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Case presentation

» 37-year old pregnant woman

> Anti-Toxoplasma screening: IgA: POSITIVE (index: 3.279); IgM: POSITIVE; IgG:
1669 Ul/ml

» Pregnancy without any (other) difficulties




Evaluation of serology
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TABLE 2 | Results of ssrological tests duing pregnancy &nd their interpretation.

Scenario g g Interpretation Cammaent

antibodies antibodies
1 Megative Negative Abaence of imrmunity hanthly seroicoic follow-up and 1 manth after delseny
2 Positiva Negative Infection ecquired - Reps=at tests after 1 month to confim previous infecticn
before pregnancy -  Stop follow-up if only IgG antibodies are positive
3 Mesgative Pasitive Initial sermconversion of -  Repsat test weskly
Ighd falesly positive - Second lewel teats
Evertusl prenatal disgnosis
Meonatal folow-up
4 FPositive Positive Acute infection or Diate infieciion
Persistence of Ig Second bewel teats
Eventual prenatal diagnosis

Meonatal follow-up




Case presentation: T. gondii serology

(Mother)
IgA: POS. (i.: 3.279) IgA: POS. (i.: 1.93)
IgM: POSITIVE IgM: POSITIVE
IgG: 1669 Ul/ml _g,., 1898 Ul/ml
1gG ‘U’Idltj{ ngh I1gG vldltg H|_“gh

_g__ POS (I 1 94)

IgA: POS. (i.: 2.334)

*gE POSITIVE IgM: POSITIVE
LG U IgG: 1068 UI/m

IgG avidity: High

IgG avidity: High




Serodiagnosis of toxoplasmosis
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nign (
avidity) IgG-titer, positivie IgM (fluctuant IgA-

titer) l

»Latent reactivation ====) acute infection?
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}éf YES, has she got any (unknown) underlying
isease?

»Are these serological markers enough for the
exact determination of the date of infection?




Questions, edifications (Mother):
Date of infection

» What are the possible causes of IgM-
positivity?

>Is it an acute infection?
>Is it long-persisting IgM?

>Is it aspecific reaction (originated from
natural antibodies)?




Questions, edifications (Mother):
Date of infection

» What does high AND elevating level I1gG-
positivity mean?

>Is it originating from an acute infection?

> A significant (at least 2-fold in a no-treatment
context) increase is a marker of acute
infection.

(Villard et al., 2016)

>1s our kit suitable for the detection of this
increase at very high titers?




Case presentation: Questions,
edifications (Mother)
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TABLE 2 | Results of serological tests during pregnancy and their intempiretation.

Scenario g g Interpretation Comment

antibodies antibodies
i Megative Wegative Abaence of immunity honthiy senclogic follow-up and 1 maonth after delvery
2 Fositiva Wegative Infection acquired - Repeat tests after 1 momth to confim previous infection
before pregnancy - Stop follow-up if only IgG antibodies are positive
3 Megative Pasitive Iritial s=roconversion or - Repsat test weskly
Ighd falesly poaitive - Second level tests
Eventual prenatal diagnosis
Meonatal folloes-up
4 Poeitive Paositive Acute infection or Cate infiection

Second level tests
Evenitual prenatal diagnosis
Meonatal follow-up

Fersistence of Igh



Second level test: IgG avidity (Mother)

»High IgG avidity index suggests acute infection
acquired at least 16 weeks before.

»(Specific therapy (Low/intermediate
reduce avidity N IgG avidity DOES
maturation.) NOT necessarily

mean recent/acute
>(Some individuals have ¢ infection)
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Questions, edifications (Mother):
Second level test
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»>Why has the IgG avidity been HIGH-
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level throughout the pregnancy? )
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(Good serological marker???
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Second level test: Immunoblot (Mother)

»More specific and more sensitive, than
other serologic methods.

»Detection of specific IgG and IgM

»Can be used for the follow-up of the
infant’s anti-Toxoplasma serostatus.




Questions, edifications (Mother):
Date of infection

»>Sample collection time is essential:
compliance with the submission time of

controll sera.

Case presentation: T. gondii serology
(Mother)

IgA: POS. (i.: 1.93)
IgM: POSITIVE
1gG: 1898 Ul/ml
IgG avidity: High

)
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IgA: POS. (i.: 2.334)

IgA: POS. (i.: 3.279)
IgM: POSITIVE
1gG: 1669 Ul/ml
IgG avidity: High
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[1gA: POS. (i.: 1.94)
} IgM: POSITIVE IgM: POSITIVE
HgG: 1721 Ul/ml | 1gG: 1068 Ul/ml

! IgG avidity: High \ I2G avidity: High




Case presentation: Questions,
edifications (Mother)
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TABLE 2 | Hesults of ssrclogical fests during pregnancy and their intenpretation.

