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When conception has not occurred
after six cycles of donor or partner
insemination, despite evidence of
normal ovulation, tubal patency and
semen analysis, a further six cycles 
of IUI should be offered before IVF 
is considered.

Suspected tubal and uterine disorders
If the tubes are patent, but
endometriosis is present in the pelvis,
then surgery should be offered.
Surgical laparoscopic ablation or
resection of minimal or mild
endometriosis plus adhesiolysis has
been shown to increase the chance of
pregnancy, and may also result in a
reduction of any co-existing pelvic
pain. Women with moderate or severe
endometriosis should be offered
surgical treatment. If ovarian
endometriomas are present then
laparoscopic cystectomy (rather than
drainage and attempted ablation of
the cyst) is appropriate since this leads
to a higher rate of natural conception,
and a lower rate of cyst recurrence.

If tubal damage or intra-uterine
adhesions are diagnosed on HSG, or
laparoscopy and dye then treatment
options will depend on the disease
severity and type.

For mild tubal disease surgery to
open the tube may be more effective
than no treatment. If the tubal
obstruction is proximal then either
selective salpingography plus tubal
catheterisation (under radiological
guidance) or hysteroscopic tubal
cannulation may be options to
improve the chance of natural
conception. 

In women with amenorrhoea, who
have intrauterine adhesions,
hysteroscopic adhesiolysis is more
likely to restore menstruation and
improve the chance of pregnancy. 

These radiological and surgical
techniques may not be available in all
centres. 

The presence of a hydrosalpinx
visible on ultrasound is associated with
a significant reduction in the likelihood
of live birth following IVF. Salpingectomy
of the affected tube(s), ideally
laparoscopically, restores the IVF
success rate. The same effect (of
preventing fluid from the hydrosalpinx
leaking into the uterine cavity and
affecting implantation) can be
achieved by laparoscopically clipping
or dividing the proximal part of the
affected tube.

Suspected ovarian disorders
Anovulatory infertility may be caused
by four types of ovulation disorders, as
classified by the WHO (see table 3,
below). 

WHO Group I: Advise women with
hypogonadotropic hypogonadism
causing anovulatory infertility that
they can improve their chance of
regular ovulation, conception, and an
uncomplicated pregnancy by putting
on weight if they have a BMI < 19
and/or moderating their exercise
levels if they undertake high levels of
exercise. Gonadotrophin ovulation
induction, or pulsatile administration
of gonadotrophin releasing hormone
(not commonly used) should be
offered. The second-line treatment 
is IVF.

WHO Group II: Women with PCOS
who have a BMI ≥ 30 should be
advised to lose weight as this may
restore ovulation, improve their
response to ovulation induction
agents, and have a positive impact on
pregnancy outcomes. One of the
following can be used as a first-line
therapy:
•Clomifene citrate
•Metformin 
•A combination of the two

Metformin may be relatively more
effective in women with a BMI < 30.
Ultrasound follicular monitoring is
required, during at least the first cycle,
for women receiving clomifene. This is
likely to limit its use in primary care.
Metformin, if successful, generally
results in mono-ovulation so
ultrasound monitoring is not required.
Up to six cycles of clomifene should be
used, and women prescribed
metformin should be warned about
the gastrointestinal side effects.

If women with PCOS fail to ovulate
in reponse to clomifene i.e. are
clomifene resistant then second-line
options include:
•Combined clomifene and metformin
treatment
•Laparoscopic ovarian drilling. This is

a day case procedure in which a
mono-polar diathermy needle is used
to cauterise the outer surface of each
ovary at a few points. Regular and
ongoing spontaneous ovulations often
occur. Laparoscopic drilling has
replaced the now obsolete wedge
resection procedure 
• Injected gonadotrophins (ovarian
ultrasound monitoring required)

The third-line treatment is IVF.

WHO Group III: Ovarian failure is
indicated by amenorrhoea and raised
levels of FSH and LH. The most
appropriate fertility treatment is
oocyte donation.

WHO Group IV: Patients with
hyperprolactinaemic amenorrhoea
should be offered treatment with
dopamine agonists such as
bromocriptine.

IN VITRO FERTILISATION
A full IVF cycle is now defined as one
episode of ovarian stimulation
followed by the transfer of any
resultant fresh and frozen embryos.
Women aged under 40, who have not
conceived after two (previously three)
years of regular intercourse or 
12 cycles of artificial insemination
(where six or more are by IUI) should
be offered three full cycles of IVF, with
or without intracytoplasmic sperm
injection (ICSI).

In women aged 40-42 years offer
one full cycle of IVF (+/- ICSI)
provided the following three criteria
are met: 
•No previous IVF treatment has been
given
•There is no evidence of low ovarian
reserve
•There has been a discussion of the
additional implications of IVF and
pregnancy at this age. 

One of the following tests are used
to assess ovarian reserve to predict 

‘In women aged
40-42 offer 
one full cycle of
IVF (+/- ICSI) 
if there is no
evidence of low
ovarian reserve’

Table 3

WHO Classification of ovulation
disorders
•Group I — hypogonadotropic
hypogonadism
•Group II — PCOS
•Group III — ovarian failure disorders
•Group IV — hyperprolactinaemia




