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* Priekslaicigas dzemdibas (PDz) ir plasi izplatita, I.
nopietna mediciniska un sociala problema

= Pasaulé 5-18%
= 70% no PDz sakas spontani
= 2.vieta bérnu mirstiba lidz 5 g.v.

* Rietumvalstis PDz skaits pieaug, jo tas tieSi
saistits ar mates vecumu, paradumiem,
aptaukosanos un daudzauglu gruatniecibam
maksligas apauglosanas rezultata

= \Visaugstakais raditajs — Afrika un ASV



PDz sadalijjums

R PDz norise
lejaukSanas

sakara ar mates/aug|a

problémam _
‘ PPAUN
30-40 %

Spontanas
ar veseliem
augla
apvalkiem




1990.-2010.gadi Vidéjais PDz
PDz pieaugums pieaugums gada
Attistitas valstis 19,4% 1,1%
Latinamerikas valstis 9,1% 0,5%
Karibu jdras valstis 25,8% 15%
KOPA 14,7% 0,8%

Blencowe H, Cousens S, Oestergaard MZ et al. Lancet 2012:379(9832):2162-72
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PDz atkariba no gestacijas laika
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PRIEKSLAICIGAS
DZEMDIBAS — VIENS
SINDROMS, DAUDZI IEMESLI
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= |dentificét PDz specifiskos riska faktorus

= Augsta riska gritnieCu vadisana pielietojot
attiecigus profilaktiskos lidzeklus



= Mates raksturojums
= Vecums (<18, >36 gadi)
= KMI (<19, >30)
= DZIvesveids (smékésana, diétas problémas, narkomanija,
alkoholisms, slikta higieénas kontrole)

» Fiziska slodze (smagumu >5kg celSana, stavésana >6 st./d.,
darbs >42 st./ned.

= |eprieks eksistéjosas problemas
= Cukura diabéts
= Hroniska arteriala hipertensija
= Astma
= Lupus antikoagulants
= Endokrinas slimibas (hipo- un hipertireoidisms)
» ledzimtas/iegltas dzemdes anomalijas



= Dzemdibu/ginekologiska anamnéze

= lepriekSe€jas PDz

= leprieksSe€ji spontani (gk vélini)/legali/nenotikusi aborti

= lepriekS€js keizargrieziens

= Intervals starp dzemdibam <1 gads

= |epriek§éja dzemdes kakla kirurgija (amputacija)
= Patreizéja gritnieciba

= Amniocentéze/villocentéze

= Daudzauglu grutnieciba

= [VF/ICSI

= VirieSu kartas auglis







= Pasakumi, kam nav pieradita efektivitate:
= Gultas rezims
= |[zvairiSanas no dzimumdzives
= Asimptomas maksts infekcijas skrinings un arstéSana
= Empiriska antibakteriala terapija
= Profilaktiska tokolize

= Pasakumi, kam varétu bt efektivitate:
= STS un urogenitala trakta infekciju profilakse un diagnoze
= Simptomatiskas maksts infekcijas arstéSana
= SmékésSanas atmeSana
= Daudzauglu gratniecibas profilakse
= Dentalas infekcijas arstésana?



= Progesterons g

=Dzemdes kakla (DzK)
suves
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= |r pieradijumi, ka dzemdibas vérojama funkcionala
progesterona samazinasanas

= Antiprogestageéni, lietoti aborta izraisisanai un
dzemdibu indukcijai

* Progesterons inhibé prostaglandinu produkciju un tam
piemtt citas pretiekaisuma 1pasibas (regulé IL-10)

* Progesterons inhibé estrogénu stimuléjoso darbibu

= |r pieradijumi par progesterona tokolitisko efektu




NodroSina decidualizaciju?

NodroSina trofoblasta
invaziju

L Arck PC, et al. Reprod Biomed Online
Hum Reprod, 2007; 4 Choi BC et al. Hu
MP. Reprod Biomed Online, 2006.

Samazina endometrija apoptozi no
26.cikla dienas?

Aptur arpusbarkstinu trofoblasta
apoptozi3




2000

Meis et al.
PDz anamnézé
250mg 17 OHPC IM
Placebo
Dzemdibas <37 ned.
n=463 RR 0.66 (0.54-0.81)

\

Da Fonseca et al.
PDz anamnézé
100mg PG vaginali
Placebo
Dzemdibas <37 ned.
n=142 RR 0.49 (0.25-0.94)

Rouse et al.
Dvinu gratnieciba
250mg 17 OHPC IM
Placebo
Dzemdibas <35 ned.
n=655 RR 1.2 (0.9-1.5)

O Brien et al.
PDz anamnézeé
90mg PG vaginali
Placebo
Dzemdibas <37 ned.
n=659 RR 1.3 (0.85-1.23)

