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To the editor:

We read with great interest the article by A Manocha et al. [1] recently published in the
JEMNM. Through a standardized pathological review, the authors give an interesting insight into
the placental findings in a series of 100 intrauterine fetal demise (IUFD) cases, before extending
their analysis to determine the plausibility of each pathological finding to contribute to IUFD.
They conclude that among all histological patterns, maternal vascular malperfusion (MVM) is the
most frequent etiology of IUFD, pregnancy hypertensive disorders being -as a matter of fact-

widely encountered.

Acknowledging that placental pathology constitutes a cornerstone of IUFD management, looking
at the results of Manocha and colleagues’ work beyond the pathologist’s lens may offer new

perspectives and may also broaden their conclusions.

In their work, the authors report a high prevalence of pre-eclampsia which was found in
39% of TUFD case, while a rate of 9.2% was found in other studies [2]. Moreover, in the
definition of pre-eclampsia chosen by the authors, proteinuria needed to be associated with an
elevation of blood pressure. This definition is more restrictive than the latter proposed by the
ACOG in 2013 [3] and the true prevalence of preeclampsia according to this latter definition may
even be higher. Thus, this high prevalence of pre-eclampsia — even possibly underestimated —
raises two issues:

a) it may illustrate that placentas are more commonly addressed to the pathologist when
TUFD occurs in a context of pre-eclampsia than in the other IUFD cases. This assumption would
need to be verified and, if so, may convey an evolution of practices in the field: as well illustrated
by the authors, placental examination is the cornerstone of IUFD management [4], this being
particularly true in the absence of maternal clinical context (e.g: pre-eclampsia, sepsis...)
providing relevant etiological orientations.

b) Consequently, placental data need to be interpreted in the light of a global and
exhaustive IUFD assessment, including the collection of all pre-eclampsia risk factors. Indeed,
from a pathogenic view-point, it has been proposed to distinguish early and late onset pre-
eclampsia which, despite the similarity of their pathological presentation, differ in term of

pathogenesis — ze. immune incompatibility for the former, global maternal cardiovascular burden
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for the latter — and their outcomes, both regarding the risk of recurrence and the efficacy of

prevention, and also probably in the related long-term maternal cardiovascular over-risk [5].

Conversely, the authors observed a high rate of early IUFD linked to MVM lesions: in all
apparently unexplained case of IUFD, especially of early preterm onset [6], a search for
thrombophilia should be performed, as mentioned by the authors. Actually, this evaluation
should be limited to antiphospholipid antibodies (APL) and lupus anticoagulant testings, as there
is no clear evidence of the impact of inherited thrombophilia on pregnancy loss, as well as of the
efficacy of anticoagulants in these situations [7]. Along with APL, antinuclear antibody (ANA)
testing is also recommended, combined with a thorough maternal clinical evaluation, given the
association between systemic lupus erythematosus (SLE) and IUFD [8]. Moreover, the search for
antiphospholipid antibodies syndrome or other autoimmune disorders may be of great interest

with possible far reaching consequences:

- In terms of pathogenesis, separating the patients into different groups not only based on
histological considerations - a type of lesion being possibly the consequence of different
phenomenon- but also on clinical and biological findings (7.e. definite APLS, atypical or non-
criteria. APLS, ANA) is a prerequisite for a close to reality approach of the pathogenic
processes leading to maternal vascular complications;

- From nosological and etiological viewpoints, a more global and holistic approach may
contribute to reframe the classification of IUFD etiologies and to precise the prevalence of
auto-immune features as a cause for IUFD. For example, considering MVM lesions in a
proven/definite APLS setting should lead to retain the IUFD as from maternal cause rather
than from a placental cause, the placental abnormalities being here a manifestation of a
maternal immune mediated disease [9]. The same goes for inflammatory lesions, that is to say
chronic villitis, and more importantly intervillositis. Indeed, their individualization is
important as, once infectious etiologies have been carefully ruled-out, there is growing
evidence to support their involvement in adverse obstetric outcomes and their association
with autoimmune disorders [10];

- In a diagnostic perspective, IUFD may, in rare cases, reveal underlying systemic diseases, and
a positivity of ANA may foster the search for other clinical or biological signs of autoimmune
disorders and, even in the absence of such signs, may constitute an alarm to carefully screen
their emergence in the future for a patient with a history of IUFD and positive ANA.

- Most importantly, as concluded by the authors in a therapeutic viewpoint, determining the

cause of IUFD aims to better manage future pregnancies. So far, only few standardized
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treatment regimens have proven to be efficient to limit IUFD recurrence: aspirin in pre-
eclampsia, the association of aspirin and heparin in obstetrical APLS, and
hydroxychloroquine in SLE (topped by heparin and/or aspitin in cases of associated APLS or
in selected high-risk women) [11,12]. Beside these specific cases, data are cruelly missing, and
the best therapeutic approaches in pregnancies following MVM or inflaimmatory lesions

related IUFD still need to be determined.

Brightening the dark zones of IUFD etiologies constitutes a challenge which raises the need
for developing collaborative networks uniting gynecologists, pediatricians, pathologists,
immunologists and internists. Indeed, a close multidisciplinary approach, along with an
exhaustive etiological assessment and a classification system integrating the whole relevant data,
may constitute a unique opportunity to think outside the box, fostering new innovative
therapeutic research for this still poorly understood condition. Beyond considerations based on
placental histology, a call for structured multidisciplinary approaches and collaborative networks

may represent a turn of the tide to give to IUFD the attention it deserves.
y rep g
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