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Clinical relevance of inherited thrombophilia in
implantation failure: who needs to be screened?
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In women undergoing in vitro fertilization (IVF) who
have an implantation failure (IF) after repeated embryo
transfer, an association with the presence of acquired
thrombophilia has been demonstrated,1 and a thrombo-
prophylaxis seems to be efficacious in improving implan-
tation rate.2 More recently a role inherited trombophilia
has been recognised to have a role in recurrent other-
whise unexplained fetal losses.4,5 The study recently
appeared in Haematologica by Martinelli and coworkers6

seems to suggest that carriers of common causes of
thrombophilia ( FV Leiden and FII A20210 gene variants)
are not at higher risk of IF, so at present thromboprophy-
laxis is not warranted in women approaching IVF. It is
well established that many other factors in addition to
thrombophilia could influence the outcome of a sponta-
neous pregnancy.7 Some of them are known to influence
also IVF, as the maternal age at the conception and the
number of previous failures. In women at their first or
second attempt we did not find a higher prevalence of
these gene variants in respect of that found in women
conceiving spontaneously.8 Moreover, women with ≥40
yrs were excluded from our study. In this context,
women with ≥3 IVF- IF showed a higher prevalence of
these gene variants. It is to be underlined that we consid-
ered also a low risk group formed by women at their first
or second attempt , in which we did not find a preva-
lence of inherited thrombophilia higher than that of con-
trols, according to findings of Martinelli. Our data
demonstrate that carriership of thrombophilia only in
women with at lest 3 previous IVF-IF can negatively
influence implantation starting from the fourth cycle of
ovarian induction. We agree that women until their third

cycle of ovarian induction do not need to be investigat-
ed for thrombophilia, since after the failure of third
embryo transfer we can consider to study this aspect. In
conclusion, we strongly believe that the selection of
sample is in this settings particularly important and
could explain the appearent divergences in the results
obtained by different studies.

E. Grandone, D. Colaizzo, A. Lo Bue, F. Cappucci, E. Cittadini,
M. Margaglione

"Unità di Aterosclerosi e Trombosi", IRCCS "Casa Sollievo della
Sofferenza", S. Giovanni Rotondo, (FG), "Centro di Biologia della

Riproduzione", Palermo, Cattedra di Ostetricia e Ginecologia,
Istituto Materno-Infantile Palermo, ITALY

References
1. Sthoeger ZM, Mozes E, Tartakovsky B.. Anti-cardiolipin anti-

bodies induce pregnancy failure by impairing embryonic
implantation. Proc Natl Acad Sci 1993; 90: 6464-7

2. Sher G, Feinman M, Zouves C, Kuttner G, Massarani G, Salem
R, et al. High fecundity rates following IVF and embryo trans-
fer in antiphospholipid seropositive women treated with
heparin and aspirin. Hum Reprod 1994; 9: 2278-83.

3. Stern C, Chamley L, Hale L, Kloss M, Speirs A, Baker
HW.Antibodies to ?2 glycoprotein I are associated with in
vitro fertilization implantation failure as well as recurrent mis-
carriage: results of a prevalence study. Fertil Steril 1998;
70:938-45.

4. Grandone E, Margaglione M, Colaizzo D, d'Addedda M,
Cappucci G, Vecchione G, et al. Factor V Leiden is associated
with repeated and recurrent fetal losses. Thromb Haemost
1997; 77: 822-4.

5. Ridker PM, Miletich JP, Buring JE, Ariyo AA, Price DT, Manson
JE, et al. Factor V Leiden mutation as a risk factor for recurrent
pregnancy loss. Ann Intern Med 1998; 128: 1000-3.

6. Martinelli I, Taioli E, Ragni G, Levi-Setti P, Passamonti SM,
Battaglioli T. et al. Embryo implantation after assisted repro-
ductive procedures and maternal thrombophilia.
Haematologica 2003; 88: 789-93

7. Stirrat GM. Recurrent miscarriage Lancet. 1990;336(8716):673-5.
8. Grandone E, Colaizzo D, Lo Bue A, Checola MG, Cittadini E,

Margaglione M. Inherited thrombophilia and in vitro fertiliza-
tion implantation failure. Fertil Steril 2001; 76: 201-2.


