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Gebelikte veya dogum esnasinda alinan enfeksiyonlar f

neonatal mortalitenin onemli sebeplerindendir*

» Maternal (primer/reaktivasyon/reenfeksiyon)

» Fetal (prognoz,terminasyon?)

» Neonatal

*Neu N, Duchon J, Zachariah P. TORCH infections. Clin Perinatol 2015; 42:77.



Toxoplasmosis

Other

~ Sifiliz » Klamidya
~ Varicella zoster virus ~ Zikavirus
~ Parvovirus B 19 » HIV

~ Enterovirus » HBV

~ Borrelia burgdoferi » HCV
Rubella

Cytomegalovirus

Herpes simplex virus




Fetal enfeksiyon varligi neden onemli??

Abortus

>
» Intrauterin fetus 61Gmu
» Prematirite

>

Konjenital anomaliler

» Hidrosefal
Mikrosefali
Koryoretinit, Glokom
Hepatit
Pnomoni

Myokardit

vV v v Vv Vv

» Mental ve motor retardasyon

» Neonatal donemde hastalik




Table 3: Pregnant woman with abnormalities detected on foetal ultrasound

Recommended investigations for the pregnant woman with
abnormalities detected on foetal ultrasound

cMmv?t Parvovirus B19°  Rubella® Toxoplasma * Treponema
pallidum
(syphilis) *

3.1 Micro/ X X X
Macrocephaly

3.2 1UGR X X X &

3.3 Intracranial X X x
calcification

24 Echogenic X
bowel

35
Ventriculomegaly X A

36 X
Structural heart

defects

3.7 Hydrops X

Gascun C.D.,TORCH testing in Obstetrics and Neonatology, National Clinical Programme for Patholo



Table 4: Neonatal abnormalities at birth

Recommended investigations for the neonate with clinical / laboratory
abnormalities at birth

cMwv HsWV = Parvovwirus B19 * Rubella * Toxo © T pallidum ® I ”® Other
4.1 Hepatitis [ X X X X
Jaundice /
Hepatomegaly
4.2 Rash x o X x
", B ® X x

Thrombocytopenia

4.4 Anaemia X X 4 4
45 IUGR H X X s
4.6 Microcephaly X X X

4.7 X X
Hydrocephalus

4 8 Failed X

Mewborn

Hearing Test

4.9 Patient x

Ductus Arteriosus

{at terrm)

410 intracranial X X X

Calcification

411 Congenital X
Cataracts or
Microphthalmia

412 Hydrops X X

413 Culture * e
MNegative Sepsis

not responding

to antibiotics in

the first month

of life®



» TORCH taramasi maliyet etkin gozukmemekte
Amerikan jinekoloji dernegi rubella ve sifiliz 6nermekte

Rutin tarama testleri Ulkelere gore degisiklik
gOstermekte®

» Etkenin prevelansi
» Ulusal agi programi

» Kisiye Ozel tarama
ABD: HIV

Kanada: rubella, HBV, klamidya, gonore

Turkiye: HbsAg, sfiliz, gebe onayi ile HIV **

*Poliquin V., Antepartum Screening for Maternal Infection and Immune Status: Is it Time to Broaden Ou
Gynaecol Can 2015;37(12):1118-1121
**SB Dogum Oncesi Bakim Ydénetim Rehberi, 2018



Sifiliz

» Treponema pallidum

v

Transplasental veya dogum sirasinda

v

Primer ve sekonder donem sifilizde konjenital enfeksiyon
riski daha fazla

16-28 hf bulas riski yuksek ancak her donem bulasg
Konjenital sifiliz tim vicut sistemlerini tutar
Abortus, intrauterin ex, preterm dogum..

Maternal sifiliz onlenebilir ve iyilestirilebilir

CDC ..

» Ik prenatal vizit

vV v v Vv Y

» 3. Trimester basi
» Yuksek riskli ise dogumda
» >20 hf spontan abortus yada 6li dogum Sy arastir

CDC. USPSTF recommends screening in adults and adolescents ages 15-65. 2015



Erken donem belirtileri:
Burun akintisi
Osteokondrit

Makulopapuler dokuntu

Anemi
HSM
Gobek baginda kizarikhk

vV V. v v v Vv

Latent konjenital sifilizde ilerleyen yaslarda norolojik bulgular geli

vV v v v v v Vv

Gec¢ donem belirtileri:
SSS tutulumu
Koryoretinit

Nefrit

Keratit

Sarihk

Sagirlik

Yuksek damak, dis
bozukluklari



Sfiliz tanai:

v v vy

Klinik
Karanlik saha mikroskopisi

DFA( Direct fluorescent antibody)

