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|_ekcljas plans

ART metodes

Asistétas gratniecibas fiziologija
Raksturigas problemas 1., 2. un 3. trimestri
Asisteta DAG

ledzimtas anomalijas péc ART



Kapéc AR

Anovulacija (PCOS, PON, hipotalamiska)

Endometrioze - neietekmé mates un perinatalo M&S Benaglia et al., 2011
Dzemdes strukturala patologija - NI/AGN

Olvadu faktors

VirieSa faktors

Endokrinopatija - NINAGN

Antifosfoliptdu sindroms - NI/AGN

Trombofilija - NI/AGN

Vecaku hromosomala patologija - NI/AGN



$0, uhh, what's a nice be cool man.
egg like you doing be cool.
in 2 uterus like this? she totaly

why it can take ages
to get pregnant



Folskabe
Laparoskopija Histeroskopija

e ) »

Progesterons Tiroksins
IVIG
Aspirins A2 A 4 Metformins
¢ N A 3
Miomektomija PCOS
MMH

Depresija



Val cita gratniece”

e priekslaicigas dzemdibas
e zems jaundzimusa svars

« preeklampsija/eklampsija

e dvini
Pandey S, Shetty A, Hamilton M, Bhattacharya S, Maheshwari A.
. = : - Obstetric andperinatal outcomes in singleton pregnancies resulting
° pe” natala il rStl ba from IVF/ICSI: a systematicreview and meta-analysis. Hum Reprod

Update.

« Kkeizargrieziens

e placenta praevia/accreta
e cerebrala trieka

o attistibas anomalijas?

Farhi A, Reichman B, Boyko V, Hourvitz A, Ron-EI R, Lerner-Geva L. Maternaland neonatal health outcomes following assisted reproduction. Reprod BiomedOnline. 2013 May;26(5):454-61
Stojnic J, Radunovic N, Jeremic K, Kotlica BK, Mitrovic M, Tulic |. Perinatal outcome of singleton pregnancies following in vitro fertilization. Clin ExpObstet Gynecol. 2013;40(2):277-83



Kapec”
paclientes veselibas stavoklis un dzives veids

ART per se

OPU tehnika

porotokoll
laboratorija

ET tehnika



Riska taktor

vecums

KMI

paritate

ART veids: stimulacija/IVF/ICSI
embriju daudzums uz ET
viriesu dzimtas jaundzimusais

dzemdibu veids

pazudusais dvinis



Outcomes of singleton births after blastocyst versus
nonblastocyst transfer in assisted reproductive technology

DhanIL%\E]ernando. B.Med.Scl., Jane L. Halliday, Ph.D., Susan Breheny, B.S., David Lindsay Healy, B.Med.Sci., M.B.B.S.,
Ph.nfF =

Adverse outcome Odds ratio (95% CI) P value Adjusted odds ratio (99% CI) P value

Days2to 4 1.00 1.00

Days5to 6
Very preterm 0.92 (0.61-1.40) .70 0.65 (0.34-1.24)* .08
Preterm 1.05 (0.85-1.30) 63 0.83 (0.66-1.30)* 57
VLBW 0.85 (0.60-1.51) B4 0.73 (0.35-1.52)° 26
LBW 1.02 (0.80-1.29) .88 52
SGA 0.85 (0.76-1.19) 65 71
LGA 0.99 (0.81-1.21) 95 23
Preeclampsia 1.28 (0.91-1.80) A5 02
APH 0.75 (0.50-1.14) 18 25
PA 1.81 (0.49-6.76) 38 0.65 (0.11-3.93)* 53
PP 1.30 (0.92-1.83) 13 @)7.92-2.98)‘1 03
PPH 3.73 (1.96-7.11) <.001 0.97 (0.40—2.37)5 84







ART

e Naturalais cikls

* Ovulacijas indukcija




ART etapi

* Pacientes sagatavosana - kontroléta olnicu
stimulacija - KOS

e OlSUnas iegUsana, spermas sagatavosana,
apaugl|osana (sasaldésana)

 ET/FET



Naturalals cikls

F ollicular

: Egg
s ze (mm) collection
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transfer
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Kontroléta olnicu stimulacija

Diagrammatic representation of different IVF protocols
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GnRHa B8€ytes collection
Ultrashort

GnRHa BIE LG ®e] ©6¢ytes collection

Short

GnRHa GnRHa + FSH Degytes collection
Long, follicular protocol

GnRHa GnRHa + FSH hCG [« JUESs) e il

Long, mid-luteal protocol

FSH + GnRH antagonist 088y tes collection
Antagonist protocol

Source: Expert Rev Endocrinol. Metab, © 2012 Expert Reviews Ltd



Olstnu iegtsana - olnicu
ounkcija




VE/ICS




Embriju kultiveana

 Konservativa kultiveésana un
morfologiska embriju selekcija

* Morfokinétiska embriju
selekcija time-lapse sistema




ET3/ETS/FET




The number of singleton births per year from IVF/ICSI in Canada, showing proportions following
transfer on Day 3 (blue) or Day 5/6 (red).
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Dar S et al. Hum. Reprod. 2013;28:924-928

© The Author 2013. Published by Oxford University Press on behalf of the European Society of Human h u ma n t'
Reproduction and Embryology. All rights reserved. For Permissions, please email: p d
journals.permissions@oup.com re ro uc 'on



SET

stratégija samazinat daudzaug|u gratniecibu
parasti blastocitas stadija
take home baby rate”

drostaloSanas stadija vai blastocista”



SET3/SETS

e priekslaicigo dzemdibu risks 14.4% vs. 18.6%

e |ledzimto anomaliju risks?



SET/DET

Number of embryos for transfer following in vitro fertilisation
or intra-cytoplasmic sperm injection (Review)

Pandian Z, Marjoribanks J, Ozturk O, Serour G, Bhattacharya S

Authors’ conclusions

In a single fresh IVF cycle, single embryo transfer is associated with a lower live birth rate than double embryo transfer. However, there
is no evidence of a significant difference in the cumulative live birth rate when a single cycle of double embryo transfer is compared
with repeated SET (eithesswe-eyctesoffresh SE1 or one cycle of Iresh SE 1 followed Dy one frozer-oi4—in a natural or hormone-
rrTated cycle). Smgle embryo transfer is associated with much lower rates of multiple pregnancy than other embryo transfer policies—
A policy of repeated SET may minimise the risk of multiple pregnancy in couples undergoing ART without substantially reducing the

S _likelihood of achieving a live birth. Most of the evidence currently available concerns younger women with a good prognosis.

61"”0 home page COCHRANE LIBRARY

Independent high-quality evidence for health care decision making
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| uteala faze stimulétaja IVF/
|CS| cikla

multifolikulara ovulacija - "multilutelas” olnicas

suprafiziologiska progesterona un estrogéna
koncentracija

— " . . —_ v
I_ H Se k re C |J aS | n h | b esa n a Humaidan P, Papanikolaou EG, Kyrou D, Alsbjerg B, Polyzos NP, Devroey P, et al. The luteal

phase after GnRH-agonist triggering of ovulation: present and future perspectives. Reprod Biomed Online. 2012;24(2):134-141.

luteala nepietiekamiba - priekslaiciga luteolize
neizdevusies implantacija

ag rTn a g rD t n | eCTb aS p é. rt rau kéa n a Fatemi HM. The luteal phase after 3 decades of IVF: what do we know?

