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YacTtoTa npexXaeBpemeHHbIX poaoB B mupe

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

HactoTa npeXaeBpemMeHHbIX poaoBs
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HacToTa npexxaespemeHHbIX PpoaoB
Kb um. C.C.KOamnHa

12,10%
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neTen
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Toxoaus

" Toxko0/M3 — HHTEPBEHIMS, KOTOPAs MOkKET OTCPOYMUTH NMpexKIAeBPEeMEHHbIE
poabl 10 48 4acoB IJIs1 TPAHCIIOPTHPOBKY MAIUEHTKH B CTALIUOHAP
1l ypoBus u npopuiaaktuxu PIAC.

ToxkoauTn4Yeckass Tepanus JIOOBIMHA TOKOJIUTHKAMM HEe MOKET
NPOBOAUTHLCA DoJiee 48 yacos. Iogaep:xxuBaomias Tepanus
JISE NPO(PMIIAKTHKH NPeKIAeBPEMEHHBIX POI0B He 000CHOBaHA,
MOCKOJIbKY He3(p(peKTUBHA U 1aeT psijl MOOOYHBIX 3(P(PeKTOB.
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MexaHU3M COKpALIEHUA MATKH
U MECTO B 3TOM IPOIECCe OKCUTOINHA
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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 COKpALIEHUA MATKH
U MECTO B IPOIECCEe OKCUTOLMHA

Cxema nuHut MOCKOBCKOro MeTpononuTeHa
: Moscow Metro Map
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PIP, Phosphatidylinositol-bisphosphate
—P—+ 7. Receptor . G alpha s protein s Phiosphatic! sphospha
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“m’k Membrane 55) SusnyMoiclase DAG Diacylglycerol
progesterone receptor ) 1
AC Adenylyl cyclase cBMP (yrlic adennsine manpphosphate
“"m m‘::,p ons €GMP Cyclic guanosine monophosphate )
&) Fhowhodestartia PKA Protein Kinase A b
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COX Cyclooxygenase
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' Oxytocin receptor P-MLCP m:;vlmmcp ],{l‘lJ I] Gap junction

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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NHnoMeTanuH

B Poccun nHjpomMerand He 3aperucTPUPOBaH B Ka4eCTBe
TOKOJUTUYECKOI0 CPeACTBA, IOITOMY Iepel ero IpuMeHeHueM

HBOﬁXOHI/IMO IOJYYUTHh INCbMECHHOC l/IH(l)OpMI/IpOBaHHOC coriracue
HNAIMUECHTKH HA €0 UCII0JIb30BaHUC.

IlpuMeHeHMe penapara BO3MOKHO
¢ 24 Hemesb 10 32 HeAeJ b 0epeMEHHOCTH




IloxaBjieHHE MPOCTAITIAHANHOB ¥ AHECTE3UA

" OtcyTreTBYOT 10004YHBbIE 3 eKThI

"  AHTHNHPETHYECKOE JeliCTBUE:
803MONCHO MACKUPOBAHUE UHGDEKYUOHHO20 npoyecca

= TomrHoTa M U3KOra

= (OoOparumoe yrHeteHue (yHKIMH TPOMOOIIUTOB

Horloker T., RAMP 2010




BJIOKaTOpI)I KAJbIUECBLIX KAHAJIOB

JuruaponvupeMuIMHbI: HU(peTUNUH

Cocynucrtbid KO3QGuIueHT

COOTHOIIICHHUE: kapauajgbHbie 3pdexTnr 10:1




Hudpenunun

B Poccun HudeaunH He 3aperucTPUPOBaH B KA4eCTBE TOKOJIUTHYECKOT0
CpeacTBa, Mo3TOMY Iepe/l ero NpUMeHeHUueM He00X0IuMO MOJYYUTh

NUCbMEHHOE HH(POPMHUPOBAHHOE COIJIACHEe MAIUEHTKH
HA €ro MCINoJb30BaAHHUE

IlpuMeHeHue penapara BO3MOKHO € 24 HeleIb




EJIOKaTOpI)I KaAaJbIMUECBHIX KAHAJIOB
A AaHECTC3IUA

Oo0mias anecre3us

" HaraasauuoHHAd aHECTe3Ud:
v VYmenbmenune MAK
v ApTepuajibHasi THIIOTOHMS U JeNpeccusi MUOKAPAA

