Zdravstvena zastita 50(1), 2021.

PREGLEDNI RAD

UDK BROIJEVI:
616.972:618.3
DOI: http://doi.org/10.5937/zdravzast50-30653

SIFILIS U TRUDNOCI

Milan Bjekic?

! Gradski zavod za koZne i veneri¢ne bolesti, Beograd, Republika Srbija

[SAiETAK

Q(Ijuéne reci: sifilis, trudnoda, skrining test

U Srbiji je rani sifilis u porastu od 2010. godine i njegova zaraznost za seksualne partnere traje godinu
dana od momenta inficiranja. Izuzetak ¢ine trudnice koje infekciju mogu da prenesu na plod u toku Cetiri
godine od inficiranja, ukoliko se ne lece. Sifilis u trudno¢i moZze izazvati pobacaj, radanje mrtvog deteta,
deteta sa malom telesnom teZinom ili nastanka kongenitalnog sifilisa. Cilj ovog rada je da prikaze klinicke
manifestacije, laboratorijsku dijagnostiku i terapiju sifilisa u trudnoci, kao i da senzibiliSe medicinske
radnike na ovo oboljenje i na uvodenje obaveznih seroloskih skrining testova za sifilis kod svih trudnica.
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Uvod

Rani sifilis predstavlja kontagioznu formu ovog
oboljenja i prema prirodnom toku bolesti ¢ine ga
primarni, sekundarni i rani latentni stadijum koji
traje godinu dana od dobijanja infekcije. Osoba sa
ranim sifilisom zarazna je za seksualne partnere
godinu dana od momenta inficiranja, a nelecena
trudnica sa ranim sifilisom infekciju moze preneti
na svoj plod tokom naredne cCetiri godine od infek-
cije (1). Sifilis tokom trudnoée moze izazvati ozbil-
jne komplikacije i dovesti do spontanog pobacaja,
radanja mrtvog deteta ili deteta sa znacima kon-
genitalnog sifilisa. Ako se infekcija trudnice bla-
govremeno otkrije i le¢i navedene komplikacije se
mogu spreciti, dok neotkrivene infekcije dovode
do ozbiljnih sekvela.

EpidemioloSka situacija pocetkom novog
milenijuma ukazuje na znacajan porast obolevan-
ja od sifilisa u Republici Srbiji (2). lako je vecina
obolelih pripadala muskarcima koji imaju seks sa
muskarcima (2,3), beleze se infekcije i kod Zena (4),
a sve inficirane trudnice bile su Romkinje, kod kojih
se sifilis ¢eSée javljao u odnosu na Zene neromske
populacije (5). U poslednjih pet godina kod nas
je registrovan jedan slucaj kongenitalnog sifilisa
(6). Podaci iz Evrope ukazuju da su najvise stope
sifilisa kod Zena registrovane u Bugarskoj, Litvani-
ji, Letoniji i na Islandu, a kongenitalnog sifilisa u
Bugarskoj, zatim u Portugaliji, Rumuniji i Poljskoj

(7). U toku 2017. godine u Sjedinjenim Americkim
Drzavama zabeleZen je najveci broj novorodenih
sa sifilisom u poslednje dve dekade (8). Studije iz
nekih Evropskih zemalja su pokazale da je preko
20% novoinficiranih Zena sa sifilisom medu trud-
nicama (9,10), a u Spaniji (11) je pozitivan test kod
trudnica bio dva puta i u Irskoj (12) Sest puta cCesdi
u odnosu na opstu populaciju Sto bi se moglo ob-
jasniti pove¢anom primenom antenatalnog skrin-
inga na sifilis.

Cilj ovog rada je da prikaze klinicke manifestaci-
je, laboratorijsku dijagnostiku i terapiju sifilisa u
trudnodi, kao i da senzibiliSe medicinske radnike na
ovo oboljenje i na uvodenje obaveznih seroloskih
skrining testova za sifilis kod svih trudnica.

Metode

U okviru ovog preglednog rada prikazali smo
klinicke, laboratorijske, dijagnosticke i terapijske
specificnosti sifilisa u trudnodi dobijene na osnovu
pretraZivanja literature objavljene na engleskom
jeziku preko PUBMED-a koris¢enjem sledecih kl-
jucnih redi: sifilis, trudnoca i skrining test.