Reprod Biomed Online. 2009;19(Suppl 4):4331-4331



| H/hCG receptors

_’ Extracellular fluid
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Natural LH
surge

14h

hCG
y ———: .
5 days

0 20 h 48h

Adapted from Chan et al. Hum Reprod. 2003;18:2294-7



| uteala faze péc hCG
trigera

hCG v.s. LH - garaks pussabrukSanas periods (>24
stundas)

hCG trigers atbalsta dzelteno kermeni 7-10 dienas
embrija hCG sekrécija mates seruma ir limitéta
endogénais LH inhibéts (KOS)

dzeltena kermena disfunkcija agrinaja un vidgja lutealaja
faze

OHSS risks



OHSS

e biezaka KOS komplikacija

e 3-8% no IVF/ICSI cikliem

 hCG inducéts E2 pikis - VEGF

e palielinata asins kapilaru caurlaidiba

* cirkuléjosa skidruma paréja no kapilariem tresaja
telpa

Tang H, Hunter T, Hu Y, Zhai SD, Sheng X, Hart RJ. Cabergoline for preventing ovarian hyperstimulation syndrome. Cochrane Database Syst Rev. 2012;2:CD00860



OHSS sekas

* hemokoncentracija

* hipopertlzija

e trombembolijas risks

* neizdevusies iImplantacija

* agrina grutniecibas partrauksanas

Mozes M, Bogokowsky H, Antebi E, et al. Thromboembolic phenomena after ovarian stimulation with human gonadotrophins. Lancet. 1965;2(7424):1213-1215



OHSS vélinas sekas

dzemdibas <37 gest. ned.
SGL
GD, hipertensija, [IUGR - atskirtbas nav

DAG iznakumi neatskiras

regnanCy outcomes:
ug;29(2):216-21



Trombozes risks

e asocigjas ar OHSS un gratniecibu
KOS protokoli, kas samazina OHSS risku

* profilakse pacientem ar papildus RF

Risk of thrombosis in women with [=
malignancies undergoing ovarian stimulation for
fertility preservation

Human Re
human

(odgigt'idh\(lgdgf(é |

: X DD IT—
4
Lt

Edgardo Somiglianals’, Fedro Alessandro Peccatori2, Francesca Filippil, Fabio Martinelli3,

Impact Factor: 8.657

S 0. Seey 4 |

Francesco Raspagliesi3 and Ida Martinelli4




| uteala faze péc GnRHa
trigera
GnRHa pussabruksanas periods - 60 min
LH pikis 24-36 stundas v.s. 48 stundas NC
estrogéni progresivi samazinas
progesterons samazinas, tad pieaug péc OPU
FSH pieaugums (ltdzigs NC)

R etak O H SS Humaidan P, Papanikolaou EG, Kyrou D, Alsbjerg B, Polyzos NP, Devroey P, et al. The luteal phase after GnRH-agonist triggering of ovulation:

present and future perspectives. Reprod Biomed Online. 2012;24(2):134-141

| i e | éks n O b ri ed U éo OOCTtU d au d Z u m S? Humaidan P, Kol S, Papanikolaou EG. GnRH agonist for triggering of final

oocyte maturation: time for a change of practice? Hum Reprod Update. 2011;17(4):510-524.



| utealas fazes defekts KOS
cikla

Hyperstimulated
cycle

Progesterone
concentrations

< >
14 days
Luteal phase length

adaptéts no Macklon et al., 2006



| utealas tazes atbalsts

¢ ESt rad IO | S - n aV efe ktTVS Huang N, Situ B, Chen X, Liu J, Yan P, Kang X, Kong S, Huang M. Meta-analysis

of estradiol for luteal phase support in in vitro fertilization/intracytoplasmic sperm injection. Fertil Steril. 2014 Dec 6. pii: S0015-0282(14)02289-4

* Progesterons - uzlabo dzimstibu, kliniskas
gratniectbas un progresgjosas grutniecibas
i eS p eJ ame U van der Linden M, Buckingham K, Farquhar C, Kremer JA, Metwally M. Lutealphase support for assisted

reproduction cycles. Cochrane Database Syst Rev. 2011 Oct 5;(10):CD009154.

&r}homepage COCHRANE | .



J Assist Reprod Genet. 2014 Jan;31(1):89-100. doi: 10.1007/s10815-013-0127-6. Epub 2013 Nov B = —

Efficacy of luteal phase support with vaginal progesterone i |trauterme msemmatlo Da systematic review and
meta-analysis. e ————re

Miralpeix E‘. Gonzalez-Comadran M, Sola |, Manau D, Carreras R, Checa MA.
@ Author information

Abstract
PURPOSE: To evaluate the efficacy of luteal phase support with vaginal progesterone in women undergoing intrauterine insemination (IUl).

METHODS: Systematic review and meta-analysis. Randomized controlled trials (RCT) comparing supplementation of luteal phase with vaginal
progesterone among women undergoing |Ul versus a control group were included. The main outcome assessed was live birth rate.

RESULTS: Five RCT met the inclusion criteria. In all 1,271 patients were included (951 Ul cycles in the progesterone group, 935 in the control
group). Women treated with vaginal progesterone achieved significantly higher live birth rate (risk ratio [RR] 1.94, 95 % confidence interval [Cl] 1.36 to
2.77,), and clinical pregnancy rate (RR 1.41, 95 % Cl 1.14 to 1.76) as compared with controls. In the subgroup analysis per stimulation protocol, this
beneficial effect of receiving progesterone was only observed in the group stimulated with gonadotropins (RR 2.28, 95 % CI 1.49 to 3.51), compared
to the group stimulated with clomiphene citrate (CC) (RR 1.30, 95 % CI 0.68 to 2.50). No differences were observed in the miscarriage and multiple
pregnancy rates. — ——— —

LUSIONS: The supplementation of luteal phase with vaginal progesterone significantly increases live birth among women und‘e;gcina Ul w

saRiYIng onadotropms for ovulatlon induction. Women receiving CC to induce ovulation do not seem to benefit from this treatment.

Treatment of Iuteal phase defects in asslsted reproductlon
Mufioz E', Taboas E, Portela S, Aguilar J, Fernandez |, Mufioz L, Bosch E.

@ Author information

Abstract

Abnormal luteal function is a common issue in assisted reproduction techniques associated with ovarian stimulation probably due to low levels of LH
in the middle and in the late luteal phase. This defect seems to be assocuated wnth supraphysmloglnl steroid levels at the end of follicular phase. The

luteal phase insufficiency has not got a diagnostic testwhlch has prousa-sekette-mathinicarse COtear phiase arer ovaran-stimulation becomes
shorter and insufficient, resulting in lower pregnancy rateg. uteal phase support with progesterone or hCG |mproves pregnancy outcomes and no_
differences are found among different routes of administration TTOWeves=aCC.incraaces tha rck of ovarian hynerstimulation syndsemre=HrTETETION to

the length of luteal support, the day of starting it remains controversual and it does not seem neoessary to continue once a pregnancy has been
established. After GnRHa triggering ovulation, intensive luteal support or hCG bolus can overcome the defect in luteal phase, but more studies are
needed to show the LH utility as support.

PublfQed ¢

US National Library of Medicine
National Institutes of Health



Péc stundas Péc 4 stundam

Bulletti et al. Hum Reprod. 1997;12:1073-9

* IM/PV nav atskirtbas kliniskas gratniecibas un AGP

Mitwally et al., Fertil Steril, 2010

i PO Var b Dt n eefe ktTVS Penzias, 2002; Bourgain, 1990; Devroey, 1988



CIK?

* Mikronizétais progesterons 200mg PV 3 reizes
diena

. Progesterona gels 8% 90mg reizi diena

. STOP'?'?'? | 6/7- 10-12 nedélai



Val turpinat pacientém ar NI
un AGN 7

No of miscarriages
Study Progesterone Control Rate ratio
(95% CI)
Swyer1953°  7/27  9/20 —

Goldzieher 1964° 1/8 410 <

LeVine 1964  4/15 8/15 —_—
El-Zibdeh 2005°  11/82  14/48 ——

Total (95% Cl) 132 93 <>
Test for heterogeneity: 4°=0.39, df=3,
p=0.94, |2=0% 01 02 05 1 2

Testfor overall ffect: 223,13, P=0.002 Tavours

5 10

Favours
control

Weight  Rate ratio
(%g) (95% CI)

26.14 0.58 (0.26t0 1.28
8.99 0.31(0.04t02.27
20.22  0.50 (0.19t0 1.31
44,65 0.46 (02310 0.93
100.00 0.49 (0.31t00.76

progesterone
Coomarasamy A et al. BMJ 2011;342:bm;.d1914



Hum Reprod, 2014 May;29(5):931-7. doi: 10.1093/humrep/deu042. Epub 2014 Mar 6.
Non-visualized pregnancy losses are prognostically important for unexplained recurrent miscarriage.
Kolte AM', van Oppenraaij RH, Quenby S, Farquharson RG, Stephenson M, Goddiin M, Christiansen OB, ESHRE Special Interest Group Early Pregnancy.