Da Fonseca et al.
Cervix <15mm
200mg PG vaginali
Placebo
Dzemdibas <34 ned.

n=250 RR 0.56 (0.33-0.91)

Norman et al.
Dvinu gratnieciba
90mg PG vaginali
Placebo
Dzemdibas <34 ned.
n=247 RR 1.3 (0.91-1.8)

Caritis et al.
Trinu gritnieciba

Placebo

2003

250mg 17 OHPC IM

Dzemdibas <35 ned.
n=134 RR 1.1 (0.8-1.6)

\ l

l2009

2010



Table 1. Selected Studies on Progesterone Supplementation for the Prevention of Preterm Delivery in Singleton Gestations

Study Dosage Population

Meis, 2003* 170-hydroxyprogesterone caproate (250 mg Women with a documented history of a spontaneous singleton preterm
weekly injections) birth at less than 37 weeks of gestation; cervical length not measured
at entry; treatment initiated between 16 weeks of gestation and 20
weeks of gestation and continued until 36 weeks of gestation or deliv-
ery, whichever occurred first

da Fonseca, 2003"  Vaginal progesterone (100 mg daily) High-risk women with a history of spontaneous singleton preterm birth;
treatment initiated at 24 weeks of gestation and continued until
34 weeks of gestation

O’Brien, 2007* Vaginal progesterone (90 mg daily) Women with a history of spontaneous preterm birth randomized
and treated; cervical length measured at entry (mean length, 37 mm);
treatment initiated between 18 weeks of gestation and 22 6/7 weeks
of gestation and continued until 37 weeks of gestation, occurrence of
premature rupture of membranes, or preterm delivery

Fonseca, 2007¢ Micronized progesterone gel capsules Asymptomatic women with a very short cervical length (15mm or less);
(200 mg vaginally daily) 90% of the women had a singleton gestation and 85% had no prior
preterm delivery; treatment initiated at 24 weeks of gestation and con-
tinued until 34 weeks of gestation

Hassan, 20111 Vaginal progesterone gel (90 mg daily) Women with a singleton gestation with a previous preterm birth
between 20 weeks of gestation and 35 weeks of gestation; patients
were randomized between 20 weeks of gestation and 23 6/7 weeks of
gestation; treatment continued until 36 6/7 weeks of gestation, rupture
of membranes, or delivery, whichever occurred first.

Hassan, 2011 Vaginal progesterone gel (90 mg daily) Only women without prior preterm birth; patients were randomized
between 20 weeks of gestation and 23 6/7 weeks of gestation;
treatment continued until 36 6/7 weeks of gestation, rupture of
membranes, or delivery, whichever occurred first.

ACOG Practice bulletin No 130, 2012




Indication

Prior spontaneous preterm birth

Cervical shortening (= 15 mm
prior to 24 weeks)

Multiple pregnancy (twins or triplets)
Preterm premature rupture of membranes
Positive fetal fibronectin (fFN) test
Cervical cerclage in place

Undelivered after an episode of
preterm labor

Table 3
Recommendations for Progesterone Supplementation to Prevent Preterm Birth

Progesterone
Supplementation
Indicated?

Errol R.

FDA
Approved?

Formulation, Dose, and
Route of Administration

17a-hydroxyprogesterone caproate
250 mg intramuscularly weekly
from 16-20 weeks through

36 weeks of gestation

Progesterone suppository
90-200 mg vaginally each
night from time of diagnosis
through 36 weeks of gestation

Reference

Norwitz Rev Obstet Gynecol. 2011;4(2):60-72



7\ Society for
) Maternal-Fetal
N—7 Medicine

SMFM (2012)

Vienaugla grutnieciba, nav SPDz
anamnézeé un 1ss TV dzemdes kakls
<= 20mm 24 gr. ned., vaginali
progesterons — 90mg gels vai 200mg
svecites

Vienaugla grutnieciba, ir SPDz
anamnézeé 20-36+6 ned., 17P 250mg
IM 1x ned. sakot no 16-20 gr. ned. un
[1dz lietot 36 gr. ned.

ACOG (2012) ’ 3';;,5-4”" c,,p:a\’“‘{"\c’\é

Vienaugla gratnieciba, nav SPDz
anamneéze , ja nejausi konstatéts 1ss
TV dzemdes kakls <= 20mm pirms vai
24 gr. ned.

Vienaugla gratnieciba, ir SPDz
anamnézé, progesterons sakot no 16-
24 gr. ned., neatkarigi no dzemdes
kakla garuma




intrauterine environment. » RCOG therefore endorses current recommendations
that, in women at high risk of preterm delivery, progesterone administration should
be restricted to clinical trials to determine whether its use is associated with
improved fetal, neonatal and/or infant outcome.