Non treponemal testler

>

vV v v .Yy

>

VDRL (Venereal Disease Research Laboratory)
RPR (Rapid Plasma Reagin)

TRUST (Toluidine Red Unheated Serum)

USR (Unheated Serum Reagin)

ART (Automated Reagin Test)

RST (Reagin Screen Test)

Treponemal testler

>

>
>
>

TPHA, TPPA (Hemaglitinasyon testleri)
FTA-ABS (indirekt immunofloresan testi)
EIA (Trep-Chek, Trep-Sure)

Ig G immunoblot test




Non-treponemal testler

» Kantitatif sonug (1:8, 1:16)
» En erken enfeksiyondan 6 gun sonra pozitiflesir
» Primer sfilizte sensitivite %75
» NTT Primer ve sekonder sy de titreler daha yuksek
» Tedavi ile titreler dusecedgi icin tedavi takibinde
» Takipte titrede en az 4 kat dusus basarili tedavi
» Titre takibi ayni laboratuvarda, ayni yontemle yapilimali
» Tedavi yaniti takip icin 1,3 ve 6 ayda takip edilmeli
» Negatif yada 1:4 gibi duguk titreler

Morshed G., Recent Trends in the Serologic Diagnosis of Syphilis, Clinical and Vaccine Immunology,
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NTT :

Yalanci pozitiflik
Otoimmun hastaliklar
Asilama

lv ilac kullanimi

lleri yas

Gebelik

Viral enfeksiyonlar
Malignite

Tbc, lepra, bruselloz,

Yalanci negatiflik
»~ Erken ya da ge¢ donem enfeksiyo
» HIV ile koenfeksiyonda
» Orak hucreli anemi

» Prozon fenomeni




Treponemal testler

Spesifik treponemal antijenler kullanilir (Ig G ve Ig M)
Sankir olusumundan sonraki 1-2 haftada pozitiflesir
Reaktif / non-reaktif

Hayat boyu reaktif

Tedavi yaniti takibinde kullaniimaz

EIA; TPHA ve FTA-ABS kadar duyarlilik ve 6zgulluge
sahiptir.

FTA-ABS deneyimli bir uygulayici, duyarliligi yuksek




TREPONEMAL TESTLERIN YALANCI (+)LIGI

>

>

>

>

>

* Tiroidit

* SLE, skleroderma
» Genital herpes

* Siroz

* Gebelik

Yeni asillanmis olmak

EMN

Brusella, leptospira, lyme, sitma
Damar ici ilag kullanimi

lleri yas



FIGURE 4
Serologic components of syphilis testing and comparison of screening algorithms
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Traditional

Non-treponemal assay

Screening Algorithms

Reverse

Treponemal Immunoassay

I
Reactive
I
TP-PA or FT-ABS

Mon-reactive Reactive Mon-reactive

Reactive Naon-reactive

Y ¥
Current or past Syphilis infection
infection, unlikely.
Evaluate clinically Fossible false
pasitive.

I
Non-treponemal (RPR)

Reactive Mon-reactive
I
TP-PA
I I
Reactive MNon-reactive
L 3 ¥ 1 l ¥

Mo serological Current or past Current or past  False positive versus  No serological
avidence of infection. infection, early primany syphilis. avidence of
syphilis. Ewvaluate clinically  Evaluate clinically  If clinical suspician syphilis,
Cannol high, treat. Repeat Cannat
exclude early testing reccomended exclude early
primary syphilis. primary syphilis.

Rac M.W.F., Syphilis during pregnancy: a preventable threat to maternal-fetal health, American Journal of Obstetrics & G

april 2017



» Ayrintili fetal usg: bulgular > 20 hf.dan sonra
» HM
» Anemi
» Plasentomegali

» Asit ve hidrops

» Normal usg enfeksiyonu diglamaz

TABLE 4

Treatment of syphilis during pregnancy according stage of disease'’

Stage of syphilis Treatment

Primary syphilis BPG 2.4 million units IM once

Secondary syphilis

Early latent syphilis Some evidence suggests that additional therapy is
beneficial for pregnant women; for women who have
primary, secondary, or early latent syphilis, second
dose of BPG 2.4 million units IM can be administered 1
week after initial dose (total 4.8 million units)

Late latent syphilis BPG 7.2 million units total, administered as 3 doses of

Syphilis of unknown duration 2.4 million units IM each at 1-week intervals

Tertiary syphilis

Neurosyphilis Agueous crystalline penicillin G 18—24 million units/
day, administered as 3—4 million units [V every 4 hours
or continuous infusion, for 10—14 days

