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Abstract:

Background: Unexplained subfertility (Ul) is a term applied to an infertile couple whose
standard investigations yield normal results. The diagnosis of Ul is one of exclusion.
Aims and objectives:

1. To find any other causes of Ul.

2. To know distribution of patients with Ul according to the age

3. To detect Anti Sperm Antibodies (ASAS) in both serum of couples and in the semen of
male partner and its relation with UI.

Patients and methods: The study carried out in Erbil In Vitro Fertilization (IVF) and
subfertility care center from November 2009-September 2010 and (157) couples
(explained and unexplained) were participated in this study and classified according to the
cause of subfertility. A serum samples from 33 couples for both male and female, and 33
semen samples were examined for the presence of ASAs by using Enzyme linked
immunosorbent assay technique (ELISA ).

Results: From those (157) couples the incidence of Ul was seen in 33 couples (21%) and
the high percentage of infertile couples were age around (26-35) years. The mean age for
both male and female was (33.64, 28.64) years respectively. The ASAs were foundin 5out
33 couples (15.16%), in female serum 8(24.24%) while in the semen was 18(54.55%)
Conclusions: The age of male and female has effect on both the subfertility and fecundity
and there is a relation between female age and subfertility. ASAs could be a cause for
subfertility and ASAs found in couples with Ul.
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Introduction:

Subfertility can be defined as the
inability of the couple to conceive
within a year of be?inning regular
unprotected intercourse .

Unexplained subfertility (Ul) refers to a
diagnosis made in couples in whom
standard investigations including semen
analysis, tests of ovulation and tubal

effort will fall on the woman, while the
man is usually regarded as normal and
has with further investigations are
required ©.

With recent dramatic advances in
subfertility  treatment, age related
subfertility remains as one of most
difficult  challenges.  Reproductive

patency and post coital test are specialists have known for years that the
normal . pregnancy rate is inversely related to the
When a couple seeks advice on female partner’s age. Early explanations

subfertility the first steps (after a history
and examination of both partners) are to
arrange a semen analysis and a properly
timed post coital test (PCT). If both of
these results full within accepted limits
of normality, now, most of the diagnosis

for this trend included decreased coital
frequency, diminished desire for child
bearing, decreased overall time to try
pregnancy and diminished ovarian with
advancing age . Today increased
spontaneous abortion; oocyte depletion
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and oocyte aging are added to the list
®) The probable causes of Ul in male are
abnormal  biochemical reaction in
sperms causing difficulty in reaching
and binding to oocyte and zona
penetration. While the female factors
includes: endocrinal factors like

abnormalities in lutinizing hormones
(LH), prolactin, and ovarian causes like
chromosomal maturation defects, tubal

factors, cervical factors, immune
factors-altered cell mediated
immunity®.

Detection of sperm immobilizing
antibodies in women may have
relevance for diagnosis of
immunological subfertility because the
antibodies secreted in the female

reproductive tract might impair sperm
passage, inhibit fertilization and prevent
post-fertilization processes .

Immune reaction to spermatozoa which
interferes with fertility may operate in a
small, but significant proportion of
couples, sperm antibodies may appear in
the blood and in genital tract, they
should sought in both locations®.

Patients and Methods:

A cross sectional study carried in
subfertility care and IVF center in Erbil
city in Iragi Kurdistan from November
2009 to September 2010.

One hundred fifty seven couples were
included, and a complete questioner
form prepared for each person included:
name, age, address, occupation, both
medical and surgical history.

Seminal analysis were done for each
male and classified according to criteria
of World health organization (WHO) ©.
For each female an ultrasound done to
exclude ovulatory causes and also
hormonal examination and
hysterosalpingeography (HSG) done for
them.

From those (157) couples, (33) which
represents about (21%) of couples have
no cause for subfertility and they were
included in the study.

EIISA (enzyme linked munosorbent
assay) used for detection ASAs in the
serum of both males and females and
also for detection ASAs in male seminal
fluid qualitatively and quantitavely.

Results:
The highest frequency and percentage of
infertile females and males with

unexplained subfertility were in the age
range (26-35) years with mean age for
both females and males are (28.21, 33,
64) years respectively as shown in
(Table 1)

The result of this study shows that
ASAs was positive in the serum of
5(15.16%) males out of 33 males with
Ul as shown in (Table 2).

Table 3 shows that from the 33 infertile
males (unexplained subfertility) ASAS
found in the semen of 18(54.55%)
males.

This study shows that ASAs was
positive in the serum of 8(24.24%)
female out of 33 infertile females as
shown in (Table 4).

Table (1): Relation between couple’s age and unexplained subfertility.

