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Congenital syphilis notifications
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Recent numbers of notified CS cases: 2008 - only 6 cases, 2009 - only 2 cases

Notified congenital syphilis cases and deaths by year, 1997-2005

Source: Department of Health Notification System




Trends in congenital syphilis clinical notifications and RPR positive

specimens age < 24 months by quarter July 2017 — June 2023

RPR+ specimens in infants/ children <2 years Notified cases ~  ------ Linear (RPR+ specimens in infants/ children <2 years) ~ ------- Linear (Notified cases )
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USANA Conference, Cape Town,
Sept 2022

RETURN OF CONGENITAL SYPHILIS

* PA Setlatjile and S Tiemersma
* llembe District, KZN

RESURGENCE OF CONGENITAL
SYPHILIS

* P Appalsamy and N Naidoo
« Ethekwini District, KZN



RSA: Congenital syphilis notifications: July
2017 = June 2023

 47% of all notifications were from KZN
« <1% of notifications were regarding stillbirths

WHO guideline on syphilis screening and

treatment for pregnant women 2017:

« Of 350 000 syphilis-related adverse pregnancy outcomes in
2012 worldwide, 143 000 (40%) were fetal losses

In RSA, “unexplained intrauterine death” is the largest
category of perinatal death, this must include many cases of
unrecognized congenital syphilis

Currently Syphilis may be the cause of 10-20% of all perinatal
deaths, and many of these deaths are clearly avoidable
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NEJM: 27 Feb 2020

The Modern Epidemic of Syphilis

 Khalil G. Ghanem, M.D., Ph.D.,
Sanjay Ram, M.B., B.S., and Peter A.
Rice, M.D.



Modifiable factors identified Iin recent
cases of congenital syphilis

ANC client returned late for RPR
results (lab test)

ANC provider did not retrieve/check
RPR result (lab test)

Seroconversion during pregnancy
not picked up due to infrequent
antenatal testing

False negative rapid tests



Case presentation

32 year old gravida 7 para 6, NVD x6
Previous IUD at term in 2018
Previous epilepsy, weight 113kg
Booked at a PHC clinic on 14 Jan

16 weeks gestation

Rapid tests: RH +ve, HIV neg

No Hb, no syphilis serology done



Case presentation

2"d visit 11 Feb (20 weeks)

RPR done, sent to lab

Referred to regional hospital high-risk
clinic

Seen at regional hospital high risk clinic

on 25 Feb, work-up for anaemia done, USS
normal, biometry 23 weeks

Given an appointment to come back 2
weeks later

RPR result not checked



Case presentation

Next attended one month later (25 March)
Possible PTL

Admitted for steroids and treated for UTI
RPR from 11 Feb reactive; titre 1 in 32

First dose of Benzathine Pen 2.4MU given
Im (10 weeks after booking visit)

USS showed large AC (31 weeks), while
rest of biometry showed 26+ weeks

Discharged the next day on antibiotics



Case presentation

Readmitted 4 days later in preterm labour
CS done for fetal compromise

Baby born with Apgar 5and 9

Baby’s RPR: reactive with titre 1 in 64
Prematurity, HMD, IVH

Bicytopaenia

Sepsis

ENND day 1



Syphilis in Pregnancy: clear example
of potential benefit of ANC

« Active syphilis in * Reliable screening
pregnancy (in any tests available
trimester) is always + Effective treatment
harmful and often available

lethal to the fetus + Perinatal morbidity

* Major cause of and mortality due to
perinatal morbidity syphilis can be
and mortality minimised if early
worldwide attendance for ANC

Benefit only occurs if goal-oriented quality ANC is
rendered



Congenital syphilis: Solutions

2023 National VTP (PMTCT) guidelines

* Rapid point of care tests as primary
screening so that results are available at
the same visit and treatment can be
started immediately if positive

« Use reliable quality assured testing Kits
(only use the kits procured through the
national contract)



Congenital syphilis: Solutions

Frequent testing during pregnancy to pick up
seroconversions:

Test at booking and then

repeat at scheduled antenatal visits, at
approximately 4-weekly intervals, e.g., for BANC+
clients, this could be at 20, 26, 30, 34, and 38 weeks

gestation (align with HIV testing)
During labour/delivery admission
At the time of diagnosis of an intrauterine death