BPE benzathine penicillin G; WY, inFamuscdarn, VY, inravenous,

Rac Syphilis durfng pregnange. Arn [ (bster Cynecel 2017,

APRI N17 Bmecican lasrngd of Dhetetdeoes S Bvwnacohoe  THO



VZV

» Herpesviridae ailesinden

» Direkt temas, damlacik ve hava yolu ile bulas
» Gebelerde insidans.. 0.7-3/1,000*
» Ensefalit, aseptik menenjit, pnomoni, miyokardit
» Pnomoniye bagli mortalite normal bireylerde % 14**

» Sucicedi pnomonisi gelisen gebelerde mortalite
%40™**

» Hamileligin 8-20 haftalari arasinda bulas daha sik (%
» Maternal mortalite uguncu trimestir daha yuksek

*Ronald F. Varicella Zoster Virus (Chickenpox) Infection in PregnancyBJOG. 2011 Septemb
1162.

**Sauerbrei A.,Neonatal Varicella, Journal of Perinatology 2001; 21:545 — 549.
***Harger JH., J Infect Dis. 185:422,2002



» Fetusta

» Kromozomal anomaliler At

» Prematiirite Optik atrofi |
Serebral kortikal atrofi

» Konjenital malformasyon Diistk dogum agirhgi

Mental reterdasyon
Parsiyel uzuv kaybi

» Neonatal enfeksiyon

» Anne gebeligin son 2 hf.sI enfeksiyon gecirmis ise
» Klinik degisken
» Neonatal VZV enfeksiyonu mortalite %25




VZV tani

» Klinik

» Seroloji (VZV IG M/G)
» 2 hf ara ile tekrar et

» VZV PCR

» Fetal kan ya da amnion sivisinda VZV antikorlari

» Fetal kan ya da amnion sivisinda VZV DNA
(18-21 hf)

» Fetal USG takibi




» Temas sonrasi gebeye;
» VZIG ilk 72 sa.,96 sa kadar
» 10 kg basina 125 U olacak sekilde maksimum 62
» VZIG olmadigi durumlarda IVIG 400mg/kg dozund
» Ik 96 saat icinde, 10 gline kadar

» Asi gebeye kontrendike
» Asidan sonra 1 ay gebe kalinmamali*
» Asl yapilmigsa sonlandirilma onerilmez

ACIP ,MMWR recomm Rep.2003



VZV tedavi

» 1. ve 2. trimestir konjenital infeksiyon ris
az

» Usg ile takip, asiklovir kisa sureli

» 3. trimestirda doguma 4 gun var veya dogu
2 gun sonra yenidogana VZIG ver

» Gebe zona ise viremi olmadigindan fetus igin
prob olusmaz



Parvovirus B19

» 5. Hastalik etkeni

» Eritrosit yapimi bozulur........ derin anemi.................
yetmezligi
» Gebelik sirasinda infeksiyon ......... %3-5 agir komplikasyo

» Spontan dusuk

» OlU dogum

» Agir fetal anemi

» Konjenital kardiyomyopati

» Fetal kayip

» Non immun hidrops fetalis (asit, perikardiyal eff.)
» Gebe enfekte ise fetal infeksiyon riski %30, fetal kayip %9*

*Von kaisenberg C.S., Fetal parvovirus B19 infection, Ultrasound Obstet Gynecol 2001; 18:



Parvovirus tani

» Supheli temas ve usg da fetal hidrops bulgulari oldugunda t
» Seroloji ve PCR
» ELISAile IgM.... Enfeksiyondan 10 gun sonra, 6 aya kadar po

» 1gG antikorlari enfeksiyondan 2-3 hf. sonra, yillarca yada omur

boyu

» IgM neg yada dusuk ise son zamanlardaki enf. icin IgG avidite
yada PCR

*To M., Kidd M., Prenatal diagnosisand management of fetal infections. Obstet Gynecol 2009;11(2):108-16
**Al-Khan A., Parvovirus B-19 infection during pregnancy, Infect Dis Obstet Gynecol 2003;11:175-179



Tan

» PCR...kord kani, amniyotik sivi, plasenta
veya fetal dokulardan B19V spesifik DNA

» *Amniotik sividan PCR

sensitivite %97; spesifite %79-99

» Fetal kord kanindan IgM...22.hf.dan sonra

» Usg ile hf.lik yakin takip

*Lamont R, Sobel J, Parvovirus B19 infection in human pregnancy. BJOG 2011;118:175-186