=  MblleYyHbIe peJIaKCaAHThI:
v Tlorenuuupywouuii 3¢pexr + Maruezusn?
Pernonapnasi anecre3usi

HOTCHI[I/IpOBaHI/Ie TOKCUYHOCTHN MECTHBIX aHECTCTHUKOB
CKOMHpOMeTI/IpOBaHHaH reMoaAnHaMuuKa




BJIOKaTOpI)I KAJbIUECBLIX KAHAJIOB

biokupoBaHue KaJbUMEBBIX KAHAJIOB sy 1 0K0J1113
IHoBbIlLIeHHE CUMIIATHYECKOI0 IToHm:keHre TOHYCA
TOHYCA 32 CUET OapopenenTopoB [JIAIKON CTeHKH
i cocyszl
IHoBbimenue YCC Bazoaunasaranus
Koppexuus Cuauxkenune AJl YBeinuenue
| apTepuaJbHON THIIOTOHUH 3a/IEPKKH KUJAKOCTH
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BJIOKaTOpI)I KAJbIUECBLIX KAHAJIOB

= JosoBHas 00J1b M rUNIEPEMUS

" To10BOKpY:KEHHE U TOIIHOTA

= ['unoren3usi
= Jlerkas TaxuKapaus

" YcronvuBas MOCJAEPOAOBASA ATOHUS MATKH
(nocnepooosvle kposomeueHst)

1= Ortek Jerkux

% @ NG




OTtek Jerkux Bo BpeMs 0OepeMeHHOCTH

= 3ajeprKKa HATPUA U BOAbI
BO BpeMsi 0epeMeHHOCTH

" YBeanueHue 00beMa
CHCTOJINYECKOTr0 BhiOpoca u YHCC

N
!




TOKOJIUTHKH U OTEK JIerKux

= bepeMeHHOCTH IBOHEH
* MHupexkuus
» KomOuHanus pa3jiuyHbIX TOKOJUTHKOB

» Hmewmuecsi, HeU3BeCTHbIE paHee 1 BHOBb Pa3BUBIIIHECS
BO BpeMsi 0epeMEeHHOCTH 3200J1eBAHUA CePALA

"  AprepHajibHasi THNIEPTOHMS

=  AHeMHus




Review Article

g i on tocolytic and
uterotonic therapy in obstetrics

aaaaaaaaaaaaa

OTek Jerkux, MHAYNUPOBAHHBIN
B.-aapeHeprerukaMu

ATOHMCTHI f,-aApeHepreTuKoB

B, Aﬁz

-
~ Pl e
R .
\ etal

» ADH, Axknocrepon
BazoqmasiTamust s

>
CxBarku 1 /\ ~
\A

YCCT o Al 3amepiKka KUAKOCTH T

| |

Nuacronnyeckas R/Kuakoctn " BHyTtpucocynucTeiii 00bem |

AMCPYyHKIUSA

\ KoJssionanoe ocMoTH4eckoe

OTEK JIEI'KUX _naBﬂeHHe !

Anaesthesiological considerations on tocolyticand uterotonic therapy in obstetrics,
Act Anesth Scand Vol. 53, Issue 6, 2009 P. 701—709.




ATOHHUCTHI [3,-aipeHePruvecKuX penenTopos:
MeTa00InYecKoe NelCTBHE

ATOHHCT B,-aipeHepPru4ecKux penenTopos

AﬂeﬂﬂﬂuﬂKﬂa/

CuHTe3 NNIIOKAroHa (MOoIKeIyI0YHAS JKeJie3a)
I'ukorenom3 (meyeHn)
ImioxoHeorenes (;kupoBasi TKAHb) |