Scenario gl Fel ] Interpretation Comment
antibodies antibodies
1 Meqative MNegative Absance of imrmunity hiointily eerclicoic follow-un and 1 manth after delkseny
2 Fosgtive Megative Infection acquied - Repsat testz after 1 month to confimn previous infection
before pregnancy - Stop follow-up if only IgG antibodies are positive
3 Pegative Positive Initial seroconversion or - Repsat test weskdy
Ighd falssly poaitive - Second level teats

Ewentusl prematal diagnosis

| Positive Positive Acute infection or
Fersistence of Igh

Eventual prenatal diagnosis
Meonatal follow-up




Questions, edifications (Mother and fetus)
Eventual prenatal diagnosis

>Are serological methods sufficient to
establish a correct diagnosis in such
case? Other options?
>Molecular (PCR-based) method
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PCR-based methods (Mother and fetus)

»These methods developed (not only) for 3}
prenatal diagnosis of congenital
toxoplasmosis.

»Amniocentesis:
»Performed after 18th week of pregnancy

»Trasmission rate 7, morbidity of fetus| in paralel
with the age of pregnancy in case of acute infection

»>Risk of procedure-related fetal loss <0.1%.




PCR-based methods (Mother and fetus)

> Positive predictive value: 100%

»>Negative predictive value: 98.1%

»>Very low density of parasites in the amniotic fluid

»Delayed transplacental transmission




Case presentation

»Rovamycin therapy during the pregnancy
»>Delivery: 25.12.2021

»Newborn’s status: microcephal, dysphagia
-> dystrophy

»What was the possible cause of the
morbidity? Infection or developmental
disorder-




Case presentation: Questions,
edifications (Newborn/infant)
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TABLE 2 | Hesults of ssrclogical fests during pregnancy and their intenpretation.

Scenario gl Fel ] Interpretation Comment
antibodies antibodies
1 Megative Megative Absence of immmunity Wantinky serologic follow-wp and 1 manth after delvery
2 Fosgtive hegative Infection acquied - Repsat testz after 1 month to confim previous infection
belome pregnancy - Stop follow-up if only IgG antibodies are positive
3 Pegative Positive initial saroconversion or - Repeat test weskly
Ight falesly poaitive - Second level tests
Ewventual prenatal diagnosis
Meonatal follow-up
4 Fositive Positive Acute infection or Drate infection
Persistence of Ighi Second level teats
Ewentusl prematal diagnosis

Meonatal follow-up




Bollani et &l

Congenital Toxoplasmosis

Serological diagnosis of congenital Toxoplasmosis

At Birth paired control on mother’s and newborn’s sera*
1gG IgM IgA** - 1gG [IgM Western Blot (WB)

'
Amniotic fluid PCR NEG or not performed
IgM, IgA, 1gG-1gM WB NEG
'
NO THERAPY
Monthly follow-up : IgG IgA IgM
IgG 1IgM WB for 3 months

Decrease IgG titers Increase,
seronegativization No decrease of IgG
One year of age*** IgA IgM Syntesis

[ No Infection }

*On peripheral blood
** IEM [ IGA ISACA are the more sensitive test
*** Sera must be keept frozen for one year

Transient seronegativation in treated infected babies is possible

FIGURE 3 | Serclogical screening of congenital toxoplasmosis.
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Fig. 8. Comparison of imenunoblot i2G and M with paired mother (M) and infant (i) at berth.
1. Absence of IgM and ame prafile of i2C in Lvor of passive transmission of maternal gG.
2 Same peolile for [gC and diffevent prafile igM (arows) confming congenital tocoplismosis,
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not be produced in congenitally infec
infant.
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»Maternal infection in late pregnancy =)
false negative serology at birth.

»Maternal I1gG decline to disappear within
m““ﬁﬁthgsf o
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the first months — possible congenital
toxoplasmosis. T‘i

»Transient ﬁgggnggatwlty can be occurred u
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»Seronegativity in untreated babies at one
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year mmmm) ongemtal toxoplasmosis can n be
excluded.




Case presentation: T. gondii serology =

(Newborn/infant)
IgA: Negative IgA: Negative
IgM: Negative IgM: Negative
IgG: 913 Ul/ml 1gG: 117 Ul/ml

\ / \ /
\ /
/ \
/ \
/
\

_gA Negative

igM Negatlve
IgG 407 Ul/ml
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