Klinicke manifestacije sifilisa

Nakon prosec¢nog inkubacionog perioda od
3 nedelje na mestu ulaska treponeme palidum
(lat. Treponema pallidum) javlja se tvrdi Sankr
(lat. ulcus durum), primarna lezija u vidu jasno
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for syphilis in all pregnant women.
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Early syphilis has been increasing in the Republic of Serbia since 2010 and its infectivity for sexual
partners lasts for a year from the moment of infection. The exception is pregnant women who, if left
untreated, can transmit the infection to the fetus within four years of infection. Syphilis in pregnancy can
cause miscarriage, stillbirth, low birth weight or congenital syphilis. The aim of this paper is to present
the clinical manifestations, laboratory diagnostics and therapy of syphilis in pregnancy, as well as to
sensitize medical workers to this disease and the introduction of mandatory serological screening tests
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Introduction

Early syphilis presents a contagious form of
this disease and according to the natural course
of the disease, it includes the primary, secondary
and early latent stadium which lasts for one year
from the moment of infection. A person with early
syphilis is infectious for sexual partners one year
from the moment of infection, while the untreat-
ed pregnant woman with early syphilis can trans-
mit the infection to the fetus within four years
from the moment of infection (1). Syphilis during
pregnancy can cause serious complications and it
can lead to miscarriage, stillbirth or childbirth with
the signs of congenital syphilis. If the infectionin a
pregnant woman is discovered and treated timely,
the above mentioned complications can be pre-
vented, whereas the undiscovered infections lead
to serious sequelae.

The epidemiological situation at the beginning
of the new millennium has pointed to the signifi-
cant increase of syphilis in the Republic of Serbia
(2). Although the majority of people, who devel-
oped this disease, were men who had sex with
men (2,3), the infection was recorded in women,
as well (4), and all the infected pregnant women
were Roma women, who were affected by syphi-
lis more frequently in comparison to women who
did not belong to the Roma population (5). In our
country, one case of congenital syphilis has been

registered during the last five years (6). Data from
Europe point to the fact that the highest rates of
syphilis in women have been reported in Bulgaria,
Lithuania, Latvia and Iceland, while of congenital
syphilis in Bulgaria, then Portugal, Romania and
Poland (7). The largest number of newborns with
syphilis for the last two decades was reported in
The United States of America in 2017 (8). Studies
from some European countries showed that more
than 20% of newly infected women with syphi-
lis were among pregnant women (9,10), while in
Spain (11), the positive test in pregnant women
was two times more frequent and in Ireland (12),
six times more frequent in comparison to the gen-
eral population, which could be explained by the
increased application of ante-natal screening for
syphilis.

The aim of this work is to present the clinical
manifestations, laboratory diagnostics and thera-
py of syphilis in pregnancy, as well as to sensitize
medical workers to this disease and the introduc-
tion of mandatory serological screening tests for
syphilis in all pregnant women.

Methods

In this review article, we have presented clin-
ical, laboratory, diagnostic and therapeutic spec-
ificities of syphilis in pregnant women, based on
the literature that was published in the English
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Slika 1. Ulcus durum vulve

ograni¢ene bezbolne uceracije tvrdih indurovanih
ivica pracena bezbolnom regionalnom limfade-
nopatijom. Ulcus durum se moze javiti na razlici-
tim mestima, kod vaginalnog seksa unutar vagine
ili u predelu vulve (Slika 1), kod analnog seksa u
analnom kanalu, zavrsnom delu rektuma ili peri-
analno, a kod oralnog seksa na usnama ili u usnoj
duplji (13). S obzirom na to da je Sankr bezbolan
i kod Zena retko vidljiv, primarni stadijum infekci-
je se obi¢no previdi, a bakterija se hematogenim
putem Siri po ¢itavom organizmu te nakon 2 do 10
nedelja nastaje sekundarni stadijum bolesti. On
moZze biti pracen opstim simptomima, povisenom
temperaturom, generalizovanom limfadenopatijom,
kao i promenama po koZi i vidljivim sluznicama (14).

