelivery (days)
5
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o
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HR 0-88 (35% C1072-1.07); log-rank p=0-20
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e to delivery (days)
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62 a8 |

E. van Vliet, The Lancet Lancet. 2016 May 21;387(10033)
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Nifedipine versus atosiban for threatened preterm birth
(APOSTEL Ill): a multicentre, randomised controlled trial

Elvira O G van Vet Tobias A Njman, Ewioud Sehuit, Kerst Y Heida, Brent C Opmeer, Merjlein Kok, Wifried Gyselaers, Martina M Porath,

Mallory Woisk, Coroline | Bax, Kitty W

Hubertina C) Scheepers, Erikvn Beek,

Maureen T M Franssen, Dimitri N Papatsonis Joke H Kok Jeris A Muan der Pot, Arie ran, BenW Mal, Mart]n A Oudjk

Summary
Background In women with threatened preterm birh, delay o delvery by ! h allows antenatal corticosteroids to
this

S@HR®

Loncet 2018 387:2117-24

this 48 h; however, there is N0 CONSENSUS  rublished Orline.
about: drug resu.hx in th and In theAPOSTE]. NI trial we aimed to compare  Mrch 2016
ind safety of the calci h: 1 bl d the oxytocin i in women
“m threatened preterm birth, 0140-6738(16100548:1

Methods We did this multicentre, randomised controlled trial in ten tertiary and nine teaching hospitals in the
Netherands snd Blgum. Wormen with thrsined prterm it (estaioal g 2534 weeks) were randnly

assigned (1: Y cither oral
based cony

s atosiban for 48 h. As
rised programme to randomly assign women in in permitd block sises of four with groups straified by
asked

used a web-

centre. C]mmam, outcome assessors, and

composite of adverse perinatal outcomes, which included. peﬂmh‘ mortality

group. The p wasa
dysplasia, sepsis,

S Comment page 2068
Departmentof Obstetics,
Wilhaina Hospital Birth
Centr, DiviionWoman and
Buby University MedicalCentee
Utsecht, Utrecht, Nethedands
(£0GunVlet D,

T i MO, Y s D,

necrotising enterocolitis. Analysis was done in all

and
wwomen and babies with follow-up data, The study is registered at the Dutch Clinical Trial Registry, number NTR2947,

Findings Between July 6, 2011, and July 7, 2014, we randomly assigned 254 women to nifedipine and 256 to atosiban.
Primary outcome data were available for 248 women and 207 bab-w in the nifedipine group and 255 women and

294 babies in the atosiban group, The primary outcom

e occurred in
45 (15%) in the atosiban group (relative risk [RR] 0-91, 95% C1 0-61-1.37). 16 (%) bables died in the nifedipine
death:

42 babies (145%) i the nifedipine group and in

tobe

Prof A Frarc D,
MO D] ulus Centre
For Health Scences and Pimary

(£t RO, Stanford
Prevention Research Certer,
1 Univeriy, Stanfor

frgivdsnisiiom

g!v\lpa'ld!even‘l%) died in &wambangrwy (RR 2-20, 95% C10-91-5.-3:
study drug, Ms

Depactmentof Obstetrics and
Gyneccogy (1 ok D,

ProfJ A Movan dr Post D,

between groups.
In women wit preterm birth, 48 h

perinatal outcomes. Future clinical encarc hold fos o large pla&dn-wnnollsd ials, pmnd for pmnaul

outcomes.