STUDY QUESTION: Are non-visualized pregnancy losses (biochemical pregnancy loss and failed pregnancy of unknown location combined) in the
reproductive history of women with unexplained recurrent miscarriage (RM) negatively associated with the chance of live birth in a subsequent
pregnancy?

UMMARY ANSWER: Non-visualized pregnancy losses contnibute negatively to the chance for live birth: each non-visualized pregnancy loss confe
a relative risk (RR) for live birth of 0.90 (95% CI 0.83; 0.97), equivalent to the RR conferred by each additional clinical miscarriage.
VH/ ANOWN ALREADY: The number of chinical miscarmages pnor to referral is an important dete ant for live birth in women with KM,

whereas the significance of non-visualized pregnancy losses is unknown.

STUDY DESIGN, SIZE, DURATION: A retrospective cohort study comprising 587 women with RM seen in a tertiary RM unit 2000-2010. Data on the
outcome of the first pregnancy after referral were analysed for 499 women.

PARTICIPANTS/MATERIALS, SETTING, METHODS: The study was conducted in the RM Unit at Rigshospitalet, Copenhagen, Denmark. We
included all women with unexplained RM, defined as 23 consecutive clinical miscarriages or non-visualized pregnancy losses following spontaneous



Progestogen for treating threatened miscarriage (Review)

Wahabi HA, Fayed AA, Esmaeil SA, Al Zeidan RA

Authors’ conclusions I —

The data from this review suggest that th! ;
increased rates of pregnancy-induced hypertension or antepartum hacmorrhage as harmrul effects to the mother, nor increased occurrence
of congenital abnormalities on the newborn. However, the analysis was limited by the small number and the poor methodological
quality of eligible studies (four studies) and the small number of the participants (421), which limit the power of the meta-analysis and
hence of this conclusion.

gestogens is effective in the treatment of threatened miscarr] ith no evidence of

—

&r}home rae COCHRANE LIBRARY

\, Independent high-quality evidence for health care decision making
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Plrmails trimestris



Gratniecibas laika
notelksana

embrija vecums ET diena
ET3 - 16. gest diena s. 2n2d
ET5 - 18. gest. diena s. 2n4d

zemaka perinatala M&M 39.-40.9+6gest. ned



{ ¢ The American College of ™\ Society for
* e Obstt'tnaamdeynocolog alu I I ' Maternal-Fetal
7 WOMENS MEALTH CARE PHYSICIANS . Medicine

COMMITTEE OPINION

Number 611 ¢ October 2014 (See also Committes Opinion No. 579)

Committee on Obstetric Practice
American Institute of Ultrasound in Medicine
Society for Maternal-Fetal Medicine

This documeerzt reflects emerping dirsical and scientific advances ar of the date isued ard i3 sulbyect to change. The information sheald
not be construed as dicasting an exchusive course of treatment or procedure to be followed

Method for Estimating Due Date

Ultrasound measurement_of the embrvo or fetus in
the first trigaes&r
of gestatjff i) is the most accurate method to establish
or confirfMag statlonal age.

- N

If pregnancy TESUITCEEa G eimtederepTOauctive
technology (ART), the ART- derlved gestatlonal age
should be used to assign the estimated due date
(EDD ) Bes-i#sTamCe, G, the EDD for a pregnaticy-resu

in ,”/ Tom in vitro fertilization should be estabhshed

g the age of the embryo and the date of transfer

—
T ——

As soo Saistaaigaanthe  lact maenstseed=PTTI0C
(LMP), the first accurate ultrasound exammatlon, or
both are obtained, the gestational age and the EDD
should be determined, discussed with the patient,
and documented clearly in the medical record.
Subsequent changes to the EDD should be reserved
for rare circumstances, discussed with the patient,
and documented clearly in the medical record.

p to and including 13 6/7 weeks..

Table 1. Guidelines for Redating Based on Ultrasonography

Discrepancy
Between Ultrasound
Dating and LMP
Gestational Method of Dating That
Age Range* Measurement Supports Redating
& 136/7 wk CRL
e < B6/7 wk More than 5 d
® 30/7 wk to More than 7 d
13 6/7 wk
14 0/7 wk to BPD, HC, AC, FL More than 7 d
15 6/7 wk
=16 0/7 wk to BPD, HC, AC, FL More than 10 d
1 6/7 wk
22 0/7 wk to BPD, HC, AC, FL More than 14 d
27 6/7 wk
'28 0/7 wk BPD, HC, AC, FL More than 21 d
and beyond




Problémas

AGN
gratniecibas partrauksanas draudi
pirma trimestra genétiskais skrinings

iInvaziva prenatala diagnostika



Vlates vecums

gratniectbas inducéta hipertensija

hroniskas saslimsanas: hipertensija, sirds saslimsanas, diabéts
mates saslimstiba un mirstiba

JUAN

ektopiska gratnieciba

AGN

>45 gadiem S.C. 50%, >50% S.C. ap 100%



= 100
T(g' - - - - Before adjustment for induced abortions !
S After adjustment for induced abortions Ko
S ’
8 80 g
S 2
- '
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0
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Maternal age at conception

Andersen A N et al. BMJ 2000;320:1708-1712




NATURAL CONCEPTION IVF CONCEPTION

LIVE BIRTH LIVE BIRTH
~ 50% 30%

CLINICAL PREGNANCY miscarriage™ 7% miscarriage 6%
AMENORRHEA ~ biochemical loss~6% biochemical loss 7%

}non-visualised
pregnancy loss

CONCEPTION: E
IVF CYCLE

adaptéts no Visiting the “black box” of early pregnancy loss.
Yvonne Koot ESHRE early pregnancy work group 11-12.12.2014




Asistétas AGN riska faktori

Riska faktors
Mates vecums >35 gadiem
Téva vecums >40 gadiem
Smags OHSS
Aptaukosanas ar/bez PCOS
Olvadu patologija
19)
ICSI ar TESA
Olsdnas nobrieSana in vitro
FET

Publikacija
Maconochie et al., 2007, Nybo Andersen et al., 2000)

Belloc et al., 2008, de la Rochebrochard and Thonneau, 2002)

Raziel et al. (2002))

Aviram et al., 2011, Boots and Stephenson, 2011, Purcell and
Moley, 2011)

Laisk et al., 2011, Stephens et al., 2011)

Bettio et al., 2008, Maconochie et al., 2007)

Bettio et al. (2008))

Buckett et al. (2008))

Brandes et al. (2011))

/0% Ir salstitl ar aneipoidiju

Werner, M., Reh, A., Grifo, J., and Perle, M.A. Characteristics of chromosomal abnormalities diagnosed after spontaneous abortions in an infertile population. J. Assist. Reprod. Genet. 2012; (Epub

ahead of print)
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Progestogen for treating threatened miscarriage (Review)

Wahabi HA, Fayed AA, Esmaeil SA, Al Zeidan RA

Authors’ conclusions _ —

The data from this review suggest that the use of\azogestogens is effective in the treatment of threatened miscarri #th no evidence of

increased rates of pregnancy-induced hypertension or antepartum | Nage as harmrul effects to the mother, nor increased occurrence
of congenital abnormalities on the newborn. However, the analysis was limited by the small number and the poor methodological
quality of eligible studies (four studies) and the small number of the participants (421), which limit the power of the meta-analysis and
hence of this conclusion.
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Kas Ir “evigence pased’

* vecaku hromosomala patologija - PGS/PGD

* antifosfolipidu sindroms - antokoagulanti



KITNIskie petijumi

< - gaidam rezultatus

 ALIFE un ALIFE2 - trombofilijas pacientem aspirins
un heparins

 T4LIFE - TPO antivielas
« TRUST - dzemdes starpsienas

e Primarais iznakums - dzivi dzimuso skaits



DzIves velds

KMI>25 fecorsa, 2000 i 2002

SMeEkesana: VIreSu vemes xo, SIEVIESU wier 200
vides toksicitate

Stress - KOrtiZolS wesomanson. 200

gadalalkl - Clrkadlénle rltmer Weinberg, 1994



SOMETHING MUST BE WRONG;
T FEEL TOO GOOD.
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Otrails trimestris



Problémas

iIstmiko-cervikala nepietiekamiba

priekslaicigo dzemdibu draudi - slikta prognoze
otra trimestra USG skrinings

otra trimestra genétiskais skrinings

iInvazivas prenatalas diagnostikas metodes
gratniectbas inducéta hipertenzija

gestacijas diabéts



Preeklampsija

azoospermija/oligospermija - lielaks risks uumens sieo.