At any time, iIf the mother has clinical symptoms or
signs suggestive of syphilis



Vertical Transmission
Prevention

Mother-to-child transmission Guideline for

" b k Vertical Transmission Prevention
Wi € Known as of Communicable Infections

Ve rtical tra nsm iSSion South African National Department of Health

Draft 3 May 2023
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VTP: Optimising care for a mother living

with syphilis to minimise vertical
transmission




Rapid Syphilis Tests

When available and appropriate, rapid testing is the preferred first-line test in pregnancy,
as it allows for immediate treatment.

* Rapid syphilis tests are available as a single rapid diagnostic test (RDT) that
tests only for syphilis, and a dual RDT which tests for both syphilis and HIV

using the same drop of blood.
Clients who are already known

e Dual syphilis and HIV rapid tests should I 5 ol v (2107 slhaule

only be used in clients
: : NOT be re-tested for HIV and
 Whose HIV status is negative or
unknown AND should therefore not use a
: . dual syphilis and HIV rapid
* Who have not had a previous syphilis e =R Itsei'?l kL
infection '



Types of syphilis tests and their uses: Rapid tests

» Specific (or treponemal) test for syphilis
* Rapid syphilis test is not an RPR test!
 Remain positive for life, even if the infection has been treated. Syehia

* Positive rapid tests should be confirmed using an RPR test.

 The RPR will determine if the positive rapid result indicates a current
active infection or an earlier infection, and

e the baseline titre allows the response to treatment to be monitored
 Once a woman has tested positive using a rapid test, a rapid test should

no longer be used for routine screening to identify new infections at
subsequent visits.

* Arapid test cannot differentiate between a new and previous
infection.

* An RPR should then be used as the screening test to identify new |
infections




Which rapid test kits should be used?

National DOH has awarded contracts
to 2 companies to supply the rapid
test Kits:

For dual test: “Standard-Q” HIV/
Syphilis Combo test

For Single test: “First Response”

Quality control by NICD is built into
the contracts



Avoiding user error

All users must be trained in use of the rapid
Kits

Instructions for performing the test must be
followed

Instructions differ with the two tests (number
of drops of buffer, waiting time before
reading the test)

For dual test, must ensure the HIV and
syphilis results are not confused

Tests must be stored away from sunlight or
other heat source, and not frozen



Types of syphilis tests and their uses: RPR

* Non-specific (or non-treponemal) tests
 Done in alaboratory.

* RPRtitres change in response to treatment or disease
progression.

* Used to confirm a positive rapid tests

 The RPR will determine if the positive rapid result
indicates a current active infection or an earlier
infection, and

* the baseline titre allows the response to treatment
to be monitored




Which test should be used when?

*Previous syphilis infection: a client is
said to have a previous syphilis infection
if, during a previous screening the person
et screened positive for syphilis and through
the confirmatory laboratory-based testing
it indicated a past syphilis infection OR if

Client is known HIV positive No HIV test necessary.
AND status Perform single syphilis rapid test

Client is HIV negative OR HIV

AND status unknown , Perform dual HIV/syphilis rapid test syphilis has been diagnosed during their
— status current pregnancy and syphilis treatment
— has concluded more than 3 months ago.
Client is HIV negative OR HIV .
status ungkn own Perform single HIV
rapid test Draw blood & test for

AND syphilis using RPR test

(laboratory-based test)

l

No HIV test necessary.
Draw blood & test for syphilis using
RPR test (laboratory-based test)

Client is known HIV positive
AND




What to do when a facility does not have syphilis rapid

tests in stock

If NO single syphilis
RDTs available No HIV test necessary.