Promene na koZi su obi¢no u vidu generalizo-
vane makulozne ili papulozne ospe koja se Cesto
javlja i na dlanovima i tabanima. Ponekad nasta-
je alopecija u kapilicijumu koja moze biti difuznog
tipa ili u vidu sitnih alopeci¢nih polja, dok se u
intertriginoznim regijama mogu javiti veoma in-
fektivne papule — lat. condylomata lata (Slika 2).
Promene u usnoj duplji su u vidu asimptomatskih
mukoznih plakova prekrivenih beli¢astosivom hip-
erkeratotichom membranom.

Pacijent je najinfektivniji u sekundarnom
stadijumu bolesti. Ukoliko se obolela osoba ne
le¢i oboljenje prelazi u ranu latentnu fazu koja
je asimptomatska i traje do godinu dana od mo-
menta infekcije. U ovoj fazi pacijent je i dalje in-

Slika 1. Condylomata lata vulve
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Picturel. Ulcus durum on the vulva

language and searched through PUBMED, using
the following key words: syphilis, pregnancy,
screening test.

Clinical manifestations of syphilis

After the average incubation period of three
weeks, a firm chancre (lat. ulcus durum) occurs
at the point of entry of Treponema pallidum, that
is, a primary lesion in the form of clearly-defined
painless ulceration with the hard indurated mar-
gins, followed by the painless regional lymph-
adenopathy. Ulcus durum can occur in different
places, in vaginal sex inside the vagina or in the
region of vulva (Picture 1), in anal sex in the anal
canal, the last part of the rectum or in the perianal

area, and in oral sex on lips or inside the mouth
(13). Considering the fact that the chancre is pain-
less and in women rarely visible, the primary sta-
dium of infection is usually overlooked, and the
bacteria spread to other parts of the body hema-
togenously, so the secondary stadium of disease
occurs after 2 to 10 weeks. It can be followed by
general symptoms, high temperature, generalized
lymphadenopathy, as well as changes on the skin
and visible mucosa (14).

Skin changes are usually in the form of mac-
ular and papular rash, which often appears on
palms and soles. Alopecia sometimes appears in
capillitium, and it can be diffuse or in the form of
tiny alopecic patches, while in the intertriginous

Picture 2. Condylomata lata on the vulva
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fektivan za svoje seksualne partnere. S obzirom
na to da je sifilis ,veliki imitator”, oboljenje Cesto
ostaje neprepoznato ili pogresno leceno. lako se
bolest seksualnim putem prenosi samo u prvoj
godini od infekcije, neleCene Zene su infektivne
za plod naredne Cetiri godine. Infekcija se prenosi
transplacentalno ili tokom porodaja usled kontak-
ta ploda sa genitalnim lezijama majke. Treponema
pallidum se moZe preneti putem placente ve¢ od
14. nedelje trudnoce, a rizik prenosenja se poveca-
va sa napredovanjem trudnoce (15). Placentarna
infekcija i smanjen dotok krvi u plod su najcesci ra-
zlozi fetalne smrti. Kod trecine inficiranih trudnica
fetus se rada sa kongenitalnim sifilisom. Kod skoro
dve treéine novorodencadi infekcija je asimptom-
atska, a mala fetalna tezina moze biti jedina mani-
festacija infekcije (16,17).

Kongenitalni sifilis se deli na rani u kome se
znaci infekcije javljaju u prve dve godine Zivota i
na kasni kongenitalni sifilis u kome se promene
javljaju posle druge godine. Spektar klinickih man-
ifestacija kongenitalnog sifilisa je Sirok (18) i nije
predmet ovog rada.

Dijagnostika sifilisa

Direktna detekcija bakterije iz primarnog
Sankra ili sa vlaznih lezija sekundarnog stadijuma
obavlja se na mikroskopu u tamnom polju, ali se
zbog tehnickih nemoguénosti ova metoda godina-
ma ne sprovodi u nasoj sredini. Za potvrdu dijag-
noze sifilisa u trudnodi najcesée se koriste seroloski
testovi: nespecificni VDRL (engl. Venereal Disease
Research Laboratory) test, koji otkriva antitela na
kardiolipin i specificni TPHA (engl. Treponema Pal-
lidum Hemagglutination Assay) test (19). TPHA
test postaje pozitivan 4 nedelje nakon infekcije, a
VDRL test nesto kasnije u periodu od 4 do 6 ned-
elja. Dok specificni TPHA test ostaje pozitivan do
kraja Zivota, nespecificni VDRL test se nakon tera-
pije vremenom negativizuje i koristi se za praéenje
aktivnosti bolesti nakon lecenja.