Na/KIAT®-a3a
|
v I
Imoko3a 1 — Hucynaun 7 |

¢ v
Caonnblie KK 1

[Kammii], |
I'mnornukeMus
HOBOPOKIEHHOT0

Acta Anaesthesiologica
Scandinavica




B3anMonencreue arOHUCTOB 3,
aJpeHEPreTHKOB U aHECTEe3UU

PeruonapHasi anecre3us:
= Taxuxkapaus
= Tuaparanus
= @eHuPpuH

O0mas aHecre3us:
= Jlocisie MHAYKIUU
= He BBOAUTH CYKCAMETOHUH
= Bbouaroc ¢peHTaHUIIA

ITocJse poaos:
" TunoriiukeMusi y HOBOPOXKIACHHOIO
* TunepkajueMusi (pUKOIICTHAS)

P Y - =



CepHokucCIasd MarHe3ust

OHeprust
Mg - AT®
AT®D

buoxumus
AHTaronuctel Ca
MeTtaboam3m
LIIOKO3bI
1 JKUPOB

IJH3UMBI Mem0Opana
Cy0cTpar ANre3usi KJIETOK
3H3MMOB IMoTox

AKTHBaLUSA 3J1EKTPOJIMTOB
IH3MMOB

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




HurpornunepuH

Bbouaroc 100-200 mkr

"  HauyuHaeT padorarhb 4epe3 90 cek.
= paoOoraer 1-2 muH.

" MOXKHO IIOBTOPUTH BBECACHHUC

" 3(pdexT Jierko ooparuM BCeMH YTEPOTOHUKAMU
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AHTArOHUCTHI OKCUTOIMHA

ATO3M0aH. TPAKTOLMJI

Iooounwvie 3¢hghexmo

" Peako TomHOTA, pBOTA M FOJIOBHAsI 00J1b

= He Bausier HA cepAeYHO-COCYTUCTYIO,
AbIXaTeJIbHYI0, HEPBHYIO CUCTEMY

=  He orMeueHo BJIUSIHMSI HA TAYype3
y MaTepH H IJ101a

=  OrpaHuyeHa A0CTYTHOCTD: JIOPOTOBHM3HA

\ : ‘ A




IManuenTra B. |
- TrAKTOLIHI
ATO3MBAH 7,5 mr/ma
b
* bepeMeHHOCTDb 2, poabl 1, 26 Hela. OepeMeHHOCTH. e —
Havaauch npexaeBpeMeHHbIe POAbl. ATO3H0AH. -
M
= Jlo0aByieH HHAOMETALMH, CXBATKH NPEKPATUIHUCH.

IIpexpamien arocudan 4epe3 48 yacon. AJl 115/75 vim pT. CT.

" Cnycrs S 4acoB CXBATKHM BO300OHOBUJIMCH: NMPUCOEANMHEH HA(ETUTINH

* Hudenunun 10 mr 2x, AJ[ 73/30 mm pT. CT. G; l
T \K
P O

= Marb 0e3 0ocoOeHHOCTel. Y m101a — OpaguKapaus U CMEPTh.

TpakTouun’:
" MHu}y3us KoI0OUI0B: Yyepe3 6 yacoB Hopmaauzamus A/l ATO3MBAH

"MewTpar ans npurorosne!”
Pa ans uHdyau 5 M
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THE LANCET