Draw blood & test for syphilis using
RPR test (laboratory-based test)

Client is known HIV positive
AND status

If NO dual syphilis

Client is HIV negative OR HIV . : Perform single HIV rapid
RDTs available Perform single HIV : -
tat k o ;
AND Statls HRKROWA e rapid diagnostic test dmgnosilc b
ANU . :

Draw blood & test for
syphilis using RPR test
(laboratory-based test)

Single syphilis
rapid diagnostic test




SYPHILIS RAPID DIAGNOSTIC TESTING
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Syphilis Rapid Testing Algorithm (top half)

Single syphiliz rapid test Dual HIV ayphilia rapid fest
wd p= I'lh'!ﬁl:lb.
T - N J

\ -}
"l "L Inlerpretalien for

Paitarm sy r.'.lpi-:l spphils compaonenk
- - of fe dual best
Assess for chnical signs of syphilis & counsel on condom use. e

A
+ +
Soresning fesl: Screening best
Syphilis REACTIVE Byphilis NOK-REACTIVE
+ ki
Temal: Penicillin Dose 1* Syphilis Negative
+ Ka cument & no prewious

Confirm the syphilis disgnosis: Send a stand-alone blsod sample [with 2 dedicalsd syphis nfectian

specmen regues] form) to the laboratory and request e following two tosis:
1. RFR
2. Bpecific syphilis best, o he done aulnmatically by the boralory if RPR = negalie.
Agk the client o mebam week for nesults

+ * *




Secondary syphilis




Syphilis Rapid Testing Algorithm (bottom half)
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Confirm response to syphilis treatment:

A 4-fold drop in RPR titre confirms effective treatment (e.g., 1 in 32 goes
down to 1in 8).

Do not re-check RPR until at least 3 months after treatment is completed.

* If the titre was low to start with (1 in 4 or less), then a drop may not be
seen after 3 months.

* A low titre may take years to disappear completely.

* Only be concerned if there is a rise in titre compared to the initial low titre.



Treatment for syphilis

* Check for a history of penicillin allergy

 All-over body rash, bronchospasm, hypotension/collapse, or neck/throat swelling
after previously taking penicillin

* If no history of penicillin allergy, give
e 2.4 MU of benzathine penicillin IM x 3 doses, at weekly intervals

* |If the mother has a delay of > 14 days between weekly IM doses, the mother is
considered untreated, and the entire course must be restarted

e |If the woman reports a penicillin allergy:
» Take a careful history to confirm the likelihood of true allergy.
* Penicillin is the only known drug that effectively treats syphilis in the fetus.

» Refer to hospital for penicillin desensitization (see EML for details) and syphilis
treatment under close observation by a doctor trained to manage anaphylaxis.



RPR Algorithm

LABORATORY-BASED TESTING WHEN RAPID TESTS ARE UNAVAILABLE OR INAPPROPRIATE
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Congenital syphilis

* 30-40% of babies who acquire syphilis in-utero, die shortly before or after
birth
2 considerations:
e Babies’ clinical symptoms
 Mother’s treatment status



Syphilis symptoms in the newborn

2
o

' i () "_'_:_;_ fi)

5 Selzures

Jaundice, Hepatomegaly
Splenomegaly

Long bone changes

Pallor, Petechiae

Large, pale, greasy placenta
Growth restriction

2 Peeling Rash, Oedema
2 Nonimmune fetal hydrops

Loss of eyebrows, chonoretinitis,
uveitis, cataract, glaucoma

Nasal discharge (“snuffles”)
Pneumonia

Myocarditis




Definition - Inadequately or untreated mother:

Inadequately treated mother
 Mother did not complete three doses in full, or

* Mother received three doses but there was a delay of > 14 days between
weekly IM doses, or

* Last dose was not more than 30 days before delivery, or
* Dose that the mother received was incorrect

Untreated mother:

 Mother did not receive any treatment for syphilis, or

 Mother was treated for syphilis with an antibiotic that was not penicillin



Management of the Syphilis-Exposed Baby

MANAGEMENT OF SYPHILIS EXPOSED BABIES

ASYMPTOMATIC BABIES ASYMPTOMATIC BABIES SYMPTOMATIC BABIES BORN TO MOTHERS WITH SYPHILIS
BORN TO MOTHERS BORN TO MOTHERS REGARDLESS OF TREATMENT STATUS
WITH FULLY TREATED WITH INADEQUATELY 3
SYPHILIS TREATED* OR
Mother treated };.I'_itthenzathine UNTREATED SYPHILIS** Aqueous crystalline Penicillin G
penicillin

2.4 million IU IM weekly for 3
consecutive weeks with last
dose > 30 days before delivery.