Prema preporukama Centara za kontrolu i pre-
venciju bolesti u Atalanti (engl. Centers for Disease
Control and Prevention - CDC) rutinski seroloski
skrining test na sifilis (nespecifi¢ni i specifi¢ni) kod
trudnica trebalo bi da se obavi prilikom prve pre-
natalne posete, a za pacijentkinje u riziku i u popu-
lacijama gde su visoke stope kongenitalnog sifilisa
i oko 28 nedelje gestacije i u momentu porodaja
(20). Kod Zena koje su rodile mrtav plod nakon 20.

nedelje gestacije takode se savetuje testiranje na
sifilis (21). Seropozitivne trudnice bi trebalo sma-
trati infektivnim ako ne postoji medicinska doku-
mentacija o ranijem lecenju ili su pak lecene ali
nije doslo do cetvorostrukog smanjenja titra VDRL
testa za Sest meseci od terapije.

Terapija sifilisa u trudnodi

Parenteralna primena penicilina je lek izbora
u le€enju svih stadijuma sifilisa. Primena penicili-
na je efikasna kako u prevenciji transmisije sifili-
sa sa majke na plod tako i u tretmanu fetalne in-
fekcije (22). Terapija trudnica se sprovodi prema
protokolu leCenja u zavisnosti od stadijuma infek-
cije. U ranom sifilisu ordinira se intarmuskularno
2,4 miliona lJ benzatin penicilina G, mada posto-
je preporuke da bi trudnice trebalo da prime jos
jednu dozu istog leka za 7 dana (20). Aleksander
i saradnici (22) su opisali da je kod 98% trudnica
sa ranim sifilisom terapija benzatin penicilinom G
sprecila prenosenje infekcije na fetus. Ako se di-
jagnoza sifilisa postavi u toku druge polovine trud-
noce savetuje se ultrazvucni pregled fetusa radi
procene znakova eventualnog kongenitalnog sifil-
isa (hepatomegalija, ascites, hidrops ili zadebljanje
placente) koji povecava rizik za neuspesan tretman
fetusa (23).

Terapija u drugoj polovini trudnoce povecava
rizik prevremenog porodaja ili fetalnog distresa
usled nastanka Jarisch-Herxheimerove reakci-
je pa se primena leka preporucuje u hospitalnim
uslovima uz prisustvo akuSera (24). Ova reakcija
nastaje zbog oslobadanja endotoksina iz velikog
broja raspadnutih treponema, a manifestuje se
prva 24 sata od primene penicilina. Kod trudnica
alergi¢nih na penicilin savetuje se desenzibilizaci-
ja, s obzirom na to da ne postoji alternativa ovom
leku u trudnodi. Prvo serolosko praéenje efikasnos-
ti tretmana trebalo bi da se sprovode posle mesec
dana, a uspeh terapije potvrduje se cetvorostrukim
padom titra nespecifi¢nih seroloskih testova 3 do
6 meseci nakon terapije ili osmostrukim padom
nakon 12 meseci (20). Savetuje se testiranje svih
trudnica sa sifilisom i na HIV infekciju.

Zakljucak

Porast incidencije sifilisa u nasoj zemlji, sekvele,
koje neprepoznata infekcija ostavlja na plod, i vul-
nerabilnost mladih Romkinja na ovu infekciju ukazu-

61



Health Care 50(1), 2021

regions very infectious papules can appear — lat.
condylomata lata (Picture 2). Changes in the oral
cavity appear in the form of asymptomatic mucous
plague covered with white-grey hyperkeratotic
membrane.

A patient is the most infectious in the second-
ary stadium of disease. If the person affected by
the disease is not treated, this disease develops
to the early latent stage, which is asymptomatic
and lasts for a year from the moment of infection.
In this stage, the patient is still infectious for his
sexual partners. Considering the fact that syphilis
is the “great imitator”, the disease often remains
unrecognized or wrongly treated. Although this
disease is sexually transmitted only during the
first year from the moment of infection, untreat-
ed women are contagious for the fetus during the
next four years. The infection is transmitted trans-
placentally or during birth when a baby has con-
tact with mother’s genital lesions. Treponema pal-
lidum can be transmitted via placenta from about
14 weeks’ gestation and the risk of transmission
increases with gestational age (15). The placental
infection and the reduction in blood flow to the
fetus are the most common causes of fetal death.
In one third of infected pregnant women, fetuses
are born with congenital syphilis. In almost two
thirds of newborns, the infection is asymptomatic,
while low birth weight can be the only manifesta-
tion of infection (16,17).