Date Update

17 December 2013 Intramuscular 17-hydroxyprogesterone caproate (17-OHP) is not licensed in the UK and has been removed

from the scope.



DECIDUALA ASINOSANA




» Decidualas hemostazes bojajums var izraisit
vaginalu asinosanu

= Ta rezultata atbrivojies trombins stimulé miometrija
kontraktilitati un degradé augla apvalku ekstracelularo
matriksu = PPAUN

= Matém, kam paaugstinata trombina produkcija, ir lielaks
PDz risks

= Placentas vaskulars bojajums art var izraisit
vaginalu asinosanu

R Romero et al. Science 2014;345:760-765



A subset of patients with preterm labor has , including failure
of physiologic transformation of the uterine spiral arteries.(A) Schematic drawing of the
maternal-fetal interface in normal pregnancy.
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Spiralo arteriju transformacijas
tips miometrija
Dalgja

Nenotikusi

Nenotikusi ar asinsvadu
obstrukciju

Fenotips

Priekslaicigas dzemdiba
Priekslaiciga augludenu
noplisana

IUAA bez hipertensijas

Preeklampsija

Preeklampsija + IUAA
Placentas abrupcija
Placentas infarkts + augla nave
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Short Cervix

Romero R. J Perinat Med. 41 (2013) 27-44



= Tikai anamnéze

* Nesapiga DzK dilatacija, kas noved pie atkartotiem Il
trimestra spontaniem abortiem (SA)/PDz

= Diagnozi neuzstada lidz vismaz 2 véliniem SA/PDz <28 gr.
ned.

= TVU DzK garums <25mm un/vai DzK
salsinasanas <24 gr. ned., ja ir:
= 1 vai vairaki vélini SA vai PDz 14-36 gr. ned. un/vai
= Citi nozimigi DzK insuficiences iemesli

= DzK insuficiences diagnoze pirmdzemdétajam vai
atkartoti dzemdétajam bez vairakiem SA vai PDz




= Anamnézes indicéta DzK sasusana
= Ultraskanas indicéta DzK sasusana
= GlabSanas DzK sasusSana

* Transvaginala sastsana (McDonald)

» Augsta transvaginala sasisana (Shirodkar)
* Transabdominala sastsana

= Okllzijas sastSana

RCOG Green-top Guideline 60, 2011



= [ndicéta sievietém ar 3 un vairak PDz un/vai ll
trimestra abortiem anamnézé

* Nerekomendé rutinveida sievietém ar 2 un mazak
PDz un/vai Il trimestra abortiem anamnézeé

= |eprieks€jas neveiksmigas grutniecibas norisel
(nesapiga DzK dilatacija, PAUN vai DzK kirurgija)
nav nozimes veicot anamnézes indicétu DzK
sasusanu

= Diagnostiskiem testiem pirms gritniecibas nav
nozimes

RCOG Green-top Guideline 60, 2011




PDz <37 ned.
PDz <33 ned.

Sasuts (n=54) Nesasuts (n=53)
% %

17 (32) 28 (53)
8 (15) 17 (32)

MRC/RCOG pétijums, 2014



= DzK sasusanu nerekomendeé sievietém, kuram nav
spontanas PDz anamnéze vai |l trimestra SA un kuram
nejausi konstatéts DzK <25mm

= Sievietém, kuram ir 21 |l trimestra SA vai PDz
anamnéze, rekomendé DzK sasusanu, ja DzK garums
Ir <25mm <24 gr. ned.

= US indicetu sastSanu nerekomendé iekS€jas mutes
dilatacijas gadijuma, ja nav Dzk <25mm saisinaSanas

= Ja nav veikta anamnézes indicéta DzK sasusana,
rekomendé DzK sérijveida US kontroli (lielaka dala
sievieSu dzemdé péc 33. gr. ned.)

= Daudzaugl|u gritnieciba — nerekomendé

RCOG Green-top Guideline 60, 2011



Vienaugla grutnieciba

A 4

l

(90%)

Nav PDz anamnézé

Viena TVU DzK + anatomija

\ 4

(9-10%)

PDz anamnézé

A\ 4

>3 PDz anamnézé
L))

1x ned. 17-P 16-36 gr. ned.
DzK skrinings 16-24 ned.

A 4

Anamnézes indicéta
DzK saSusSana
12-24 gr. ned.

\4

18-24 gr. ned.
\ 4
A 4 A\ 4
Ja DzK >20mm Ja DzK <20mm
(CI)) (1%)
nearsté un Vaginals PG
neseko

Ja DzK =225mm
(60%)
nearsté un
neseko

Ja DzK <25mm
(40%)
US indicéta
DzK sastSana

Ja ieprieks neveiksmiga
TV sasSuSana, rekomendée
TA DzK sasusSanu

Suhag, Berghella, 2014



Vienaugla grutnieciba ar PDz anamnézé
i
23 PDz anamnézé

jé/ N@.