Nifedipine versus atosiban for threatened

-
preterm birth (APOSTEL I1):
.
I t . t d . d t I I d t .
da multicentre, ranaomisea controtied tria
- . . . . . +
Nifedipine group Atosiban graup Nifedipine versus atosiban for threatened preterm birth @ ®
24 o ! N .
ms=) L5 (APOSTEL Ill): a multicentre, randomised controlled trial
Age [years) 307 (26-2-34-0) 302 (27:2-330)
Eluira O G van Viet, Tobias Af Nijman, Ewoud Schult, Karst ¥ Heida, Brent C Opmeer; Marjolein Kok, Wilfied Gyselaers, Martina M Porath,
Body-mass index (kg/m*]* 231 (20-8-25-8) 22-8 (20:6-25-0) ‘Mallory Woiski, Caroline | Bax, Kitty W Hubertina C J Scheepers, Erik
White race 180/220 (82%) 184/227 (81%) Maureen T M Franssen, Dimitri N Papatsonis, oke H Kok, Joris A M van der Post, Arie Frany, BenW Mol, Martijn A Oudijc
Nulliparous 160/248 (65%) 1704255 (67%) Summary
Background In women with threatened preterm birth, delay of delivery byas T allows antenatal corticosteroids to Lot 2016, 357:2457-24
Previous preterm birth 33013%) 30{12%) this ; however, there is 0 CONSENSUS  Abishedcrline
: e =boul Whld’l dru resu.hx in the and l In the. APOSTE]. 101 tri: i to compare  March1,2016
Gestational age at study entry [weeks) 303 (28.4-32.1) 30-3(28-1-31.7) s“,.“;a”f the calciurn-channel sfedins d the oxytocin inhibi sban in w,pw_ gt
Multiple pregnancy Vi preterm birth. SecCommentpge 2068
iy 49 (20%) 37 (14) Methods We did this rmulticentre, randomised controlled trial in ten tertiary and nine teaching hospitals in the =imie SRl
¥ Netherlands and Belgium, Wormen with threstened prterm birth (gestational age 25-34 weeks) were randorly G risrerais
Triplet (] 1[=1%) assigned (1:1) to either oral nif s atosiban for 48 h. As manager used a web- by Univrsity MediclCentre
= — . based commputerised programme o randorsly axsgn wemen in pernuted blocksses of o, with groups strtifed by Uit Ut Nethsands
PEROM at study entry 57248 (34%) H8/255 (35%) centre. Clinicians, outcome assessors, and women were not masked to treatment group. The primary outcomewasa 00" "2
y n gomposie of serse pernatl outcores, ich inlided perinuil moctlty dysplasia, sepsis,
i LS e 470244 (19%) 62255 (24%) and necrotising enterocolitis. Analysis was done in all FofAFanct,
Vaginal examination at study entry 114/245 (47%) 122/256 (48%) women and babies with follow-up data, The study is registered at the Dutch Clinical Trial Registry, mumber NTR2947,  MAOKI M0k bls Cenvre
" . G vy Mecicl Gente
Dilatation [cm) ¥ 1(1-2) 1(1-2) Findings Between July 6, 2011, and July 7, 2014, we randomly assigned 254 women to nifedipine and 256 fo atosiban. et e, nethertants
i 5 Feury ovkorne dia wee svadube oe 248 wommen sod 297 bable i the nifdipue group sod 255 vomen aud E5ik0iemied
(9-. 14 (8-
Cervical length (mm)+ 15(9-22) 14 (5-23) 294 babies in the atosiban group. The primary ontcome occurred in 42 babies (143 in the nifedipine group nclm Frevenon s Certer
45 (15%) in the atosiban group (relative risk [RR] 0-91, 95% CI 0-61-1.37). 16 (5%) babies died in the ni P
Data ase mediar {(IGR), n {3%), or n/N (%), PPROM=pr . *n=198 for nifedipine group and smnll%) died in xhe aoumban group (RR 2-20, 95% C10-91-5-33); all deaths were deemed unlllnelywbe Research Uit (3C Gpeneer D),
group and n=207 foratosban group. tna112 for nifedipine gmun and n-l?l for atosiban group. Sn=154 for study drug, M: did not diffex between groups. o
iecipi T T I women i oo bith, 48 N ol TN
perinatal outcomes. Future clinical research should focus on large placdm-wrlnollsd ials, ww:md for pﬁrmalal Neoratalgy () Kk ),
Acaderi edialCniz
outcomes. Amsterdam, Nethertands;
Funding ZonMw Organisation for Health Rescarch and Develop ety st oo,
aa———
100 Atasiban groug Introduction Studies of B adrenoceptor agonists have shown (/W CyseaeshO):
a3 Preterm bizth isassociated with 50% of neonatel morbidity  contradictory results for its ebility 1o postpone delivery PrneRoROY
= and 50-75% of neonatal mortality worldwide, *andaffects and decrease neonatal mortality compared Wit s i
8 a0 5-13% of all pregnancies in high-income countries’* placebo,” and their use has been largely abandoned in  peputmentofOstetrics and
) ‘Additionally, preterm birth can cause long-term physical  clinicel practice due to a substantial side-effect profile, ~Gynacclegy Wasima sl
& g g0 and developmental impairment and thereby has a  For COX inhibitors, no effect on perinatal mortality and S Vsfnewt lenerans
E L1, substantial impacton nfant,parents, familics, and health- - morbidity has been reparted and some concems xist fobsutia s,
§ . care costs.” To improve outcomes in preterm babies, about potential adverse effects on neonatal outcomes; a  Universty Mediclcente
L —_ 3 women in lsbour before 34 weeks of gestaion receive recent metzanalysis found an increase in intra- M S
7 2 — £ antenatal ventricular necrotising and Nahartant QAN L
= = 60 1 = Toallow optimal effect of maternal steroid with i oty Vi Uniersty
1] § F 60 most perinatal centres attempt to delay birth by COX inhibitors compared with placebo."* For mmal NedialCentre, Amsterdam,
g g & administrating tocolytic drugs for 46 h. Previous meta: tocolysis, _ calciumn-channel  blockers or  oxytocin  Mebhrbrd o
& - IR ENERE)] g analyses have shown that tocolytic drugs are effective in  antagonists for 48 h are because they have peron vy e
§ : § delaying delivery by 48 h and 7 days.”" Several types of ~ the best efficacy to side-cflect ratio; however it has 1Ot yet  cun, -
; Tirne to delivery {days) g tocolytic drugs are used as treatment in preterm labour, been established which drug leads to the best trorcumaoerenamy
i g cluding p_arenoceptor agonists, cycoowygenase  outcomes.” * Three smal randomised trials comparing  Peptmentsiabtetic v
g - ibitors (COX), magnesium sulphate, calcium-channel — the calcium-chanmel blocker nifedipine with the OXYIOCIn  coecssmeteseonr,
2 5 blockers and oxytocin receptor antagonists. Uncerfainty  antagonist atosiban have shown confradictory results.* s the
g g remains over which tocolytic should be drug of choice.  One study (n=145) found a lower prevalence of delivery 01 Ciscepes
&
0] wtheancetom Vol 387 May21, 2016 2
204 -
Nifedigine group HE 076 (95% C1 0-58-0-99); log-rank p-0-04364 HR 0-88 (95% C10-72-1-07); log-rank p=0-20
o € T T T T T T T T T
0 2 30 40 S0 60 70 81 9 100 20 30 4 50 6D 70 30 g0 100
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E. van Vliet, The Lancet Lancet. 2016 May 21,387(10033):2117-24