Congenital syphilis is classified into early syph-
ilis, in which signs of infection appear in the first
two years of life, and late congenital syphilis, in
which changes appear after the second year of life.
The spectrum of clinical manifestations of congen-
ital syphilis is wide (18) and it is not the subject of
this article.

Diagnostics of syphilis

Direct detection of bacteria from the primary
chancre or from moisture lesions in the second-
ary stadium is performed with the help of dark
field microscopy, but this method has not been
conducted in our country for years due to tech-
nical incapacity. Serological tests are most com-
monly used to confirm the diagnosis of syphilis in
pregnancy: the non-treponemal Venereal Disease
Research Laboratory test (VDRL), which detects
antibodies to cardiolipin, and the treponemal-spe-
cific Treponema Pallidum Hemagglutination Assay

test (TPHA) (19). The TPHA test becomes positive
4 weeks after infection, while the VDRL test be-
comes positive a little bit later, 4 to 6 weeks after
infection. The specific TPHA test remains positive
for life, while after therapy the non-specific VDRL
test becomes negative with time and it is used to
follow disease activities after treatment.

According to the recommendations of the
Centers for Disease Control and Prevention (CDC)
in Atlanta, routine serological screening tests for
syphilis (specific and non-specific) should be con-
ducted in pregnant women during the first prena-
tal visit, while in patients who are at risk or in popu-
lations, where rates of congenital syphilis are high,
at 28 weeks’ gestation and at birth (20). In women,
who gave birth to a stillborn child after 20 weeks’
gestation, tests for syphilis are also recommend-
ed (21). Seropositive pregnant women should be
considered infectious if there are no medical re-
cords about the previous treatment or if they were
treated, but it did not come to a fourfold decrease
in VDRL titers six months after therapy.

Therapy of syphilis in pregnancy

Penicillin, administered parenterally, is the
treatment of choice in all stages of syphilis. The
administration of penicillin is efficient in the pre-
vention of syphilis transmission from mother to
child, as well as in the treatment of fetal infection
(22). The therapy in pregnant women is applied
according to the protocol of treatment depending
on the stadium of infection. In the early stage of
syphilis, 2.4 million units of benzathine penicillin
G are administered intramuscularly as a single
dose, although there are recommendations that
pregnant women should receive one more dose of
the same drug 7 days after the initial dose (20).
Alexander and associates (22) described that in
98% of pregnant women with early syphilis, the
therapy of benzathine penicillin G prevented the
transmission of infection to the fetus. If syphilis is
diagnosed during the second half of pregnancy,
the ultrasonographic fetal examination is recom-
mended for possible signs of congenital syphilis
(hepatomegaly, ascites, hydrops, placental thick-
ness), which increases the risk of unsuccessful
fetal treatment (23).

The therapy in the second half of pregnancy in-
creases the risk of premature birth or fetal distress
due to Jarisch-Herxheimer reaction, and there-
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ju na potrebu skrininga na sifilis u trudnodi, narocito
kod osoba pod poveéanim epidemioloskim rizicima.
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fore, the therapy should be administered in hospi-
tal conditions in the presence of obstetrician (24).
This reaction is caused by the release of trepone-
mal endotoxin-like compounds, and it is manifest-
ed in the form of fever, headache, myalgia during
the first 24 hours after receiving penicillin. Preg-
nant women, who are allergic to penicillin, should
be desensitized because a suitable alternative in
pregnancy does not exist. The first serological test-
ing of the treatment efficiency should be conduct-
ed after one month, while the success of therapy
is confirmed by the fourfold decline in non-trepo-
nemal antibody titers 3 to 6 months after therapy,
or by the eightfold decline after 12 months (20).
All pregnant women with syphilis should be tested
for HIV infection, as well.

Conclusion

The increase in the incidence of syphilis in our
country, the unrecognized infection leading to
fetal sequelae, as well as the vulnerability of young
Roma women to this infection point to the need
for screening for syphilis in pregnancy, especially
in persons who are at increased epidemiological
risks.
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