Anamnézes indicéta Tikal 1-2 PDz anamnézeé
TV DzK sasiSana

l _ TVU DzK (ik 2 ned.)
PDz <33 ned. neskatoties <25mm 14-24 gr.ned.

uz augstak minéto

ana US indiceta TV DzK sasSuSana

¢
Cli
)¢

TA DzK sa

Berghella V, ESPBC/PREBIC, 2014



Short cervix identified with

{ransvaginal ultrasonography

e

Singleton gestation Multiple gestation

o ™~ )

No prior spontaneous Prior spontaneous
preterm birth preterm birth and

No intervention has
been shown to
improve outcomes

receiving progesterone
Y supplementation since
16 weeks of gestation

Vaginal progesterone
supplementation
should be offered if v

cervical length is Cerclage should be

20 mm or less considered if cervical
before or at length is less than
24 weeks of gestation 25 mm before

24 weeks of gestation
and prior preterm birth
occurred at less than
34 weeks of gestation

Algorithm for the management of short cervical length in the second trimester.

American Journal of Obstetrics & Gynecology 2012 206, 376-386DOI: (10.1016/j.ajog.2012.03.010)




A\ "4

= Anamnézes vai US indicétu DzK sastsSanu var
rekomendét citam augsta riska grupam:
= Millera vadu anomalijas
= DzK kirurgija anamnéze u.c.
= DzK saslsana péc radikalas trahelektomijas
jaizvelas individuali
= Ja DzK atvérums >4cm vai prolabé augla Gdens
puslis, sasStsanas efektivitate apsaubama

RCOG Green-top Guideline 60, 2011




= Tikal viens kontroles pétijums
= PDz <35 gr. ned.:

= TA sasusana 18%
= TV sasisSana 42%
(p=0,04)

= Pieder anamnézes indicétam [Rad 7L 5. Versiene

band

cog05015 www.fotosearch.com



= Ja ieprieks bijusi neveiksmiga TV DzK sastsana,
jalemj par TA sasusanu

= TA saslisana javeic pirms grutniecibas vai tas
sakuma

= | aparoskopiskail pieejai nav prieksrocibu par
laparotomisku

RCOG Green-top Guideline 60, 2011



= Neviens pétijums nesalidzina abas metodes

= Velkta katras metodes meta-analize salidzinajuma
ar placebo

= Abas ir efektivas un neviena nav paraka

= Kaut gan — nedaudz labaki rezultati sasniegti ar
progesteronu

= L1dZigs efekts pesarijam

Berghella V, ESPBC/PREBIC, 2014






= KlTniska

ol '@

Fettl Flbronechn

= Biokimiska

=Dzemde kakla USG



» Preciza grutniecibas laika noteiksana (LGDSA
valdes |emums — gritniecibas laiks nedélas +
dienas)

= PDz diagnoze:

= Palpatoras, sapigas kontrakcijas, kas ilgst >30 sek. vismaz
4x 20 min. laika

= Jabat izmainam DzK novietojuma, konsistence, garuma un
atveruma

- TV DZK US Conclusion

e CL>2.5cm wmmp Nottrue labor
.

* CL<l.5cm yump May be true labor




*» Dzemdes kakla garums US:
= Palidz |oti augsta riska gadijumos
= NepiecieSams aparats un pieredze
= Ko darit, ja 15 < DzK < 25 mm?

= Bisopa skala

= Fetalais fibronektins (fFN):

= Glikoproteins, kas izdalas augla apvalku ekstracelulara
telpa

= Savieno horiju ar decidua

= Atrodams arT augla Gdenos

= Actim Partus tests (pIGFBP-1):

= Nosaka pIGFBP-1 cervikovaginala sekréta
= Partosure tests



fFN tests

/

Pozitivs
DzK >2.5 cm DzK <2,5 cm
Hospitalizét, Hospitalizét,
noverot un, tokolize un
iesp&jams KS (antibiotiki?)

nozimét KS

Negativs
DzK >2,5 cm DzK <2,5 cm
Nearstét, Nearstét, bet

novéerot

noverot
(<32 ned.
stacionara,
>32 ned.
ambulatori)




= Decidua sintezé
(pIGFBP-1)

= Amnija Skidruma, mates un augla plazméa atrodas nefosforilétais
IGFBP-1

= Tuvojoties dzemdibam, auglapvalki sak atdalities no decidua
parietalis un IGFBP-1 nok|ist dzemdes kakla sekréta

= Noteiksanas limits parauga — 10 pg/l

= Testu var lietot sakot no 24 grutniecibas nedélam
= Augla apvalkiem jabut veseliem