Funding w Organisation for Health Research and P

Introduction

Preterm birth isassociated with 50% of neonatal morbidity
and 50-75% of neonatal mortality workdwide, * and affects
5-13% of all pregnancies in high-income countries.**
‘Additionally, preterm birth can cause long-term physical
and developmentz] impeirment and thereby has a
substantil impacton nfan,parcns,familes, and heal-
care costs.” To improve outcomes in preterm babies,
women i labour before 34 weeks of gesaton receive
antenatal

Studies of B adrenoceptor agonists have shown
contradictory results for its ability to postpone delivery
and decrease meonatal mortality compared  with
placebo,” and their use has been largely abandoned in
inical practice due 1o a substantial side-effect profile.
For COX inhibitors, no effect on perinatal mortality and
‘morbidity has been reported and some concems exist
about potential adverse effects on neonatal outcomes; a
Tecent metaanalysis found an increase in intra-

o
Neoratology (Pro) H Gk MD),
evic edialCentr

Amsterdam, Netherands:
Department of Obstetrics and
Gyncology Ziekenhiss Oost-
Limburs, Genk Belgiam

(Prof W Gpslaes MO
Departmentof #hysicogy,
Hasels Univesiy,Diepenbeck,
Belgiom Prof W Cyscaes)
Departmentof bstetrics and
Gynaccology, sxima vidical
Centre, Veldhoven,Netherands
(0 M Porth ) Departmeat.
of Obstericssnd Gy .
Cnivrity Medic Cenre
Nijmegen, Nijmegen,
Nehesnds 6%

Toallow optiml effect of maternal steroid

ventricular necrotising sad
i °

most perinatal centres attempt to delay birth by
administrating tocolytic drugs for 48 h. Previous meta-
analyses have shown that tocolytic drugs are effective in
delaying delivery by 48 h and 7 days."* Several types of
tocolytic drugs are used as treatment in preterm labour,
duding B adrenoceptor agonists, ~cyclooxygenase
tibitors (COX), magnesium sulphate, calcium.channel
blockers and oxytocin receptor antagonists. Uncertainty
remains over which tocolytic should be drug of choce.

wwtheances com Vol 387 May 21,2016

THE LANCET

COX inhibitors compared with placebo."* For mmal
tocolysis,  calcium-charmel  blockers or  oxytocin
antagonists for 48 h are because they have

i University
MedicaCentre, Amstercam,
Netherlnds (€} B0}
Departmentof Obstetrcs,

the best efficacy 1o side-cffect raio; however it has not yet
been established which drug leads to the best
outcomes.”* Three small randomised trials comparing
the calcium.channel blocker nifedipine with the oxytocin
antagonist atosiban have shown contradictory results.” >
One study (n=145) found 2 lower prevalence of delivery

Centre,Lcen, Netheddancs
(P K  Blocmeriamy;
Departmentof Obstetrics and
e

() Scheepess D)



Выступающий
Заметки для презентации
Слайд N6


AHTArOHMUCTHLI OKCUTOIMHA

ATO3H0aH: TPAKTOIMII I%?muuﬂ 1
ATo3ubdaH DeHoTepost Hudpeannun 4
800 eBpo 20 eBpo 2 eBpo ‘

Ilpenapam evioopa: nipexaeBpeMEeHHbIE POJAbI ¢ KPOBOTEYECHUEM,
BHYTPUMATOYHO! MH(pEKUUEH Y NANUEHTOK ¢ KOMIIPOMETHPOBAHHOM
CepPAEYHO-COCYTUCTOM CUCTeMOM. 3a00/IeBaHUs cepaAla.



NHTEeHCHBHAA Tepanus IJ101a
u oxxunanue KC

IIpexkpaTuth BBeJleHHE YTEPOTOHUKOB
N3MeHuTH MOJI0KEHHEe MaTepH
Kucsaopoa yepes JueByr0 Macky

BHyTpHBEHHBIC PACTBOPHI B, aronucrsl ???

Tepanus nist uiona (basocTso)




BLIBOOLI

" 3HaTh, KAKHE TOKOJIMTHKHU HUCI0JIb30BAJIUCH
"  OcTOpOKHO ¢ B/B HH(Y3UAMHU PaCTBOPOB

= Jlocie BBeaeHus 0eTa-2 aroHNCTOB
OTJIOKUTH HAYaJI0 onepauuu > 15 MuH.

=  ATO03M0aH
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