Takip ve tedavi

Ik trimestirda konj. anomali riski distik

Fetus en ¢ok 10-20 hf.larda enfekte oldugunda zarar gorur*
» eritroid prekursorlerin geligimi

Fetus 28 haftadan buyuk ise ve fetusta ciddi intrauterin hidrop

anemi varsa
» dogum ve ekstrauterin takip tedavi
20-28 haftalik fetUs.. intrauterin kan transfuzyonu

Gebelik sonlandirilmasi onerilmez

*Von kaisenberg C.S., Fetal parvovirus B19 infection, Ultrasound Obstet Gynecol 2001; 18:



>

>

>

>

>

Rubella

Togaviridae ailesinden zarfli RNA virusu
Bulas damlacik yolu, uzun sureli yakin temas

Gebelerde Tr de Rubella IgG seropozitivite %97.8*

Bulastiricilik dokuntulerden onceki 5-7 gun ile sonraki 2 gunde

Gebelerin %60 1 asemptomatik

Uysal, A., Taner, C.E., Clice, M. et al. Arch Gynecol Obstet (2012) 286: 605



Calhisma Toxoplasma Toxoplasma Rubella Rubella CMV CMV

grubu IgM (+) IgG (+) IgM (+) lgG (+) IgM (+) 1gG (+)
Yo %Yo Yo %o %o %o

Kdksaldi ve ark_[10] Kadin hastalar - 61.3 - - 59 1
Tamer ve ark.[11] Gebe kadinlar 04 483 0.2 0.7 96 .4
Yiimazer ve ark [12] Gebe kadinlar - 0.7 - - 926
Efe ve ark.[13] Gebe kadinlar 0.3 36 0.3 1.7 99 .5
Karabulut ve ark.[14] Gebe kKadinlar 14 37 ] 1.2 987
Dogan Toklu G [15] Gebe Kadinlar 3 183 1 1 o0 4
KGlgelier ve ark.[16] Gebe Kadinlar - 48.4 - - - -
Akinct ve ark [17] Gebe Kadinlar - - - 09559 - 08 2
Dindar ve ark_[18] Gebe Kadinlar 0.6 26.1 0.2 g2 2 - -
CDicak ve ark.[19] Gebe Kadinlar 0.5 521 0.5 95 0.4 049
Varol ve ark.[20] Gebe kadinlar 0.9 319 0.7 76.6 1.3 803
Lhyar ve ark [21] Gebe kadinlar - - 1.7 04 3 1 973
Harma ve ark [22] Gebe kadinlar 3 604 - - - -

Dngurganllh
Pekintdrk ve ark.[23] cagindaki 1.3 32.4 - - - -

kadinlar

Dodurganhk
Ulutark ve ark [24]  §29indaki . 333 . 95 4 - 98.2

Asik ve ark. [25] Gebe kadinlar 1.6 227 1.8 g92. - -




Bulastiricilik

» Fetal enfeksiyon gorulme siklhigi dokuntu sonrasi
dusuk
» Dokuntuler, eger son adet tarihine gore 12.gun ile 1

hafta arasinda olusmus ise %81 oraninda konjenital

rubella sendromu gelisir.

» Eger dokuntuler 12. gunden once ise konjenital rubella

sendromu igin risk yoktur



Rubella

» Gebelik ilk 12 hf...... %90 fetus enfekte ve %85 multisistem t
» Gebelik 13-16 hf...... %35 fetus etkilenir ve %50 isitme kaybi

» >17. gebelik hf........ virus fetusa gecmesine ragmen infeksiyon

zarar gorme riski cok dusuk

» Maternal enfeksiyondan 5-7 gln sonra transplasental gecis olur

*Lee, J-Y.ve D.S.Bowden.2000.Rubella virus replication and links to teratogenicity.Clin.Microbiol.Rev:1



Gebede rubella

Primer enfeksiyon

Bulasicilik dokuntiden 8 gin once 2

gln sonra
Viremi dokuntiden once 1 hf
Asemptomatik %60

IgM titreleri yuksek, erken kaybolabilir,

dusuk titrede uzun sure poz kalabilir

iIk trimestirda KRS %80

Andrews J, Tang JW, Hesketh L, Pandya P, Brink NS. Symptomatic rubella re-infection in preg
evidence of fetal infection. Prenat Diagn 2004;24:227-8.