= Taltéjs rezultats — 5 min. laika

* |[munohromatografijas princips



Preterm Taking the
contractions sample
suspected

O

Extract

Take the cervical secretion
sample by leaving the

polyester swab in the cervix for

10-15 seconds. This allows the

swab to absorb a sufficient
amount of specimen,

Rupture of fetal Taking the
membranes sample
suspected

Place the polyester
swab in the exiraction
solution tube and swirl
around vigorously for

10-15 seconds

Take a vaginal fluid sample from
the posterior fornix of the vagina
— or from the cervix if no fluid
is visible — by leaving the
polyester swab in the vagina for
10 to 15 seconds. This allows
the swab to absorb a sufficient
amount of specimen.

Sample collection and assay procedure

Dip Read result

After extraction, dip the
yellow area of the
dipstick into the
extracted sample and
hold it there until the
liquid front reaches the
result area. Then
remove the dipstick
from the solution and
place it in a horizontal
position

The results of the test

are visible in 5 minutes.

Results

A positive test result
can be interpreted as
soon as two blue lines
- a control line and a
test line - appearin the
result area, If, after five
minutes, only the control
line has appeared, the
test result is negative.

www.actim.info




J Perinat Med. 2014 Jul:42{4):473-7. doi: 10 1515jpm-2013-0234.
Evaluation of a novel placental alpha microglobulin-1 (PAMG-1) test to predict spontaneous preterm delivery.
Mikolova T, Bayev O, Nikolova M, Di Renzo GC.

CONCLUSION: A positive PartoSure TTD test in patients presenting with symptoms of preterm labor, intact membranes, and minimal cervical

dilatation (£3 cm) indicated spontaneous preterm delivery will occur within 7 days with a high degree of accuracy. A negative result indicated that

spontaneous preterm delivery within 14 days is highly unlikely.







= Tokoltiki

= Antibiotiki




TOKOLIZE
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=4-DraudosSas PDz PDz

http://www.spkc.gov.lv/veselibas-aprupes-statistika/



= Tokolttiki:

= Beta-agonisti

= Oksitocina receptoru antagonisti

= Ca kanalu blokatori

= COX enzimu inhibitori

= Nesteroidie pretiekaisuma lidzekli

= Nitroglicerins

= Magnija sulfats
= Nav pieradijumu, ka tokolitiki ietekmé PDz raditaju un

samazina jaundzimuso saslimstibu un mirstibu

= Tokolize indicéta, ja 2 dienas nepiecieSamas, lai

veicinatu augla plausu nobriesanu vai augla transportu
In-utero

= Tokolizi varétu nozimét gratniecém ar «draudosam»
priekslaicigam dzemdibam, kuram nav citu
kontrindikaciju (blakusslimibu)




Tokolitiku efektivitate

Dzemdibu novéloSana >48 53% 75-93%
stundas

Dzemdibu novéloSana >7 39% 61-78%
dienas

I Grutnieciba neprolongéjas ilgak ka 1 nedélu
I Nesamazinas PDz raditajs

Haas et al. BMJ, 2012



= No 24 — 34 grutniecibas nedélam
= Nifedipinam un atosibanam ir [idziga efektivitate
grutniecibas prolongacijai lidz 7 dienam
= Nifedipins:
= Sakuma- 20mg PO
= Turpmak — 10-20mg 3-4xdiena lidz 48 stundam
= Deva, kas lielaka par 60mg, 3-4x palielina blaknes
= Atosibans:
= Sakuma — 6,75mg 1 min. laika IV bolus deva

= Turpmak — inflzija 18mg/stunda 3 stundu laika, tad — 6mg/stunda
[1dz 45 stundam (max.-330mg)

= |zmaksu efektivitate abiem nav aprékinata, bet atosibana
cena ir 10X augstaka neka nifedipinam

RCOG Green-top Guideline 1b, 2011



= Beta-agonistiem ir vairak blaknu

= Sirdsklauves, tremors, slikta disa un vemsana, sapes krutis,
plausu tiska

= COX inhibitoriem — prieksSlaiciga ductus arteriosus slégsanas
auglim
= Magnija sulfatam ir vairakas blaknes, bet ta ka tas ir

neefektivs PDz apturéSana, to Sais indikacijai lietot
nerekomendé

= Vairaku tokolitiku vienlaiciga lietoSana blaknes tikai
pastiprina, tadél no ta vajadzétu izvairities

= Tokolitiku izmantoSanas efektivitatei daudzaug|u grttniecibas
gadijuma nav pieradijumu

= Tokolitiku lietosana ilgak par 48 stundam netiek rekomendéta

RCOG Green-top Guideline 1b, 2011



Terapija Blaknes Pozitivais efekts

3. Ca kanalu blokatori

4. Oksitocina antagonisti




» Petljumi nesniedz informaciju par realajam
blakném

= P&tijumi parasti tiek veikti zema riska grupam, kas
neietver daudzauglu gratniecibu, PPAUN, diabétu,
sirds slimibas, hipertensiju u.c.

