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To the Editor: 1 have read with interest the recent publica-
tion by Santos-Ribeiro et al. [1] and congratulate the au-
thors for the in-depth search for a genetic explanation for
the ovarian hyperstimulation syndrome (OHSS) despite
using the combination of GnRH antagonist, GnRH agonist
trigger, and “freeze all” policy. As the authors have cor-
rectly stated, “This approach, combined with the elective
cryopreservation of all oocytes/embryos, referred to by
some as the “OHSS-free clinic” [2], had effectively
abolished the incidence of severe early OHSS until recent-
ly, when the first cases of OHSS requiring hospitalization
were reported” [1]. Like most reproductive endocrinolo-
gists, experiencing ART/IVF, the authors were probably
surprised when severe OHSS occurred despite this ap-
proach, leading them to search for an explanation to the
unexpected OHSS. However, they did not find such a res-
olution, since no known genetic variants associated with
OHSS predisposition were found [1]. The main problem
with the policy of using this approach is an incorrect sense
of security, believing that indeed this policy has completely
eliminated the risk of severe OHSS. However, it has not, as
suggested by the five recent publications, including the
present [1, 3—6], of OHSS necessitating hospitalization,
despite GnRH agonist triggering instead of hCG. Retro-
spective evaluation of the patient’s characteristics could
have led to an appreciation of very high risk of OHSS
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due to PCOS, very high AMH of 18.28 ng/mL, and an
antral follicle count of 40. In such a high-risk case, proba-
bly 75 units of FSH to start with would have been more
adequate, and in case of need, the step-up protocol would
have been safer than the step-down approach.

It is suggested that in high-risk cases of OHSS, extreme
caution is needed, and the “OHSS free” approach is not al-
ways guaranteed.
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