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Introduction 

Unexplained infertility (UI) is a term used to 
describe infertile couples in whom standard investigations, 
including semen analysis, tests of ovulation and tubal 
patency, have failed to detect any gross abnormality 
(Crosignani et al., 1993). It is a diagnosis of exclusion, 
almost 30-40% of infertile couples would suffer from this 
type of subfertility (Simth et al., 2003). A diversity of 
causes had been hypothesized to explain the condition. 
Cervical, uterine, ovulatory, peritoneal, immunological, 
endocrinological, genetic defects and reproductive 
physiology disturbances had been continuously suggested 
as potential causative factors (Rov et al., 2005; Shveiky et 
al., 2006; Bellver et al., 2008; Golubovsky, 2008; 
Woodson, 2008). Empirically, interventions for managing 
unexplained infertility had been widely practiced. These 
interventions include expectant management, intrauterine 
insemination (IUI) with ovarian stimulation and in vitro 
fertilization (El-Toukhy & Khalaf, 2008; Bhattachary et 
al., 2010). 

In humans, the uterus becomes receptive during the 
midsecretory phase of the menstrual cycle (days 19-23), 
commonly known as the window of implantation (WOI). It 
is assumed that inadequate uterine receptivity is responsible 
for approximately two–thirds of implantation failures 
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(Simon et al., 1998). Since an impairment of endometrial 
receptivity may be a cause of subfertility in a group of 
couples diagnosed with unexplained infertility (Jasper et 
al., 2006; Boroujerdnia & Nikbakht, 2008; Konac et al., 
2009). Endometrial scratching may help a group of couples 
with unexplained infertility.  

The association of mechanical manipulation with 
decidual formation has been reported previously in rodents 
(Ledford et al., 1976; Lejeune et al., 1982). 

Endometrial scratching has been suggested to boost 
embryo implantation following recurrent implantation 
failure after IVF (Karimzadeh et al., 2009; Narvekar et al., 
2010). Endometrial scratching could have a favorable 
endometrial healing effect on the implantation process by 
releasing of biochemical mediators (Finn & Martin, 1972; 
Karimzadeh et al., 2009) such as endometrial 
proinflammatory cytokines (interleukin-6, leukemia 
inhibitory factor and tumor necrosis factor) that 
characterize early implantation (van Mourik et al., 2009). 
These cytokines can be secreted by the endometrial cells 
and cells of the immune system. Decidual leukocytes 
infiltrate the implantation site, of these cells 65% to 70% 
are uterine - specific natural killer cells (van Mourik et al., 
2009) which have been show to be essential for the 
establishment of an adequate deciduas (Croy et al., 2003; 
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Hanna and Ariel, 2006). An additional 10% to 20% of the 
decidual leukocytes consist of macrophage and dendritic 
cells (Gardner & Moffett, 2003; Mor & Koga, 2008), 
which remain in the decidua throughout pregnancy and 
secrete growth factors, chemokines, and cytokines 
regulating blastocyst implantation, angiogenesis, placental 
development, and decidual homeostasis (Engert et al., 
2007; Renaud & Graham, 2008). 
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Aim of the Work  

The aim of this study is to compare the endometrial 
scratching by pipelle to the non scratching as regards 
biochemical pregnancy rate in women with unexplained 
infertility.  

Research question: 

• Population: Women with unexplained infertility.  

• Intervention: Endometrial scratching by pipelle for 
women with unexplained infertility.  

• Comparison: To compare with non endometrial 
scratching for women with unexplained infertility.  

• Outcome: The biochemical pregnancy rate. 

Research hypothesis: 

• Null hypothesis: There is no difference in the rate of 
pregnancy between scratching and non endometrial 
scratching in women with unexplained infertility. 

• Alternative hypothesis: There is difference in the rate 
of pregnancy between scratching and non endometrial 
scratching in women with unexplained infertility. 
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Unexplained Infertility 

Definition:  

Infertility is described as unexplained when standard 
investigations, including semen analysis, assesment of 
ovulation and tubal patency, fail to detect any gross 
abnormality in a women who has not conceive for one year 
of unprotected sexual intercourse (NICE Fertility 
Guidance, 2013). It is a diagnosis of exclusion, almost 25% 
of infertile couples would suffer from this type of 
subfertility (Woodson, 2008 ).  

A diversity of causes had been hypothesized to 
explain the condition. Cervical, uterine, ovulatory, 
peritoneal, immunological, endocrinological, genetic 
defects and reproductive physiology disturbances had been 
continuously suggested as potential causative factors (Rov 
et al., 2005; Shveiky et al., 2006; Bellver et al., 2008; 
Golubovsky, 2008; Woodson, 2008). 

Theories on possible causes for unexplained 
infertility: 

 Follicular and luteal phase dysfunction: 

 There are subtle alterations in various hormones 
measured across the menstrual cycle in women with 
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unexplained infertility compared with those in normal 
controls, suggesting a diminished ovarian reserve (Van 
Rooij et al., 2009). Basal FSH and LH levels in the early, 
middle and late follicular phases were increased 
significantly in this group (early follicular FSH levels were 
7.0 ± 0.57 mIU/mL in the unexplained-infertility group and 
4.7 ± 0.37 mIU/mL in the normal controls, respectively 
(Balasch et al., 2010). Midluteal Progesterone levels were 
lower in the unexplained infertility group than in the 
normal controls (13.7 ± 1.6 versus 24.0 ± 3.2 ng/mL. Mean 
E2 concentrations were elevated in the group with 
unexplained infertility versus normal controls in the early 
and late follicular phase but reached significance only in 
the midfollicular phase. Mean prolactin levels were 
elevated consistently across the menstrual cycle in the 
unexplained infertility group compared with those in 
normal controls but reached significance only in the early 
and late follicular and midluteal phases of the cycle. 
Cortisol concentrations were similar between the two 
groups (Leach et al., 2007). 

Gamete dysfunction: 

The oocytes of the woman of unexplained infertility 
(UI) collapsed during the preparation of the oocytes for 
sperm injection. These oocytes suffered from irregular ZP 
and abnormal appearance. This woman did not conceive in 