= |evérojot mates drosibu, nav veikti prospektivi
pétijumi blaknu salidzinasanai dazadiem
tokolitikiem



= Nelietot beta-agonistus
= Nelietot medikamentu kombinacijas

= Lemt par labu atosibanam

= SeviSki daudzauglu gratniecibas, diabéta, sirds-asinsvadu
problému gadijumos

= Parskatit prostaglandinu inhibitoru lomu (ne MH dviniem)

1.5 Tocolytic drugs should be restricted to those with limited maternal side effects (oxytocin

antagonist; Ca-channel blocker, PG antagonist for pregnancies< 34 weeks). EBCOG 2014
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BV




= Jutigums — 23,8%

= Specifiskums — 98,5%

bloﬁlm on

" cover slip
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=1 no 4 bérniem dzimst matém ar subklinisku
Infekciju

= ~40% PDz saistitas ar intrauterinu bakterialu
Infekciju

= Mikroorganismi, kas atrasti auglidenos, ir [1dzigi
tiem, kas izoléti no dzimumceliem = pamato
ascendéjoso mehanismu

= Baktérijas, kas izsauc dentalu infekciju = pamato
hematologisko celu

R Romero et al. Science 2014;345:760-765



Significant Similarity Among the Placental

Ear(cight)

Ear (left)

Placenta

Vaginal microbiome
In pregnancy

Vagina

Posterior fornix
Vaginal introftus

and Oral Microbiome

Supragingival
., Plaque

— Subgingival

o

Tonsils

Placenta

Stool

Bray-Curtis: measure of dissimilarity 0.1 (genus
held true with Jaccard & Kulczynski

 level projection),




= 30% intraamniotiska infekcija nok|Gst augla
asinsrité izraisot augla multiorganu bojajumus, ka
ari risku paliekosam komplikacijam

= Matei — PDz ka aizsargmehanisms, auglim — lai
stimulétu plausu nobriesanu

= Tikal dazam gritniecém attistas intraamniotiska
infekcija, lielakajai dalai - ne

R Romero et al. Science 2014;345:760-765




= Lai art mates-augla vidi tradicionali uzskata par
sterilu, baktérijas un virusi konstatéeti decidualajos
audos | un Il trimestri

= Baktériju klatbltne iznestu gratniecibu placentas
liek domat, ka ar baktérijam vien nepietiek PDz
izraisisanai

= Neseni pétijumi liek domat, ka intraamnials
lekaisums, kas izraisa PDz, rodas bez ievérojamas
mikroorganismu klatbUtnes, t.i. sterils intraamnials
lekaisums

R Romero et al. Science 2014;345:760-765




No inflammation [l Sterile intra-amniotic inflammation [l Microbial associated intra-amniotic inflammation

Delivery before Delivery before Delivery before Delivery before Preterm labor before
30 weeks of gestation 32 weeks of gestation 34 weeks of gestation 37 weeks of gestation 37 weeks of gestation
(n = 40) (n = 45) (n = 66) (n = 105) (n = 135)

Romero R et al. Am J Reprod Immunol 2014


http://onlinelibrary.wiley.com/doi/10.1111/aji.12296/pdf
http://onlinelibrary.wiley.com/doi/10.1111/aji.12296/pdf

IRIESIS 0,4%
Priekslaicigas dzemdibas 12%
Pirmslaika PAUN 30%
Laicigas dzemdibas 18%
Laiciga PAUN 30%
Dzemdes kakla insuficience 50%




Mechanisms of . (A) Bacteria from the lower genital tract
gain access to the amniotic cavity and stimulate the production of chemokines (IL-8 and
CCL2) and cytokines (IL-1a and TNF-a), as well as other inflammatory mediators
(prostaglandins and reactive oxygen radicals) and proteases.