>

Reenfeksiyon

Dogal yada agilama sonrasi ba

Kigilerde
Viremi nadir
Subklinik

Tani ab titrelerinde artis ile
IgM dusuk titrede pozitiftir
|gG titresinde anlamli yukselme

Yuksek IgG avidite

lIk trimestirda KRS %8*



Konjenital rubella sendromu

» Katarakt (%78)
» Isitme kaybi (%66)
» Kardiyak anomali (%58)
» VSD
» Pulmoner arter stenozu
» Trikuspit kapak anomalileri
» Trombositopeni
» HSM
» Mikrosefal



Gebede rubella tanisi

Klinik rubella veya temas

Gebede rubella IgM ve IgG

| ' b
IgM + IgG - IgM + IgG + IgM -
'
IgG avidite l l
Primer inf. olasilidi |
2-3 hft sonra test tekrari | | Al yiksek-eski inf. 19G+ ]| 19G
| | (son 3 aydan eski) | \
: Eski inf
IgM+I1gG- || IgM+IgG+ Al orta-belirsiz ?
Nonspesifik Primer Al disuk-primer inf. Risk !!
IgM infeksiyon (son 3 ayda) Riskli temas varsa
l l Gebeligin 5. ayina
a ) dek ayhk IgG
Prenatal tani - Fetus kaninda IgM kontrol(
Postnatal tani - IgM, IgG, virus Yoksa 20hf.tekrar

izolasyonu, NAT

deg.




Avidite

IgG antikor titresi

»

Yiksek aviditeli IgG

Disuk aviditeli IgG




Fetal infeksiyonun tanisi

PCR

» Koryon villusunda ve amnion mayiinde virus ag.lerin
RNA' sinin tespiti

Serolojik

» Fetus kaninda ozgul IgM saptanmasi ile konulur. (22. h
sonra)



Yenidogan rubella tani

vV v v Vv

‘ .
Ny
Rubella IgM: % ..J/JJA

KRS’li bebeklerde dogumdan baslayan rubella IgM poz.ligi
Supheli vakalarda 1 ay sonra tekrarla

IgM poz.ligi 6 aya kadar devam eder, 1 yila uzayabilir

Rubella IgG:

6 ayin ustundeki stpheli KRS’li vakalarda sadece IgM yeterli
deqil, birkac¢ ay IgG titrelerinde artis takibi yapilir



Pattern of Viral Excretion and Infant’s Antibody
Response in Congenital Rubella

Rubella 4 4 + % + + + - - - -
virus v, .
infection e

viral eycretion (+)

-~ Maternal IgM IgG

\rag

| 1st 2nd 3rd * 1 2 3 6 :
Trimester Birth Age in months Age in years




Tedavi ve korunma

» Gebeligin ilk 12 hf.da fetusa bulasma orani ve anomal
riski cok yuksek. Gebeligin sonlandiriimasi endikasyon

vardir.

» Gebeligin 12-16 hf. arasinda fetusta etkilenme olasi

%35-50. Prenatal tani endikasyonu mevcuttur.

» Gebeligin 12 haftasindan once prenatal taniya gerek

yoktur

» Gebeligin 17 haftasi ve sonrasinda prenatal tani

yoktur.



Tedavi ve korunma

Mumkunse gebelik oncesi taranmall

Seroneg olanlar asilanmali,%95 hayat boyu koruyucu
Asidan sonra en az 1 ay gebe kalmamali
Asillanmis cocuklar hamile anneleri icin risk olusturmaz

Gebelik sirasinda hatali asilananlarda terminasyon onerilme
2006 yilinda Saglik Bakanligi tarafindan “Genisletilmis
Bagisiklama Programina” alinmistir

Asllama hikayesine bakilmadan temastan sonra seroloji

yapilmali

Prevention of Measles, Rubella, Congenital Rubella Syndrome, and Mumps, 2013: Summary Recommendations of
Immunization Practices (ACIP)

Ergenoglu A.M., Rubella vaccination during the preconception period or in pregnancy and perinatal and fetal ou
May-Jun;54(3):230-3



CMV

» DNA virusu, Herpesviridae ailesinden

» Gelismis ulkelerde konjenital malformasyonun en s

sebebi, insidans % 0.5-2
» ABD ve Avrupa da kadinlarin CMV I1gG poz.ligi % 50-
» Ikinci mental retardasyon nedeni

» Sensorinoral isitme kayiplarinin onde gelen sebebi



- >90%
I 80%-90%
[ 70%-80%
[ 60%-70%
[ 150%-60%
[ ]40%-50%
| |Nodata

<0.3%
() 0.3%-0.5%
O 0.5%-1.1%
O 1.1%-1.5%
O >1.5%

’l’

http://cmr.asm.org/



Turkiye’ de CMV

Gebelerde CMV IgG seropozitivite

%97.5
%98.3
%96.4
%97.3

Akpinar O 2016, Isparta)
Uysal A 2012, Izmir) G
Tamer GS 2009, Kocaeli)

Uyar Y 2008 Samsun)

AN N N N




» Gebede primer infeksiyon (%0.5) , reenfeksiyon (%10)
» Primer enfeksiyonda fetusa gecis % 40
» Reenfeksiyon da fetusa gecis %0.2

» Gebeligin erken ve ge¢ doneminde fetusa gecis orani

benzerdir



Maternal CManfeksiyonu

%1-4
primer.