Age of couples Age of females Age of males
Frequency | Percentage % | Frequency | Percentage %
15-25 years 15 45.46 2 6.6
26-35years 16 48.48 22 66.67
36-45 years 2 6.6 6 18.18
>46 years 0 0 3 9.09
Total 33 100 33 100
Mean 28.21 33.63
Journal of Kirkuk Medical College 23 Vol. 2, No. 2, 2014




The Incidence of Unexplained Subfertility and its Relation with Age
and Antisperm Antibodies among Infertile Couples in Erbil City.

Sahar Mohammed Zaki Abdulla

Table (2): Incidence of ASAs in male serum in couples with unexplained subfertility.

nu;gg;ls of Togghnre?s\zﬁm Number of male with Number of male with
infertile une?(pl firard] positive ASAs in the | negative ASAs in male
couples subfertility Sttt serum
157 33 Frequency | Percentage | Frequency | Percentage
5 15.16% 28 84.84%

Table (3): Incidence of ASAs in male semen in couples with unexplained subfertility.

nu;gg;ls of Togghnijergs\zﬁ et Number of males with | Number of males with
infertile une?(plained positive ASAs in the | negative ASAs in male
couples subfertility SemeEn semen
157 33 Frequency | Percentage | Frequency | Percentage
18 54.55% 15 45 45

Table (4): Incidence of ASAs in female serum in couples with unexplained subfertility.

Total Total numbe_rs of Number of females Number of female with
numbers of couples with . i . : .
. . . with positive ASAs in | negative ASAs in male
infertile unexplained
1 the semen semen
couples subfertility
157 33 Frequency | Percentage | Frequency | Percentage
8 24.24% 25 75.76%
Discussion:
In this study the percentage of bearing for social reasons has resulted in

unexplained subfertility among infertile
couples was about (21%) and this
agreed with Scott JR, et al. @, Many
studies that found the incidence of Ul is
relatively range from (5-20%).

In this study the highest percentage of
infertile females with Ul were in the age
group (26-35) years and this agrees with
Capri et al “Y who found that female
age is the major variable contributing
factor to unexplained subfertility.

The possible reasons for Ul is that some
couples are apparently normal but they
have below average fecundity because
the female partner age is >30 years ®2.
Women’s fertility peaks are between
ages of 22 to 26, and declines after 30:
atypically 30 years woman has only
(12%) of ovarian reserves she was born
with ¥ A tendency to delay child

increasing numbers of women seeking
subfertility treatment at advanced age .
This study revealed that high percentage
of infertile males were in the age group
(26-35) years, this might be due to
erectile dysfunction increase with age
@9 However, evidence suggests that
increase of male age is associated with a
decline in semen volume, sperm motility
and sperm morphology. In studies that
controlled for female age, comparisons
between men under 30 and men over 50
found relative decrease in pregnancy
rates between (23% and 38%) .

The mean age of both infertile males
and females was (33.64, 28.21) years
respectively and this result agrees with
Haugen TB, et al. ™ where the mean
age of the 99 Norwegian men was 31
years and the mean age of their partner
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was 30 years and 86% were less than 35
years.

In a study done by Koksal et al.*"" they
found that ASAs present in (7%)of male
serum and 30% of male seminal fluid in
cases with subfertility of unknown
causes, the ASAs ratio was
significantly high (p value < 0.002).
These results have shown the
importance of further investigation of
ASAs in cases with subfertility of
unknown reasons.

The result of this study agreed with the
study done by Hargreave, et al *® who
found that ASAs was positive in semen
of (25%) of males with subfertility.
Clinically, antibodies against sperm are
found in (3% to 12%) of men who
undergo evaluation for subfertility and
can be found in the serum, seminal
plasma or sperm-bound. As antibodies
in the serum cannot logistically bind to
sperm unless they transudate into
semen, these immunoglobulins are
considered clinically less important than
sperm-bound antibodies. The formation
of antisperm antibodies (ASA) may be a
consequence of rupture in the blood-
testis barrier 9.

In a study done by Garcia et al. @ it
was found that (18.18%) of infertile
men with unexplained subfertility were
positive for ASAs, this indicates that
ASAs are involved in reduced fertility.
Antisperm antibodies (ASAs) are one of
the main causes of subfertility due to
immune etiology. The incidence of
ASAs reported by walke et al. @V
among infertile couples was in a range
of (9%-36%).

ASAs may either block sperm transport
or agglutinate the cells within ejaculated
sample as well as to inhibit their
transvering through female genital tract
and block sperm-oocyte interaction.
They can sometimes detrimental even

(17

for early embryo development despite of
the IVF application ¢2.