Amnion Chorion
DAPI 16S rRNA FISH Merge

Prostaglandins
Proteases

QAN

IL- 18 IL-8 TNFo fluid
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/ Bacteria ‘'

Amniotic fluid

R Romero et al. Science 2014;345:760-765 Science
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B. Pathological

INFLAMMATION Ascending bacteria

4" :"‘
r AN .
P I S

Cervix

Cervix ‘ v with virus »

ih glotas - -

Vg Vagina
normal flora

Racicot K et al J Immunol 3013, 191(2): 934-41



Genetics of PTB: Susceptibility & Exposure
Host Response: Gene-environmental interaction

Host response

Susceptibility and exposure to sepsisT Gene-environmental
BV Gene Normal flora interaction®
status | variation Effect Abnormal flora PTB risk | 95% CI
None . BV only 3.3 1.8-5.9
Infection
None TNF-a only 2.7 1.7-4.5
SPTL and it ol BV and 104 laao3s
PTB Invasion TNF-a ] ' '

Inflammatory response (genetically determined)
Hyper Appropriate Hypo
Tissue damage Over-whelming infection

Morbidity/mortality BPD/PVL/CP Recovery and repair

Morbidity/mortality

*Macones GA, et al. AJOG 2004; 190:1504—-1508; tAdapted from Romero R, et al. AJOG 2004; 190:1509-1519.



1.8.1 Asymptomatic bacteriuria

1.8.1.1 New Women should be offered routine screening for asymptomatic bacteriuria
by midstream urine culture early in pregnancy. Identification and treatment of
asymptomatic bacteriuria reduces the risk of pyelonephritis.

1.8.2 Asymptomatic bacterial vaginosis

1.8.2.1 Pregnant women should not be offered routine screening for bacterial
vaginosis because the evidence suggests that the identification and treatment
metomatic bacterial vaginosis does not lower the risk of preterm birth
and other adverse reproductive outcomes.

1.8.3 Chlamydia trachomatis

1.8.3.1 New At the booking appointment, healthcare professionals should inform
pregnant women younger than 25 years about the high prevalence of
chlamydia infection in their age group, and give details of their local National

Chlamydia Screening Programme.

1.8.3.2 New Chlamydia screening should not be offered as part of routine antenatal
care.




nent of Infectlon Screemng

m il .MNQ.'“‘

Azithromycin 1 gram dose

CDC guidelines

hx preterm birth = treat
No hx of preterm birth = no treatment
Consider amniocentesis

?7?7?




Infekcijas profilakse - antibiotiki |l

Late Miscarriage (<24w) and Early PTB (<34w) According to Grade of
Vaginal Flora before 16 weeks

16 weeks

16.7% 3.4%

Odds ratio = 5.35 (2.73 - 10.5)
Relative risk = 3.12 (2.23 — 4.37)
P-value = 0.000001

Hay PE, Lamont RF, Taylor-Robinson D et al, BMJ, 1994



Developing Sepsis Schematically

Normal flora
Abnormal flora
May be early enough to prevent damage
Infection
Adhesion

Invasion

Inflammation

Par vélu
—

Tissue Damage



= Eritromicins:

= Nerekomendé BV arstésanai ASV Slimibu profilakses un
kontroles centrs (CDC)

= Amoksiklavs:
= Nerekomendé BV arstesanai

= CDC rekomendacijas BV arstésanai:
= Metronidazols
= Klindamicins

MMWR No RR-11 Vol 55 2006



» Kadu antibiotiki?
= Klindamicinu
= Kuram grutniecém?
= Tam, kuram pieradita patologiska maksts mikroflora

= Kura gratniecibas laika infekcijas un audu
bojajuma profilaksei?
= <22. grlutniecibas nedélai

Lamont et al, Am J Obstet Gynecol. 2011: 205(3): 177-90



* Maz zinams, ka rodas infekcija PDz

= Zinams, ka BGS pigmentam ir loma hemolitiskaja
un citolitiskaja aktivitaté, kas stimulé infekcijas
ascendésanu

= Baktérijas un virusi atrasti | un Il trimestra
decidualajos audos

= Placentas mikrobioms un mates/augla imuna atbildes
reakcija?

= Ekstrauterinas infekcijas art var but saistitas ar
PDz (malarija, pielonefrits, pneimonija)




Sobrid nav efektivas metodes
intraamnialas infekcijas profilaksel




= Steroidi
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= Viens KS kurss 24*0 — 34*° gritniecibas nedélas (ari
daudzauglu gr.)
= Nopietnakie pieradijumi 26*° — 34*6 gr.n.
= Plana keizargriezienam — [1dz 38*° gr.n.

= KS uzsaksana 23*° — 23*° gritniecibas nedélas, ja ir
augsts priekslaicigu dzemdibu risks

= KS ir visefektivakie RDS samazinasanai bérniem, kas
dzimusi 24 stundas lidz 7 dienas péc pedgjas devas
sanemsanas

= KS vislabak samazina jaundzimuso mirstibu pirmajas 24
stundas, tadél rekomende lietot, ja dzemdibas sakas Saja
laika

= JaundzimusSo mirstiba samazinas ari tad, ja dzemdibas notiek
atrak ka 24 stundas péc pirmas devas sanemsanas