1

No treatment indicated.
Ensure partner traced
and tested.

+ 50 000 units/kg 12 hourly IV or IM for the first 7 days of life, then 8 hourly
l from day 8 of life onwards o complete 10 days of treatment
+ Parenteral penicillin is drug of choice for treatment

Single dose Benzathine of congenital syphilis. Data are insufficient regarding use of other

Penici!lin G antimicrobial agents (e.g., ampicillin).
50 000 units/kg IM. Note: If mother was fully treated & baby symptomatic — re-test mother &
Never give IV. follow-up on reason for treatment failure; ensure partner tracing done.

Ensure partner is traced,
tested and treated (as
el | If baby misses more than one day of treatment, the

. entire ten-day course must be restarted.



Mandatory notification for congenital syphilis

e Category 2 Notifiable Medical Condition (NMC):

* Health care workers must notify all cases of congenital syphilis within 7
days of diagnosis.

* All stillbirths due to syphilis should also be notified



Trends in congenital syphilis clinical notifications and RPR positive

specimens age < 24 months by quarter July 2017 — June 2023
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Trends in congenital syphilis clinical notifications and RPR positive

specimens age < 24 months by quarter July 2017 — June 2024

Notified cases

RPR+ specimensin infants/ children <2 years
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Trends in congenital syphilis clinical notifications per Province by

quarter July 2017 — June 2024

North West
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Conclusion

There is currently a syphilis pandemic; morbidity and mortality
related to syphilis in pregnancy can be minimised if attending
midwives and doctors have a clear understanding of the course
of the disease and of how to interpret the screening tests, and
manage the patient accordingly

A single dose of Benzathine penicillin is effective treatment for
most cases and must be given as early as possible in pregnancy
to prevent adverse perinatal outcomes. Second and third doses
are still recommended to ensure adequate treatment for the fetus
and for late syphilis in the mother

Point-of-care syphilis serology tests allow administration of a
dose of benzathine penicillin on the same day

Partner tracing and treatment is essential to impact on the wider
epidemic

Benzathine penicillin is the only effective treatment in pregnancy,
and so the limited stocks must be reserved for this indication



Treating partners with symptoms

* Trace and test partners of women with confirmed syphilis

* Test the partner using a rapid syphilis test if available and assess for
symptoms and signs of a genital ulcer or secondary syphilis.

If the rapid test is positive, and symptoms or signs of syphilis are present,
treat the partner for early syphilis using one of the following options:

* Asingle immediate dose of benzathine penicillin 2.4 MU IM, if stock
levels are sufficient

* |f penicillin stock levels are insufficient, give Doxycycline 100mg 12-hourly
orally for 14 days



Syphilis Timeline

EARLY SYPHILIS - Infectious! LATE SYPHILIS - Less Infectious
Primary Syphilis Secondary Syphilis Early Latent Phase Late Latent Phase Tertiary Syphilis
: : : Asymptomatic :
Incubation RPR positivebut 1, - systems
1?_281 e ) Asymptomatic Tre?;zrr:;ﬁest . affected e.g. CNS,
| | condylomata lata RPR pOSiti'«'E pDSiti\FE {II"ICL Rﬁpld] CVS

if on cervix

: . + Painless Painless i Specific syphilis test result
Window period may + May be Bilateral : positive: Once positive the
result in a false multiple  + Ifon cervix, then | specific, treponemal test (inc
negative RPR + May be no inguinal lymph -
undetected  nodes I e

S~ o ___ _ RRRif
. ™ untreated

Specific syphilis
test result negative

y

1:8 and higher

95% of RPRs will be negative 2 years
after infection, |f fully treated

RPR titre



Treating partners without symptoms

If the rapid test is positive and there are NO symptoms or signs of syphilis,
send a confirmatory blood sample to the laboratory for an RPR. Do not
wait for the results before treating the partner, but be sure to check the

results 1 week later.

Treat the partner for latent syphilis using one of the following options:
* Benzathine penicillin 2.4 MU IM, once weekly for 3 weeks, if stock levels
are sufficient
* |f penicillin stock levels are insufficient, give Doxycycline 100mg 12-hourly
orally for 30 days
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