Sofuoglu K, Silfeler |, Dayicioglu V. The incidence of preeclampsia in ICSI pregnancies. Pak J Med Sci. 2014 Jan;30(1):101-5

ART - lielaks risks

DAG proteinarija ir biezak un lielak neka VAG s o

JG, McElrath TF. Protein:creatinine ratio in uncomplicated twin pregnancy. Am J Obstet Gynecol. 2010 Oct;203(4):381

Riska noteikSana

Aspirins profilaktiski péc pamosanas vai pirms
QU|ét|eéanaS Ayala et al., 2013



(Gestacijas diabéts

¢ VAG 2X | Ie | akS rl S kS Ashrafi M, Gosili R, Hosseini R, Arabipoor A, Ahnmadi J, Chehrazi M. Risk of gestational

diabetes mellitus in patients undergoing assisted reproductivetechniques. Eur J Obstet Gynecol Reprod Biol. 2014 May;176:149-52

¢ DAG naV bl@éék Un Sllkték, neké VAG Lai FY, Johnson JA, Dover D, Kaul P.

Outcomes of singleton and twin pregnancies complicated by preexisting diabetes and gestational diabetes: apopulation-based study in Alberta, Canada,
2005-2011

* Progesterons?



Tresals trimestris



Problémas

priekslaicigas dzemdibas
grdtniecibas inducéta hipertenzija
gestacijas diabéts

placenta praevia

dzemdibas



Placentas un nabassaites
patologija

* Placenta praevia - 1.6% asistétal vienaugla
gratniecibal un 0.8% asistétai dvinu gratniectbal
VS 02% SpOnténaJ grDtnleCTbal Romundstad, L.B., Romundstad, P.R.,andSunde,A:

VonDuring V, Skjaerven R, Vatten LJ. Increased risk of placenta previa in pregnancies following IVF/ICSI; a comparison of ART and non-ART pregnancies in
the same mother. Hum. Reprod. 2006; 21: 2353-2358

. Nabas saite apvalkos Tdz 10% un vasa praewa —_

x, E., and Leroy, F. Pathologic examination of placentas from singleton and twin pregna obtained after in vitro fertilizatio dmbyt nsfer

Po’ l‘ Pth/1993 13: 453-462



Viena aug|a
gratniectba



SET

* vienaugla gratnieciba
* Dzivi dzimusie dvini 2.3% (109/4701)
« MHBA (65/109)

 BHBA (45/109)

+ MHMA (2/109)

e 12/109 bija atskirigs dzimums - 1 no 5 var but péc
konkurentas SC

Osianlis T, Rombauts L, Gabbe M, Motteram C, Vollenhoven V. Incidence and zygosity of twin births following transfers using a single fresh or frozen embryo. Hum Reprod. 2014 Jul;29(7):
1438-43



Increased risk of preterm birth in singleton pregnancies after blastocyst versus Day3 L[
embryo transfer: Canadian ART Register (CARTR) analysis

Table II

Adjusted risks for adverse outcomes in singleton births from IVF/ICSI in Canada, 2001-2009, after transfer on Day 3
(reference) or Day 5/6.

Outcome OR (95% CI) Day 5/6 versus Day 32
All preterm births (<37 weeks) @.17—1.49)
Early preterm births (<32 weeks) 1.09 (0.84-1.42)

Low birthweight (<2500 g) 0.99 (0.85-1.15)
Very low birthweight (<1500 g) 0.93 (0.66-1.32)
Congenital anomalies 1.13 (0.85-1.50)

dAdjusted for the year of treatment, maternal age, parity, infertility diagnosis category, number of oocytes retrieved,
insemination method, number of embryos transferred and the presence of a vanishing twin.

Bold indicates the main findings.



ART un priekslaicigas
dzemdibas

Subfertilitate
Kontroléta olnicu stimulacija (OHHS)
IVF l[aboratorijas vide

Embriju skaits uz transtéru (viena embrija boja eja)



ART un priekslaicigas
dzemdibas

* Priekslaicigo dzemdibu RF: subfertilitate; IVF/ICSI;
Ol/IUl

* Priekslaictgo dzemdibu risks samazinas: |ICS| vs
IVE: FET vs ET

Pinborg A, Wennerholm UB, Romundstad LB, Loft A, Aittomaki K,Soderstrom-Anttila V, Nygren KG, Hazekamp J, Bergh
C. Why do singletons conceivedafter assisted reproduction technology have adverse perinatal outcome? Systematic
review and meta-analysis. Hum Reprod Update. 2013 Mar-Apr;19(2):87-104



Pooled estimate on the risk of PTB in SC singletons of subfertile women with TTP > 1 year versus
SC singletons of fertile women with TTP < 1 year. 12 = 0.0010.

Study

Basso et al, 2003, Denmark

AOR (95% Cl)

1.36 (1.08, 1.71)

Thomson et al, 2005, Scotland

Wisborg et al, 2010, Denmark -

'
W R T PRSI P

Jaques et al, 2012, Australia

Overall (I-squared = 9.0%, p = 0.348)

g

hoe o ———— -

1.50 (1.30, 1.80)

1.19 (0.98, 1.44)

1.32 (1.05, 1.67)

1.35 (1.22, 1.50)

%
Weight

19.12

35.63

26.47

18.78

100.00

T l l 1
8 1 1.2 1.4 1.6

Favours SC with TTP > 1 year Favours SC with TTP < 1 year

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com
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Pooled estimate on the risk of PTB in singletons born after IVF/ICSI versus SC singletons of
subfertile women (TTP > 1 year). 12 = 0.0000.

%

Study AOR (95% CI)  Weight
|
I
:

Kapiteijn et al, 2006, The Netherlands - 1.60 (1.30, 1.90) 85.43
|
|
|

Raatikainen et al, 2012, Finland - . 1.28 (0.81, 2.03) 14.57
|
I

Overall (lI-squared = 0.0%, p = 0.379) 1.55 (1.30, 1.85) 100.00
i
:
|
|
|
|

| | | : | | | |
8 1 1.2 14 1.6 1.8 2 22
Favours IVF/ICSI Favours SC with TTP > 1 year

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Pooled estimate on the risk of PTB in sibling studies of mothers to consecutive-singleton siblings
of an IVF/ICSI child and an SC child. 12 = 0.0000.

%
Study AOR (95% CI) Weight

H

Romundstad et al, 2008, Norway 1.20(0.90, 1.61) 29.33

Henningsen et al, 2010, Denmark .- 1.30(1.10, 1.60) 70.67

o - ———

Overall (l-squared = 0.0%, p = 0.650) 1.27 (1.08, 1.49) 100.00

0

b -

I I T T T
8 1 1.2 14 1.6 1.8

Favours IVF/ICSI sibling Favours SC sibling

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Pooled estimate on the risk of PTB in singletons born after Ol and/or intrauterine insemination/
donor (IUI/IUID) versus SC singletons of fertile women with TTP < 1 year. 12 = 0.0329.

%

Study AOR (95% Cl)  Weight
i

Kallén et al, 2002, Sweden -— 1.39 (1.23,1.58)  23.50
|
|
|

Wang et al, 2002, Australia —e 150 (1.01,2.02) 13.55
|

Ombelet et al, 2006, Belgium E - 1.89 (1.69,2.12) 23.98
\

Wisborg et al, 2010, Denmark - : 1.16 (0.87, 1.56)  15.78
:
I

Klemetti et al, 2010, Finland -— 1.32 (1.15,1.50)  23.18
I

Overall (I-squared = 83.2%, p = 0.000) <> 145(1.21,1.74)  100.00
I
|
|
|
|
|
I

T T = T T T —
8 1 1.2 14 16 18 2 22 24

Favours Ol and/or IUI/IUID Favours SC with TTP < 1 year

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Pooled estimate on the risk of PTB singletons born after ICSI (fresh and frozen/thawed) cycles
versus singletons born after IVF (fresh and frozen/thawed) cycles. 12 = 0.0232.