RCOG Green-top Guideline 7, 2010



= Cukura diabéts nav kontrindikacija antenatalai KS
nozimésanai
= Varétu bt nepieciesams papildus insulins un stingraka

monitorésana

= Ja ir aizdomas par IUAA, rekomendé KS 24+0 —
35*6 gratniecibas nedélas

= | ieto betametazonu — 12mg 2 devas vail
deksametazonu — 6mg 4 devas

= Ta ka kopé€ja deva abiem medikamentiem ir 24mg 24-
48 stundu laika, pielaujami art citi dozésanas rezimi

= Nerekomendé devu atkartot

= Varétu apsveért vienu «glabsanas» devu, ja 1x deva bijusi
<26 gratniecibas nedélas

RCOG Green-top Guideline 7, 2010






Table 1. Inclusion Criteria, Treatment Regimens, and Concurrent Tocolysis of Large Trials

Total Death and
Number of Cerebral Cerebral
Study Participants Inclusions Duration Death Palsy
Less than 30 weeks

Crowther 1,255 Up to 24 hours 0.63; RR.0.83;

of gestation; g/ . o, 95 % Cl,
X 0.64-1.09

likely delivery
within 24 hours
Marret 688 Less than 33 weeks 4qload only  Loading dose
of gestation only 9 1,
0.58-1.10

24-31 weeks 6 g load Up to 12 hours; AR, 0

of gestation;
at high risk of
spontaneous birth

2 g/hr treatment
resumed when
delivery imminent

Cl, confidence interval; AR, relative risk; OR, odds ratio.

1.7 Magnesium Sulphate infusion (MgSO4) should be given in cases of preterm labour at< 32

weeks EBCOG 2014




= Grutniecém ar izteiktiem PDz draudiem <31+6 gr. ned.

= Uzsakot terapiju, japartrauc tokolitiki

= MgSO4 japartrauc, ja vairs nepastav PDz draudi,
maksimalais ilgums — 24 stundas

= 49 IV bolus deva 30 min. laika, tad — 1g/stunda lidz
bérna piedzimsanai

= Ja plano izraisit dzemdibas, ideali — uzsakt 4 stundas
pirms dzemdibam ar iepriekS minéto devu

= Dodot MgSO4 nepiecieSama pastaviga augla
monitorésana

ACOG, 2011




levades veids un devas:

2. Uzturosa deva — 1 g MgSO, i/v stunda lidz bérna
piedzimsanai vai ne ilgak ka 24 stundas
(10 ml 25%-250mg/ml MgSO4 atskaida lidz 50 ml ar

PSKUS vadlinijas, 2015
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(live-born infants n=707)

EXPRESS

SURVIVAL AT 1 YEAR

Dzivi dzimusie < 27 gr. ned.



Survival in Sweden 2004-07 vs recent national studies

.
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SURVIVAL WITHOUT MAJOR MORBIDITY
(IVH = gr.3, ROP 2 st.3, NEC, CLD)
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at 1 year:

43 % of
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= Agrinas:
= Mirstiba

= |[evérojami palielinats risks salidzinot ar iznestiem bérniem (16x
augstaks 28-31 ned. dzimusSiem)

= Saslimstiba:
= AkGta respiratora, Gl, imunologiska un CNS patologija

= levérojamas ekonomiskas izmaksas un emocionalas
problémas

= \VVélinas:

= Neirologiskas attistibas traucéjumi

* Plausu darbibas traucéjumi

* Metabolais un kardiovaskularais risks

= Samazinata ilgtermina dzivotspé&ja un reprodukcija






= Dazi pétijumi apgalvo, ka KG operéacija seviski
neiznestiem jaundzimusajiem samazina mirstibas
un IVH raditaju. Tas galvenokart attiecas un
jaundzimusajiem lidz 28 gr. ned., [IUAA un augliem
legurna prieksgula

= Tomér pieradijumi nav pietieckami parliecinosi, lai
visiem rekomendétu KG Saja populacija,
seviSki nemot vera iespéjamos sareZgijumus matei
saistitus ar KG talit un ndkamaja grutnieciba.

Darba grupa par PDz,
Pasaules Perinatalas Medicinas Asociacija



Implications for practice

Given that very few women have been recruited to trials of planned immediate caesarean section versus
planned vaginal delivery for preterm birth, and that the quality of the trials conducted is generally
unclear, we recommend that firm conclusions regarding the relative merits of planned immediate
caesarean section versus planned vaginal delivery should not be drawn from this evidence to guide

practice for preterm births. Cochrane database, 2013

Routine caesarean section for the delivery of preterm breech presentation should not be advised.

RCOG, Guideline No 20b, 2006



Spontanas priekslaicigas dzemdibas
varésim samazinat tad, kad pilniba
izpratisim un spesim kontroléet
priekslaicigu dzemdibu sindromu
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