%40
fetal bulas 3

%10-15 | %85-90
enfekte infant enfekte infant
semptomatik asemptomatik:

%10 normal B %90sekelli MM %5-15 sekelli ‘,
gelisimes gelisim+ 3 gelisim+ & gelsim#s

Stagno and Whitley. N Eng J Med 1985




Gebelerde CMV

» Gebede %90 asemptomatik

» Ates, bogazda yanma, kas agrilari, yorgunluk, ishal
» Yenidoganda %90 dogumda asemptomatik
» Asemptomatiklerde sonunda %20 SSS tutulumu gelisir
» Isitme kayiplari cocukluk ¢aginda
» Yenidoganda %10 olguda semptomatik
» Sensorinoral isitme kaybi, okuler hasar
» Motor ve kognitif fonksiyon bozuklugu
» Mental retardasyon
» Mikrosefali

» Intraserebral kalsifikasyon

To M, Kidd M, Maxwell D. Prenatal diagnosis and management of fetal infections. The Obstetricia
2009;11:108-116.



Gebede CMV tanisi

Seroloji

» IgM: sensitivite tspesifite {

» Her zaman primer enf. gostermez
» Uzun yillar poz. kalabilir

CMV IgM yalanci poz.ligi
Akut HAV/HBV/EBV enf..
RF poz.ligi

Otoantikor poz.ligi..

Gebelikte poliklonal B hc aktivasyonu




Gebede CMV tanisi

» 1gG: omur boyu poz.

» 1gG’de 2 hafta sonra 4 kat artig akut infeksiyon
Avidite* :

» Kullanilan kite gore cut-off degismekte

» Dusuk avidite yaklasik 17 hf surer

» Yuksek avidite: en az 3 ay once gegirilmis infeksiyon

» Ik trimesterda yiiksek avidite primer enf.u diglar

» 2.ve 3. trimesterda yuksek/ara deger avidite primer enf.u diglam

BaAlawi F et al. 2012. Comparison of five CMV IgM immunoassays with CMV IgG avidity for diagnosis o
Pathology 44:381-383



Amount of IgG [/ IgM

Antibody or Avidity

Anti-CMV lgM
Primary infection

Time of First CMV-M and -G CMV-M posliive time
infection positive bBlodds {secondary infection)



g0

70
60
%
E 50
=
= 40
2
g 30 4
@ [
20 { o

10
. - S
i lgM pattern A g S
0 1 2 3 4 3 6 7
meonths after infection

Prince HE., Role of Cytomegalovirus (CMV) IgG Avidity Testing in Diagnosing Primary CMV Infection during P
Vaccine Immunology, 2014(21)10., p. 1377-1384



Sensitive CMV 1gG 14
and 1gM screening
v L 4 L J A 4
G- M- G+ M- G+ M+ G- M+ |
v Y L 4
Follow up - education Decirtimis en’. Redraw patient 3
in hygiene measures Fetal risk distik weeks later and retest
A 4
\ J 4
< 20 weeks gestation > 20 weeks gestation |
y Y
CMV IgG avidity CMYV IgG avidity
Y v L L]
High avidity Low avidity High avidity ‘
Y v ]
No further High risk of Retrospectively screen
testing required transmission 1 trimester bloods




Prenatal tani

» Maternal enfeksiyondan 6-8 hafta sonra
» Kordosentez 17. gebelik haftasindan sonra

» Amniyosentez 21. gebelik haftasindan sonra

Fetal enf;

Fetal kanda IgM bakiimasi > 21. hf.dan sonra
Amniotik sivi PCR: %78 sensitivite (21.hf.dan dnce %30 sensiti
Fetal kanda yuksek CMV DNA yuku

Fetal usg bulgulari: Ventrikilomegali, hidrosefali, mikrosefali

vV v v Vv

Naing ZW., Congenital cytomegalovirus infection in pregnancy: a review of prevalence, clinical features, diagno
prevention Aust N Z J Obstet Gynaecol ,2016, 56(1)9-1



