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We read with interest the manuscript entitled 
"Serum and peritoneal fluid levels of vascular en-
dothelial growth factor in women with endometrio-
sis" recently published in the International Journal 
of Fertility and Sterility (1). The authors measured 
the levels of vascular endothelial growth factor in 
serum and peritoneal fluid of 179 women, 90 of 
whom were diagnosed with endometriosis, and 
observed that serum VEGF levels were similar in 
both study groups while women with endometrio-
sis had higher levels of VEGF in peritoneal fluid 
compared with controls. Thus, the authors have 
concluded that endometriosis "is not related to the 
change of VEGF level in circulation". We believe 
that the methodology used in the study was not ad-
equate to establish levels of "circulating" VEGF at 
the time of sampling thus invalidating the results 
of the study.

It is well known that VEGF is stored in the 
alpha granules of circulating resting platelets 
and released during clotting. Therefore, platelet 
activation and degranulation in vitro is the main 
contributor to the level of serum VEGF and may 
not reflect the level of circulating VEGF pro-
duced by peripheral tissues (such as endometri-
otic lesions) (2). In the study by Kianpour et al. 
(1), small differences in the circulating VEGF 
between women with and without endometrio-
sis may have been masked by the large quantity 

of VEGF released by platelets during clotting. 
Based on these observations, plasma (prefer-
ably citrate, theophylline, adenosine and dipy-
ridamole, CTDA plasma) should be preferred to 
serum for the assessment of circulating extra-
cellular VEGF (3).

Furthermore, when serum is used for the 
measurement of VEGF, the methodology of 
collection and processing of samples should be 
standardised and declared. In fact, spinning the 
samples for different times and with different 
forces may influence the levels of VEGF (4). 
Furthermore, the interval between sample col-
lection and processing (clotting duration) influ-
ences the levels of VEGF in supernatant, in par-
ticular when samples are processed after more 
than two hours from collection (4).

Given these considerations, we believe that 
the authors’ conclusion that "circulating" VEGF 
is similar in blood of women with and without 
endometriosis is not supported by the presented 
data.

References
1. Kianpour M, Nematbakhsh M, Ahmadi SM, Jafarzadeh 

M, Hajjarian M, Pezeshki Z, et al. Serum and perito-
neal fluid levels of vascular endothelial growth factor 
in women with endometriosis. Int J Fertil Steril. 2013; 
7(2): 96-99.

2. Ferrero S, Gillott DJ, Anserini P, Remorgida V, Teisner B, 

Arc
hive

 of
 S

ID

www.SID.ir



Int J Fertil Steril, Vol 8, No 4, Jan-Mar 2015               486

 Roberti Maggiore and Ferrero

Grudzinskas JG. Methodological concerns regarding lev-
els of vascular endothelial growth factor (VEGF) in serum 
of patients with endometriosis. Hum Reprod. 2004; 19(1): 
220-221.

3. Wynendaele W, Derua R, Hoylaerts MF, Pawinski A, 
Waelkens E, de Bruijn EA, et al. Vascular endothelial 
growth factor measured in platelet poor plasma allows op-
timal separation between cancer patients and volunteers: 

a key to study an angiogenic marker in vivo?. Ann Oncol. 
1999; 10(8): 965-971.

4. Hormbrey E, Gillespie P, Turner K, Han C, Roberts A, Mc-
Grouther D, et al. A critical review of vascular endothelial 
growth factor (VEGF) analysis in peripheral blood: is the 
current literature meaningful?. Clin Exp Metastasis. 2002; 
19(8): 651-663.

Arc
hive

 of
 S

ID

www.SID.ir