%
Study AOR (95% ClI) Weight

Kallen et al, 2002, Sweden - 0.96 (0.80, 1.15) 19.50

Ombelet et al, 2005, Belgium - 0.58 (0.47,0.71) 18.08

Romundstad et al, 2008, Norway - 0.85(0.69, 1.05) 17.87

Pinborg et al, 2010, Denmark - 0.75 (0.64,0.87) 21.12

Nelson et al, 2012, UK

q

0.89(0.80, 1.00) 23.43

el e o

Overall (I-squared = 76.8%, p = 0.002) 0.80 (0.69, 0.93) 100.00

—e

—_

1
4 6 1.2

Favours ICSI Favours IVF

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Pooled estimate on the risk of PTB in singletons born after IVF/ICSI in frozen/thawed cycles versus
singletons born after IVF/ICSI in fresh cycles. 12 = 0.0138.

Study

Wang et al, 2005, Australia -

Kallén et al, 2005, Sweden -

Shih et al, 2008, Australia ---

Belva et al, 2008, Belgium

Pelkonen et al, 2010, Finland

Pinborg et al, 2010, Denmark -

Kalra et al, 2012, US

Sazonova et al, 2012, Sweden

e v o v e - ———— ———#-——-———-—— —— i ——

Kato et al, 2012, Japan

Y%

Overall (lI-squared = 62.7%, p = 0.006)

AOR (95% ClI)

0.77 (0.63, 0.91)
0.69 (0.50, 0.95)
0.71 (0.63, 0.91)
1.38 (0.92, 2.05)
0.83 (0.71, 0.97)
0.70 (0.53, 0.92)
0.94 (0.88, 1.02)
0.93 (0.77, 1.11)
0.96 (0.76, 1.22)

0.85 (0.76, 0.94)

%
Weight

12.43
6.92
12.43
5.06
13.95
8.36
18.46
12.48
9.90

100.00

| | |
4 6 8 1

Favours frozen/thawed embryos (FET)

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com
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Favours fresh embryos




Pooled estimate on the risk of PTB in singletons born after IVF/ICSI in frozen/thawed cycles versus
SC singletons in the general population. 12 = 0.0240.

Study

Pelkonen et al, 2010, Finland

Pinborg et al, 2010, Denmark -

Sazanova et al, 2012, Sweden -

- vl o o v o - ——————

Overall (l-squared = 78.2%, p = 0.010)

0

— - - - - -

AOR (95% Cl)

1.45 (1.25, 1.68)

1.12 (0.96, 1.32)

1.05 (0.88, 1.25)

1.20 (0.98, 1.46)

%
Weight

34.51

33.48

32.00

100.00

T
8 1

Favours frozen/thawed embryos Favours SC

b
N

14 1.6

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com
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Pooled estimate on the risk of PTB in IVF/ICSI singletons born after blastocyst transfer versus IVF/
ICSI singletons born after cleavage-stage transfer (Day 5 versus Day 2 culture). 12 = 0.0473.

%
Study AOR (95% ClI) Weight
Kallén et al, 2010, Sweden - 1.35(1.07,1.71) 55.62

Fernando et al, 2012, Australia -

Overall (l-squared = 68.2%, p = 0.076) <

0.93 (0.66, 1.30) 44.38

1.14 (0.80, 1.64)  100.00

fo - —————————— ————— o - P w————

T T T T T T
6 8 1 1.2 1.4 16 1.8

Favours blastocyst transfer (Day 5) Favours cleavage-stage transfer (Day 2)

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Pooled estimate on the risk of PTB in singletons born after SET in fresh and frozen/thawed (FET)
cycles versus singletons born after DET in fresh and FET cycles. 12 = 0.0224.

%

Study AOR (95% ClI) Weight
:
:
De Sutter et al, 2006, Belgium < - 1 0.56 (0.34,0.94) 17.82
:
:
Poikkeus et al, 2007, Finland : - > 0.99 (0.56, 1.75) 14.95
:
:
Wang et al, 2009, Australia & NZ — 0.88 (0.82, 0.95) 67.22

Overall (lI-squared = 36.7%, p = 0.206) 0.83 (0.64, 1.06) 100.00

-
—

T T T
1.2 14 16

Favours SET Favours DET

H
o
(o o]
-d

Pinborg A et al. Hum. Reprod. Update 2013;19:87-104

© The Author 2012. Published by Oxford University Press on behalf of the European Society of Human
Reproduction and Embryology. All rights reserved. For Permissions, please email:
journals.permissions@oup.com




Priekslaicigas dzemdibas

Hum Reprod. 2013 Apr;28(4):924-8. doi: 10.1093/humrep/des448. Epub 2013 Jan 24.

Increased risk of preterm birth in singleton pregnancies after blastocyst versus Day 3 embryo
transfer: Canadian ART Register (CARTR) analy5|s

Dar S', Librach CL, Gunby J, Bissonneils

C1 0.73-1.38). CONCLUSIONS®sk of
compared with cleavage stage transfer. & s :
confirm this finding and to identify reasons for such outoomes

Fertil Steril. 2010 Oct;94(5):1680-3. doi: 10.1016/j.fertnstert.2009.12.027. Epub 2010 Feb 4.

Blastocyst versus cleavage stage transfer in in vitro fertilization: differences in neonatal
outcome?

Kallén B, Finnstrdm O, Lindam A, Nilsson E, Nygren KG, Olausson PO.

Obstet Gynecol. 2012 Jul;120(1):69-75. doi: 10.1097/A0G.0b013e31825b88fc.

Extended embryo culture and an increased risk of preterm delivery.
Kalra SK', Ratcliffe SJ, Bamhart KT, Coutifai

CONCLUSION: Egeten
Unless blastocyst traftefes
with |VF-assisted conceptlon

Hum Reprod Update. 2014 May-Jun,20(3).439-48. dei: 10.1083/humupd/dmu001. Epub 2014 Jan 30.

Neonatal outcomes among singleton births after blastocyst versus cleavage stage embryo
transfer: a systematic review and meta-analysis.

Dar S', Lazer T, Shah PS, Librach CL.

WIDER IMPLICATIONS OF THE FINDINGS: We found a significantly higher risk of preterm birth (<37 weeks) in singletons
after extended embryo culture (Day 5/6) compared with cleavage stage (Day 3) transfer, even when adjusting for
confounding factors. Our findings are in agreement with the previous twa studies; however, we did not show a difference in
the very preterm deliveries (uaw#eTRe US study) or in fetal malformations (as in the Swedish study). We hypothesize that
there may be a deleterious N\ fect of prolonged in vutro embryo culture on subsequent plaoentatno Snger term follow-up
studies will be required to determlne PrOTOTT etk o ladie blasioe =ge nas an adverse effect on the long-
term health of offspring when compared with shorter cleavage stage culture




Outcomes of singleton births after blastocyst versus
nonblastocyst transfer in assisted reproductive technology

Dhanlu_sthernando. B.Med.Sci., Jane L. Halliday, Ph.D., Susan Breheny, B.S., David Lindsay Healy, B.Med.Sci., M.B.B.S.,
Ph.nfEA =

Patient(s)

( 4.2021)/ omen who conceived using in vitro fertilization (IVF) and intracytoplasmic sperm injection (ICSI) between 2004
and 2009.

JODS tric and perinatal outcomes after blastocyst transfer on days 5 to 6 are similar when compared with embry
\ leavage-stage transfers on days 2 10 4.

Fertility />
and Sterility. ©X




Prenatal administration of progesterone for preventing
preterm birth in women considered to be at risk of preterm
birth (Review)

Dodd JM, Jones L, Flenady V, Cincotta R, Crowther CA

Authors’ conclusions

s==== =

€ lse of progesterone is associated with benefits in infant health following administration in women considered to be atm
“Ofsseterm birth due elther to a prlor preterm birth or where a short cervix has been identified on ultrasound examination. Hoy g
there is limited Informato VATt rotonpertesmanfant-and-childhood-outeomes:-theassessent of which remains a priority.