Conclusions:

1. Age of both males and females has
effect on the fertility and fecundity of
the couples.

2. There is a relation between the age of
couples and the occurrence of
subfertility.

3. ASAs detected in the serum and
semen of infertile couples with
unexplained subfertility

4. ASAs could be a cause of subfertility
in couples with UL.

References:
[1]. Drife J, Magowan B. Clinical
Obstetrics and  Gynaecology:  first

edition,UK, Elservier, (2004).
WWW.elsevier.com/ permission

[2]. Siristatidis C, Bhattacharya S. Debate
continued unexplained subfertility: does it
really exist? Does it matter. Hum Reprod
June (2007) pp.1-4.
http://humrep.oxfordjournals.org.

[3. Osborn J, BurslemRW(1986).
Unexplained subfertility.British Medical J;
March (1986), 292: 576-577.

[4]. DeCherney AH, Berkowitz (1982).
Female fecundity and age. N Eng J Med,
1982:306: 424-426.

[5]. Scott RT, Hofmann GE. Prognostic
assessment of ovarian reserve.FertilSteril J,
(1995): Vol. 63: pp: 1-11.

[6]. Rao KA, Brnsden PR, Sathananthan
AH. The subfertility manual. Second
edition .New Delhi,Jaypee brothers:
medical publishers (p) Itd, (2004).

[7]. Shibahara H, Koriyama J, Shiraishi Y,
Hirano Y, Suzuki M, Koyama K. Diagnosis
and treatment of immunologically infertile
women  with  sperm-  immobilizing
antibodies in their sera. J Reprodimunol;
Dec (2009): Vol. 83 PP: 139-44.

[8]. Jones WR. The investigation of
immunological subfertility. Med J Aust:
Aug (1979): Vol. 25: No. (4) PP: 188-92.

Journal of Kirkuk Medical College

25

Vol. 2, No. 2, 2014



The Incidence of Unexplained Subfertility and its Relation with Age
and Antisperm Antibodies among Infertile Couples in Erbil City.

Sahar Mohammed Zaki Abdulla

[9]. WHO (World Health
Organization).laboratory manual for
examination and processing of human
semen: fifth edition world health
organization .Cambridge University Press,
(2010).

[10]. Scott J R, Disaia P J, Hammond C B,
Spellacy W N. Infertility and assisted
reproduction.DanforthsObsterics&
Gynecology. 8th edition (1999).

[11]. Capri E, CrosigananiPG. Diagnosis
and mangment of infertile couple: missing
informations, Hum reprod J, (2004): Vol.
10: No.4 PP: (295-307).

[12]. Edvinsson A, ForssmanL, Milsom I
and NordforsG (1990). Factors in the
infertile couple influencing the success of
artificial insemination with donor semen
Fertil.steril J, (1990): Vol. 53 PP: 81-87.
[13]. Wallace WHB and Kelsey TW.
Human ovarian reserve from conception to
the menopause (2010).

[14]. Sherman J, silberMD. Effect of age on
male fertility.Seminars in reproductive
Endocrinology, (1991): No.3.

[15]. Kidd SA, Eskenazi B
WyrobekAJ(2001).Effects of male age on
semen quality and fertility. Fertil.Steril J,
(2001): Vol. 75: No. (2):237-48.

[16]. Haugen TB, Egeland T, Magnus
(2006). Semen parameters in Norwegian
fertile men .Journal of Andrology, (2006):
Vol. 27: No.1.
http://www.infertile.com/inthenew/sci/mileag
e.htm

[17]. Koksal 1, Ozgur GK, Ceylan M,
Sivrirkava A, Aker F. Effect of antisperm
antibodies in male subfertility.
MikrobiyolBul Apr (1991): Vol. 25: No. 2:
160-6.

[18]. Hargreave TB, Haxton M, Whitelaw
J, Elton R, Chisholm GD (1980). The
significance of sperm-agglutination
antibodies in men with infertile marriages.
Br J Urol. Dec (1980):Vol. 52: No. 6 PP:
566-70.

[19]. Sandro C, Esteves, Danielle T,
Schneider, Sidney V JR (2007).
Influence of antisperm antibodies in the
semen on
intracytoplasmicsemeninjection
outcome. IntBraz J Urol, (2007): Vol. 33:
795-802.

[20]. Garcia, Patricia C, Rubio, ElianaM,
Pereira. Antisperm  antibodies in infertile
men and their correlation with seminal
parameters.Reproductive  Medicine and
Biology J: (2007): Vol. 6 No.1, PP: 33-
38(6).

[21]. Walke MS, Joshi SA, Khole V V.
Monoclonal Antibody from vasoctomized
mouse identifies a conserved teatis-specific
Antigen TSA 70. Andrology J, (2005): Vol.
26 No. 6.

[22]. Kurpisz M K (2004). New approach to
male subfertility: Forum introduction.
Reprod Biol Endocrinol J, (2004): Vol. 2
No. 8

Journal of Kirkuk Medical College

26

Vol. 2, No. 2, 2014