Yenidogan KCMYV tani ve tedavi

» Dogumda yada ilk 3 hf icersinde
» Kan, idrar, tukuruk..... CMV DNA
» Tukuruk anne sutu ile kontamine olabilir

» 6 hf gansiklovir tedavisi alanlarda isitme kaybi1 daha

az

» Valgansiklovir 6 ay etkinlik ve yan etki ayni

Kimberlin DW, Pharmacokinetic and pharmacodynamic assessment of oral
valganciclovir in the treatment of symptomatic congenital cytomegalovirus
disease. J Infect Dis. 2008; 197(6):836—845



Tedavi ve korunma

» Akut CMV enfeksiyonu gebeligin sonlandirma endik

7 =

deqgil
» Prenatal tani ile fetusda enfeksiyon yoksa gebelik dev
» US ile fetus yakin takip et

» Fetusda enfeksiyon belirlenirse, aileye riskler anlat



Tedavi ve korunma

» Gebelikte onaylanmig tedavi yok

» CMV Hiper immmunglobulin ya da valasiklovir??

» Primer CMV enf. gebelerde HIG alanlarda %30, plasebo grupt

konj enf.”
» Kigisel hijyen kurallarina uyum
» AslI yok: faz-2 calismalar devam ediyor

» Konjenital CMV enf. olan ¢ocuklar 3 yasa kadar viras yayarlar

*Revello MG, Lazzarotto T, Guerra B, et al. A randomized trial of hyperimmune globulin to prevent congenital cyt
N Engl J Med. 2014; 370(14):1316-1326

Davis NL.,Brith defects research 2017;109:336-346
Kagan KO., Arch gynecol Obstet2017;296:15-26



HSV

> HSV1, HSV2 ...Herpesviridae Uyesi

Neonatal enf riski

> Primer enfeksiyon...................... %57

» Non primer enfeksiyon............... %25

> Rekurren enfeksiyon.................. %2
Bulas

> %5 - konjenital
> %90 - perinatal
> %10 - postnatal

Stephenson-Famy A. Herpes Simplex Virus Infection During Pregnancy. Obstet Gynecol Clin N
601-14




Table 1
Clinical presentation of neonatal HSV disease
Normal
Frequency Time Mortality Development
Disease (%) (d) Presentation (%) (%)
Disseminated 25 10-12 Viral sepsis, respiratory failure, 29 83
hepatic failure, coagulopathy,
+ rash
CNS 30 16-19 Seizures, lethargy, feeding 4 31
failure, temperature
instability, + rash
SEM 45 10-12 80% have a vesicular rash — 100

Stephenson-Famy A. Herpes Simplex Virus Infection During Pregnancy. Obstet Gynecol Clin North
Am. 2014 Dec;41(4):601-14



Epidemiyoloji

» Gebelerin % 22sinde HSV2(+) oldugu ongoruluyor

» HSV2(-) olan kadinlarin yaklasik %10 unun seropozitif es
nedeni ile enfekte olabilecegi tahmin ediliyor

» HSV2 ile enfekte gebeler yaklasik %90 1 asemptomatik

» YD herpes insidansi 1/3000 canli dogum ama mortalite

yuksek

» Turkiye’'de gebelerde HSV2 seropozitifligi %8.2, HSV1
seropozitifligi %94.7

Stephenson-Famy A. Herpes Simplex Virus Infection During Pregnancy. Obstet Gynecol Clin North
Am. 2014 Dec;41(4):601-14

Ozdemir R., HSV-1 and HSV-2 seropositivity rates in pregnant women admitted to |zmir Ataturk Re
and Training Hospital, Turkey, Mikrobiyol Bul. 2009 Oct;43(4):709-11.
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Konjenital HSV enfeksiyonu

Nadirdir

Anneleri gebelik sirasinda primer HSV1 / HSV2 gegi
bebekler

HSV1; HSV2' ye gore daha yuksek gecis gosterir

Vezikulo-bulloz dokuntu
Intrakranial kalsifikasyon

Mikrosefali, hidrosefali

Korioretinit
Prematurite
Abortus

» (<20.hf fetusa bulasma olursa - abortus %25




Neonatal HSV infeksiyonu

Dogumdan sonraki 28 gun icinde yenidoganda olusan enfeksiyon
Dissemine HSV enf. mortalite %30

Dogum sirasinda HSV ile infekte sekresyonlarla temas
Lokal semptomlar
Ensefalit

Dissemine hastalik

vV v v vV v Vv v

Norolojik defisit (gorme ve ogrenme bozukluklarr)