&Jm to home page COCHRANE LIBRARY

\l Independent high-quality evidence for health care decision m 1kmq



Dvini péc ART



Biezaka AR
komplikacija

206%



DVIni péc ART

priekSlaictigo dzemdibu risks lielaks?
SET ir DG samazinasanas stratégija

Pazudusais dvinis - MGL, zems dzimSanas svars,
priekslaicigas dzemdibas

Nav atsSkirfou mates un perinatalaja S&M starp ART
dviniem un SK

Progreséjosa dzemdes kakla saisinasanas ir
potenciala probléma



Daudzaug|u grutnieciba

 mates saslimstiba un mirstiba: hipertensija, preeklampsija/
eklampsija, gestacijas diabéts, placenta praevia, S.C. siwan,

Chen, X.K., Lee, C., and Hader, J. Outcomes in multiple gestation pregnancies among Canadian women age 35 years and older. Healthc. Q. 2011; 14: 22-24

e perinatala saslimstiba un mirstiba
e priekslaicigas dzemdibas
e samazinats dzimsanas svars

e attalinato veselibas problému risks

B CT 4X Joyce A. Martin JA, Brady E. Hamilton, Osterman MJ.K, Three Decades of Twin Births in the United States, 1980-2009. CCD 2012



"Dvinu gratniectba asocigjas ar lielaku mates un
perinatalas saslimstibas un mirstibas risku
neatkarigi no mates vecuma’

—ESHRE Capri Workshop Group, 2000, Mullins and Kumar, 2012


javascript:void(0);
javascript:void(0);

"Hipertensijal, kas asocigjas ar

Nermao

Koncentracl

poreeklampsijal ir s
grdtniectbas gadiju

gratniectba neltralizé

uz preeklampsijas risku sekojosas veilksmigas
vienaug|u grutniectbas gadijuma.

— ESHRE Capri Workshop Group, 2000

Ju un proteinariju, val
iktaka prognoze dvinu
ma. Ka art daudzaug|u

orotektivo paritates efektu


javascript:void(0);

De [

Vienaugl|a gratnieciba

Dvini BHBM - zemaks attistioas anomaliju riskS weegsa

HB, Johansen AM, Erb K, Andersen AN. Danish National In-Vi- tro Fertilization Registry 1994 and 1995: a controlled study of births, malforma- tions and
cytogenetic findings. Hum Re- prod 1999;14:1896-902. Davies M, Norman R. Neurological sequelae in in-vitro fertilisation babies. Lancet 2002;360:718-9.

Dvini MHBA
Dvini MHMA
Pazudusails dvinis

Tris aug|u gratnieciba - MHBA/MHMA



MH val BH

Dizygous Monozygous

S

Pacenta l Placentas (fused)
. .. ;
Placenta
Dicharioric Dichorionic
diamniotic diamniotic

Single placenta Single placenta

o Lo

Chorion

Amnion

Monochorionic Monochorionic
diamniotic monoamniotic



L ambda pazime - BH

8.-10. gest. ned.



3.-10. gest. ned.



AGN péec DET

2 5 Zemaks AGN HSKS neka SE (La Sala et al., 2005; Mir6 et al., 2012; Tummers et al.,

2003; Matias et al., 2007)

p al Ie | I n aS p eC 34 . g . V. Mird, F., Vidal, E., and Balasch, J. Increased live birth rate in twin pregnancies resulting

from embryo assistance. Obstet. Gynecol. 2012; 119: 44-49


javascript:void(0);
javascript:void(0);
javascript:void(0);

Pazuadusails advinis

S po ntén al g rutn |eCTba| 20_40 % Dickey, R.P., Taylor, S.N., Lu, P.Y., Sartor, B.M., Storment,

J.M., Rye, P.H., Pelletier, W.D., Zender, J.L., and Matulich, E.M. Spontaneous reduction of multiple pregnancy: incidence and effect on outcome. Am. J.
Obstet. Gynecol. 2002; 186: 77-83

Priekslaicigas dzemdibas, zems dzimsanas svars,
persistéjosa trofofoblastiska slimiba, cerebrala
trieka”?

Nelabveéligais iznakums pieaug [1dz ar gestacijas
laiku

— O/
p eC D ET - 1 O O Poikkeus, P, Gissler, M., Unkila-Kallio, L., Hyden-Granskog, C., and Tiitinen, A. Obstetric and neonatal

outcome after single embryo transfer. Hum Reprod. 2007; 22: 1073-1079



Priekslaicigas dzemdadibas

Dzemdes Dzemdes kakla Progesterona
parstiepsana saslimsana » trdkums

Bartbas vielas ~—# 4 Im0nologija

Vaskularas | -
problemas | &— Alergia
Stress ?

Infekcija Romero et at., 2013



Dvinl un priekslaicigas
dzemdibas

15% Nno visiem priekslaicigl dzimusajiem
<37 gest. ned. 5x biezak neka vienaug|a (60%)

<32 gest. ned. 8x biezak neka vienaugl|a (11%) s

Martin JA, Brady E. Hamilton, Osterman MJ.K, Three Decades of Twin Births in the United States, 1980-2009. CCD 2012



Ko dart”

Dzemdes kakla saisinasanas monitorésana
Cerklaza
Progesterons

Cervikalie pessariji



Sarsinats kakls - labakais
prediktors

zema riska asimptomatiskas pacientes
augsta riska VAG

DAG

PD riska pacientes

<25mm - 50%<34 gest. ned.

<15mm - 50% <32 gest.ned.



Saisinats dzemdes kakls

e TVUS 20-24 gratniecibas laika asimptomatiskam sievietém ar DG
 <20mm PD risks <32-34 gest. ned.

o < 25 m m P D rl S kS < 28 g eSt y n e d « Conde-Agudelo A, Romero R, Hassan SS, Yeo L. Transvaginal sonographic cervical length for the

prediction of spontaneous preterm birth in twin pregnancies: a systematic review and metaanalysis. Am J Obstet Gynecol. 2010

— . _ 7 — — —
o S al S | n aS a n aS > 2 m m/n e d e ! a? Hofmeister C, Brizot Mde L, Liao A, Francisco RP, Zugaib M. Two-stagetransvaginal cervical length

screening for preterm birth in twin pregnancies. JPerinat Med. 2010 Sep;38(5):479-84
e simptomatiskas pacientes?

e >24 gest. ned.?



Cervikala piltuvite




Augl|a ddenu nogulsnes s.
amniotic fluide sludge

* priekslaicigas dzemdibas

* histologiski pieradrtais
horionamnionits

e funizits

* perinatala nave

Boyer A, Cameron L, Munoz-Maldonado Y, Bronsteen R, Comstock CH, Lee W,Goncalves
LF. Clinical significance of amniotic fluid sludge in twin pregnancies with a short cervical
length. Am J Obstet Gynecol. 2014 Nov;211(5):506.e1-9



Priekslaicigas dzemdadibas

Dzemdes Dzemdes kakla Progesterona
parstiepsana ™, saslimsana trakums

Baribas vielas —3 44— Imunologija

Vaskularas <
problémas | Alergija
Stress ?

Infek clja Romero et at., 2013



Cervical stitch (cerclage) for preventing preterm birth in
multiple pregnancy (Review)

Rafael TJ, Berghella V, Alfirevic Z

Authors’ conclusions

| tsTeview is based on limited data from five small studies of average to above average quality. For multiple gestations, there
“—gyjdence that cerclage is an effective intervention for preventing preterm births and reducing perinatal deaths or neonatal morbidi

—

@r}home rae COCHRANE LIBRARY

\’ Independent high-quality evidence for health care decision making



Cerklaza

* nav leteicama dvinu grutniecibas gadijuma
priekslaicigo dzemdibu riska samazinasanal



Progestrerons

e mikronizétais progesterons p/v - var but efektivs art
dviniem, atslabina miometriju - kliniskie péetjumi

e progesterons i/m - nav efektivs, var palielinat GD
risku



Cerklazas pesarijl



laktika

dzemdes kakla garuma monitorésana
antenatalie kortikosterordl

IN utero transportésana uz perinatalo centru
tokolize

neiroprotekcija’”?



US eksperta kompetence

* Dikonkordanta dvinu augsana

e sIUGR

+ TTTS

|

TRUFFLE group consensus Doppler
guidelines for delivery in IUGR...