AHTArOHUCTHI OKCUTOIMHA

ATO3U0aH: TPAKTOLUJI

ATo3ubaH DeHoTEepPoII Hudeaunun
800 eBpo 20 eBpo 2 eBpo

Ilpenapam 6vio0pa: nipexaeBpeMeHHbIC POAbI C KPOBOTEYCHUEM,

BHYTPUMATOYHOU MHPEKIHEH Y NAMEHTOK ¢ KOMIIPOMETHPOBAHHOM
CePAECYHO-COCYAUCTOM cUCTEeMOM. 3200/ 1eBaHUA Cepaua.
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NHaTeHCUBHAA Tepanus ILJ101a
n oxxnmaaane KC

= JIpekparurh BBeleHHE YTEPOTOHUKOB
=" U3MEeHUTH NOJIOKEHHE MaTepu
= Kucaopoa yepes JULEBYI0O MACKY

* BHyTpHBeHHBbIE PACTBOPLI B, aronucTol 777

/¢ Tepanus nas niioga (basocrso)




BLIBOOBI

f

3HaTh, KAKHE TOKOJIUTHKHU HUCI0JIb30BAJIUCH
OcTopoxkHO ¢ B/B HHQY3UIMU PaCTBOPOB

ITociie BBeaenus 0era-2 aroHNCTOB
OTJIOKUTH HAYAJI0 onepauuu > 15 MuH.

ATO3M0AH
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