Lee r., Diagnosis and treatment of herpes simplex 1 virus infection in pregnancy, Obstetric
Medicine 2017, Vol. 10(2) 58-60



Tani

Gebede
» HSV IgG (tipe ozgu)
» HSV IgM tipe 6zgu degil

» Genital ornekte - Kultar / NAAT / Antijen
arama

Yenidoganda
» HSV IgM

» Deri, goz, BOS - kultur /NAAT/ Antijen
arama

Sexually Transmitted Diseases Treatment Guidelines, CDC MMWR, Recommendation
No. 3, 2015




Tani

vV v v vV v VvV Y

>

Seroloji
Pasif hemaglutinasyon

indirekt immiinfloresan

ELISA gibi yontemlerle olgulebilir
Primer enfeksiyondan 4-7 gun sonra IgG ve IgM olusmaya b
2-4. haftalarda en Ust duzey

4-6 ay icinde IgM kaybolur.

|gG hayat boyu dusuk titrelerde + kalir.
NAAT

Herpes PCR ile DNA saptanmasi



\

Methods for diagnosing HSV
Method Tissue Sampled Sensitivity Specificity Comment
Viral cufture® Vesicles >90% 100%  Diagnostic standard. Able to
Pustules 89% identify type-specific
Ulcers 82% infection
82%
PCRY Lesion/ulcer 97%-98% 100%  Most sensitive method. Able to
CSF identify type-specific
Aqueous or vitreous humor infection. Use limited by cost
and laboratory availability
Direct florescent ~~ Swab from lesion (f present)  40%-80% 80%-95%  Less expensive than PCR
antibody™ or genital mucosa sensitive, depending on Rapid and type-specific
method Limited availability
Tzanck preparation®®  Lesion/ulcer 73%-100% 100%  Diagnosis based on cytopathic
effects of the virus
Not type specific
Rarely performed
Serologic testing®  Serum 90%-100% 99%-100%  Type-specific
depending on method Seroconversion occurs
approximately 2-12 wks

after exposure




Tedavi ve korunma

» Gebeligin sonlandirma endikasyonu yoktur

» Dogum oncesi rekurren HSV enfeksiyonunun bebek Uzerin
olumsuz bir etkisi yoktur

» Dogum sirasinda bulas onlenmelidir
» ACOG ve CDC rutin tarama onermiyor

ACOG Committee on Practice Bulletins. ACOG Practice Bulletin. Clinical management guidelines for,
obstetrician-gynecologists. No. 82 June 2007. Management of herpes in pregnancy. Obstet Gynec
2007;109:1489-98.

Patel R, Alderson S, Geretti A, et al. European guideline for the management of genital herpe
AIDS 2011;22:1-10.



Tedavi ve korunma

» Genital herpes lezyonu yoksa vajinal dogum

» Erken membran riptard risk faktort

» Genital herpes lezyonu varsa sezeryan onerilebilir
» Emzirme kontrendikasyonu degil

» AsI henuz yok

ACOG Committee on Practice Bulletins. ACOG Practice Bulletin. Clinical management guidelines for,
obstetrician-gynecologists. No. 82 June 2007. Management of herpes in pregnancy. Obstet Gynec
2007;109:1489-98.
Patel R, Alderson S, Geretti A, et al. European guideline for the management of genital herpe
AIDS 2011;22:1-10.



Gebede tedavi

Semptomatik primer HSV infeksiyonu veya primer

olmayan ilk epizodu geciren hastalara 7 gunluk oral

antiviral

Dissemine HSV infeksiyonu, pnomoni, hepatit, ensefaliti

olan gebelere iv asiklovir

Gebelikte HSV atagi gecirildiyse 36 haftadan baslayarak
antiviral tedavi onerilir

Table 4
Antiviral medications for HSV in pregnancy

Indication Acydovir Valacyclovir
Primary or first-episode 400 mg PO TID for 7-10 d 1gPOBID for 7-10d
Symptomatic recurrent 400 mg PO TID for 5d 500 mg PO BID for 3d
episode 800 mg PO BID for 5 d 1 g PO daily for5d
Prophylaxis or suppression 400 mg PO TID from 36 wk 500 mg PO BID from 36 wk
until delivery until delivery

Clinical management guidelines for obstetrician-gynecologists. No. 82 June 2007. Management of herpes in
Obstet Gynecol 2007;109:1492.



Aktif enf. olan gebeden dogan YD

Asemptomatik

Suruntu, BOS, kandan kultur/PCR, serum ALT
10 gun asiklovir 1V

Semptomatik
14 gun asiklovir IV

Dissemine ve SSS enf. ise 21 gun tedavi
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