A

Umbilical artery Doppler, Ductus venosus< 32

deliver if... weeks, deliver if...
at 32/40 rev EDF absent or reversed a
at 34/40 absent EDF wave + CIG STV
at 36/40 increased PI abnormal

(>95th centile)

...frequency of and attentiveness to monitoring may be more important
than type of monitoring itself



Monozigotiskie avinl

Pe rl n atal a m I rStl ba - SX V. S . DZ Hillman, S.C., Morris, R.K., and Kilby, M.D. Co-twin prognosis after single fetal death: a systematic review and meta-

analysis. Obstet. Gynecol. 2011; 118: 928-940

Prenatals neirologisks bojajums - 10X v.s. DZ
Perinatala mirstiba 11% v.s. 5% DZ
Attistlbas anomalijas 2-3x biezak neka DZ

TTTS 1 5_20 % ( n eé rStéJ Ot m I rSth a 90 % ) Huber, A. and Hecher, K. How can we diagnose and manage twin-twin transfusion syndrome.

Best. Pract. Res. Clin. Obstet. Gynecol. 2004; 18: 543-556

MHMA - nabassaites satisanas
Augsta perinatala mirstiba péc 32. gest. ned.

Viena dvina IUAN gadijuma - 4.81x cerebrala trieka izdzivojusam



MZ péc ART

péc ART daudz retak neka SK (2-3% v.s. 26%)
péc KOS risks dubultojas (1-5%) v.s. 0.4% SK
ovulacijas indukcija

| C S | Haimov-Kochman, R., Daum, H., Lossos, F., Aizenman, E., Werner, M., Yagel, S., Laufer, N., Simon, A., and Hurwitz, A. Monozygotic multiple gestation after intracytoplasmic sperm injection and preimplantation genetic
diagnosis. Fertil. Steril. 2009; 92: 44 (2037.e11-17)
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"IUAN parasti notiek pirms 24. gratniecibas

nedélas. Pec 24. gratniecibas
varbutiba, ka sievietel 1 ménesi

dzemdibam majas bus divi dzivi

nedélas
péc M/
e bérnlir

vienada ka péc DZ grutniect

—Oldenburg, A., Rode, L., Badker, B., Ersbak, V., Holms

bas.”

kov, A., Jargensen,

F.S., Larsen, H., Larsen, T., Laursen, L., and Mogensen, H. Influence of

chorionicity on perinatal outcome in a large cohort

of Danish twin

pregnancies. Ultrasound Obstet. Gynecol. 2012; 39: 69-74



BCT - RF dviniem

Priekslaicigas dzemdibas
JUAA

Komplicétas dzemdibas

BCT 5x dviniem vs. vienaug|a

BCT 20x triniem vs. vienaugla



-etoredukcrja

Fertil Steril. 2014 Nov 20. pii: S0015-0282(14)02287-0. doi: 10.1016/].fertnstert.2014.10.027. [Epub ahead of print]
Perinatal outcome after fetal reduction from twin to singleton: To reduce or not to reduce?

Haas J', Mohr Sasson A2, Barzio Ll liaaals
CONCLUSION atal reduction of twms to singleton is assocnated with a lower risk of prematunty and superior perinata
outcome compared with nonrequUCE0 e e g i eesehewid=e-corrsidered in certain cases of

twin pregnancies, where the risk for adverse outcome seems exceptjonally hlgh

* [ripet uz gemelli prolongé gratniecibu par 2-3
nedélam

* nav optimals risingjums

Fertility
and Sterility.




Grdtniecibas atrisinasanas
velds

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 OCTOBER 3, 2013 VOL. 369 NO. 14

A Randomized Trial of Planned Cesarean
or Vaginal Delivery for Twin Pregnancy

Jon F.R. Barrett, M.B., B.Ch., M.D., Mary E. Hannah, M.D.C.M,, Eileen K. Hutton, Ph.D., Andrew R. Willan, Ph.D.,
Alexander C. Allen, M.D.C.M., B. Anthony Armson, M.D., Amiram Gafni, D.Sc., K.S. Joseph, M.D., Ph.D.,

Dalah Mason, M.P.H,, Arne Ohlsson, M.D., Susan Ross, Ph.D., J. Johanna Sanchez, M.I.P.H.,
and Elizabeth V. Asztalos, M.D., for the Twin Birth Study Collaborative Group*

CONCLUSIONS

In twin pregnancy between 32 weeks 0 days and 38 weeks 6 days of gestation, with
the first twin in the cephalic presentation, planned cesarean delivery did not sig-
nificantly decrease or increase the risk of fetal or neonatal death or serious neo-
natal morbidity, as compared with planned vaginal delivery. (Funded by the Canadian
Institutes of Health Research; ClinicalTrials.gov number, NCT00187369; Current
Controlled Trials number, ISRCTN74420086.)



"Per vias naturales’-
labveéliga iznakuma prediktori

e atkartota dzemdeéetaja
e spontans dzemdibu sakums
* otrais auglis pakausa prieksgula

e gratniectbas lalks 370+6



Otrais auglis

e >20 minates pieaug F2 perinatala mirstiba

* >15 minadtes pieaug F2 SC



(Gratniecibas atrisinasanas
lalks

BHBA 370+6
>33 gest. ned. IUAN risks pieaug

neonatalie sarezgijumi >38. gr. nedélas 3,5x vairak

MHBA 360+6

MHMA 320+6 - monitorésana nevar uzlabot
nelabvéligo iznakumu



Elective birth at 37 weeks’ gestation for women with an
uncomplicated twin pregnancy (Review)

Dodd JM, Deussen AR, Grivell RM, Crowther CA

Authors’ conclusions

Early birth at 37 weeks' gestation compared with ongoing expectant management for women with an uncompllcated twin pregnancy
does not appear to be associated with an increased risk of harms, ﬁndmgs which are consnstent with the '- ised-Kimpdom

" ar 37 . 0 weeks gestauo
«gestational age at birth,_

ém}nome rae COCHRANE LIBRARY

\, Independent high-quality evidence for health care decision making
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Attistibas anomalijas péc
ART

IVF/ICSI - hipospadijas, kardiovaskulara, muskuloskeletala,
g aSt rOI nteS“ n é.l a S I Sté m a (Ericson and Kallén, 2001, Hansen et al., 2002, Olson et al., 2005, Pinborg et al., 2004, Zhu et al., 2006).

. — ] —_ L] L] V —
Vl eau g ! U g rUtn I eC I b al b I ezak Reefhuis J, Honein MA, Schieve LA, Correa A, Hobbs CA, Rasmussen SA. As- sisted reproductive technology and

major structural birth defects in the United States. Hum Reprod 2009;24:360-6

IVF - péc vecaku RF izslégsSanas - neatskiras no spontanas
gratniecibas

ICSI - péc vecaku RF izslegSanas - augstak neka spontanai
gratniecibal

BCT

imprintiga saslimSanas: Angelmana/Pradera-Vilija sindromi (weeowea. 2o

Odom and Segars, 2010)
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Reproductive Technologies and the Risk
of Birth Defects

Michael J. Davies, M.P.H., Ph.D., Vivienne M. Moore, M.P.H., Ph.D.,
Kristyn J. Willson, B.Sc., Phillipa Van Essen, M.P.H., Kevin Priest, B.Sc.,
Heather Scott, B.Mgmt., Eric A. Haan, M.B., B.S,,
and Annabelle Chan, M.B., B.S, D.P.H.

N Engl ) Med 2012;366:1803-13.
Copyright © 2012 Massachusetts Medical Society.




Table 1. Characteristics of Births and Terminations of Pregnancy According to Mode of Conception.

Assisted Conception  Spontaneous Conception
Characteristic (N=6163) (N=302,811) P Value

no. of births (%)

Age <0.001
20-24 yr 133 (2.2) 62,981 (20.8)
25-20yr I —l3620220) 114,074 (37.7)
"30-34yr 2736 (44.4) 88,924 (29.4)
35-39 yr 1612 (26.2) 31,728 (10.5)
=40 yr n ,104 (1.7)
Socioeconomic status: lowest quartile* 1621 (26.3) 104,267 (34.4) <0.001
White race] ——————— Bl OER e 283,169 (93.5) <0.001
“Nulliparous 4023 (65.3) 113,489 (37.5) <0.00
Paternal occupation: manager or professional 3 (38. 52,217 (27.2) <0.001
Smoked during pregnancyf 1021 (18.1) 29,727 (26.5) <0.001
Singleton birth 4333 (70.3) 295,220 (97.5) <0.001
Baby's sex¥| 0.03
Male 3104 (50.4) 155,723 (51.4)
Female 3052 (49.5) 146,803 (43.5)

Diseases in pregnanc

Any diabetes** 364 (5.9) 9,140 (3.0) <0001
Hypertension 96 (1.6) _3,410(L.1) 0.01
Pregnancy-induced hypertension 770 (12.5)  26496(38)  <0.001
Urinary tract infection 4,940 (4.9) 0.08
Asthma 257 (4.2) 12,771 (4.2) 0.98
Epilepsy 41 (0.7) _ (0.5) 0.13

Anemia 795 (12.9) 18,257 (6.0) <0.001

I\




Birth Characteristic

Pregnancy terminated because of defect
— no. (%)

=Stiborn — no. of births (%)
Liveborn — no. of births (%)

Mode of delivery — no. of births (%)%
Vaginal

Cesarean
Child’s sex — no. of births (%)§
Male
Female
Birth weight — g**
Gestation — no. of births (%€
SB2wk
-36 wk
37-40 wk
>40 wk

Table 2. Characteristics of Births after Assisted Conception or Spontaneous Conception, According to Multiplicity.

Assisted Conception Spontaneous Conception
Singleton Singleton
Births Multiple Births  All Births Births Multiple Births
(N=4333) (N=1830) (N=6163) (N=295,220) (N=7591)
29 (0.7) 4 (0.2) 33 (0.5) 1,492 (0.5) 21 (0.3)

A5 (L0)*x 44 (2.4) 89 (1L4)*  1549(0.5) 154 (2.0)
4259 (98. 82 (97.4 6041 (98.0) 292,179 (99.0) 7416 (97.7)
2709 (63.6 626 (35.1 3335 (55.2 225,277 (77.1) 3683 (49.7)
1550 (36.4)* 1156 (64.9) 2706 (44.8)* 66,900 (22.9) 3733 (50.3
2123 (49.8)9 3(51.8)] 3046 (50.4) 150,580 (51.5) 3642 (49.1)

T™02) 859 (48.2) 2995 (49.6) 141,595 (48.5) 3773 (50.9)
3259:641% 2240:661* 2958+796% 3,399+553 2407+620

86 (2.0) 253 (14.2) 339 (5.6) 2,495 (0.9) 654 (8.8)
337 (7.9) 813 (45.6) 1150 (19.0) 13,577 (4.6) 2999 (40.4
R — J 1.0) 3759 (50.7)
434 (10.2) 2 (0.1) 436 (7.2) 39,581 (13.5) 4 (0.1)

All Births
(N=302,811)

1,513 (0.5)

1,703 (0.6)
299,595 (98.9)

228,960 (76.4)
70,633 (23,60

154,222 (51.5)

145,368 (48.5)
3,375576

3,149
16

240,285 (80.2)
39,585 (13.2)




Table 4. Odds Ratio for Any Birth Defects According to Type of Assisted Conception and Multiplicity.*

Type of Assisted Conception Singleton Births

Unadjusted

Defect Odds Ratio

no. of births with defect/
total no. of births
Any 361/4333 1.45 (1.30-1.63)
M
Fresh- or frozen-embryo cycles 105/1484 1.25 (1.02-1.52)
Fresh-embryo cycles 71/1005 1.25 (0.98-1.59)
34/479 1.24 (0.88-1.76)
Fresh- or frozen-embryo cycles 91/939 1.72 (1.38-2.15)
Fresh-embryo cycles 76/713 1.95 (1.53-2.48)
A Frozen-embryo cycles 15/226 1.17 (0.70-1.97)
7 34/319 1.98 (1.40-2.80)
Intrauterine insemination 54/580 1.67 (1.25-2.23)
Do 36/428 1.51 (1.08-2.11)
vulation induction 19/306 1.08 (0.68-1.74)
Clomiphene citrate at home 7/36 3.87 (1.58-9.51)
i 15/241 1.07 (0.63-1.82)
) ous conception after previous birt 96/1306 1.27 (1.02-1.59)
assisted reproductive technology

Infertile but no history of treatment with assisted 52/600 1.54 (1.15-2.05)

reproductive technology

No use oF boolegyand fertile  16,841/293,314 1.00

Adjusted
Odds Ratiof

1.28 (1.14-1.43)

1.06 (0.87-1.30)
1.05 (0.82-1.35)
1.08 (0.76-1.53)

1.55 (1.24-1.94)
1.73 (1.35-2.21)
1.10 (0.65-1.85)
1.73 (1.21-2.47)
1.46 (1.09-1.95)
1.37 (0.98-1.92)
0.99 (0.62-1.59)
3.19 (1.32-7.69)
0.96 (0.56-1.63)
1.26 (1.01-1.57)

1.37 (1.02-1.83)

1.00

Defect

ths with defect/
no. of births

13/6163

65/2301
21/1647
44654

39/1407
16/1111
23/296
59/590
63/732
36/468
27/374
9/46
15/245
99/1342

67/807

80/300,662

All Births

Unadjusted
Odds Ratio

1.45 (1.32-1.60)

1.26 (1.07-1.48)
1.29 (1.06-1.57)
1.17 (0.87-1.59)

1.77 (1.47-2.12)
1.89 (1.54-2.
1.37 (0.89-2.1

1.81 (1.37-2.41)%

1.53 (1.18-1.99)
1.37 (0.98-1.91)

1.27 (0.83-1.93) 4

3.92 (1.84-8.38)
1.04 (0.61-1.78)
1.27 (1.02-1.58)

1.47 (1.13-1.90)

1.00

Adjusted
Odds Ratiof

1.26 (1.14-1.40)

1.07 (0.90-1.26)
1.09 (0.89-1.33)
1.02 (0.75-1.39)

57 (1.30-1.90)
1.66 (1.35-2.04)
1.28 (0.83-1.99)
1.55 (1.16-2.07)

1.16 (0.76-1.75)
3.39 (1.61-7.13)

1.25 (1.01-1.56)

1.29 (0.99-1.68)




"Aneiploidiu skaitu ART neietekmé.”

—Davies et al., 2012



"Neaugligal populacijai ir a-priori attistioas
anomaliju risks”

—Farhi and Fisch, 2007, Zhu et al., 2006
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Val cita gratniece”

* priekslaicigas dzemdibas
e zems jaundzimusa svars
» preeklampsija/eklampsija

IR CITA GRUTNIECE

e perinatala mirstiba

« Kkeizargrieziens
e placenta praevia/accreta
e cerebprala trieka

e attistibas anomalijas?

Pandey S, Shetty A, Hamilton M, Bhattacharya S, Maheshwari A. Obstetric andperinatal outcomes in singleton pregnancies resulting from IVF/ICSI: a systematicreview and meta-analysis.

Hum Reprod Update.
Farhi A, Reichman B, Boyko V, Hourvitz A, Ron-EI R, Lerner-Geva L. Maternaland neonatal health outcomes following assisted reproduction. Reprod BiomedOnline. 2013 May;26(5):454-61

Stojnic J, Radunovic N, Jeremic K, Kotlica BK, Mitrovic M, Tulic |. Perinatal outcome of singleton pregnancies following in vitro fertilization. Clin ExpObstet Gynecol. 2013;40(2):277-83



KAPEC nepleciesama
specifiska antenatala aprupe”

* Preeklampsija

* Priekslaicigas dzemdibas
* [UAA

* Placenta praevia

* Augla strukturalas anomalijas



laktika

Lutealas fazes atbalsts

AGN “profilakse”?

Endokrinas/koagulacijas problemu korekcija

(Genétiskais skrinings

Strukturalo anomaliju skrinings

Priekslaicigo dzemdibu riska izvértésana, monitorésana, arstésana
GD skrinings

Dzemdibu datums un plans



“I think you should be more explicit here in
step two.”



