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Editorial

Infertility is a well-known cause of disharmony and
disgrace among couples since time immemoriall:2.
Prior to the 1960s, infertility was almost exclusively a
diagnostic statement Infertility treatment started 50
years ago with the use of exogenous gonadotrophins3.
Controlled ovarian hyper stimulation combined with
IUI of capacitated sperm (COH-IUI) has been used to
treat to subset of couples infertile in the absence of
mechanical compromise of the pelvic viscera, in whom
no other efficacious treatment options exist*>6. For
COH in IUI cycles, ovulation induction protocols are
Clomiphene citrate Cc. Aromatase inhibitor (Letrozole)
alone. or in combination with gonadotrophins (hMG
or rFSh), human chorionic gonadotrophins (hCG) used
at the end of the stimulation phase to achieve final
maturation of the oocytes. The addition of 1UI to
Letrozole increase fecundity in couples with
unexplained infertility or surgically treated
endometriosis. 78

Ovarian stimulation with Letrozole is associated with
acceptable pregnancy rates compared with
gonadotrophins (cumulative pregnancy rate per couple:
24% vs. 36%)°?, with significant less cost, risk and
patient inconvenience. One of the earliest
observational cohort studies in poor responders in a
stimulated intrauterine insemination (IUI) programme
used a sequential regime of letrozole for 5 days
followed by gonadotrophin injections.1? There were
significantly more mature follicles using significantly
lower dosage of gonadotrophin when compared with
previous failed 1UI cycles, with the clinical pregnancy
rate of 21%.

It was followed by the first RCT on the use of letrozole
in POR in IVF treatment cycles published in 2004.15
The study used concurrent treatment with letrozole
and recombinant gonadotrophin in a long protocol
GnRH agonist regime. The study confirmed the
findings from IUI of significantly lower dosage of
gonadotrophins with a comparable pregnancy rate.
Further trials used simultaneous regimen of letrozole
and gonadotrophins in a GnRH antagonist
protocol.16:17:18 One observational study revealed a
better implantation rate with a more favourable follicular
fluid hormonal profile,1° and one RCT confirmed the
use of lower dosage of gonadotrophins and lower
cancellation rate owing to poor response.2°

Recently improvements in IVF embryology with better
fertilization rates and embryo quality mean that fewer
oocytes are required by the laboratory. Advances in
embryo cryopreservation with the use of vitrification
have improved pregnancy rates in frozen embryo
transfer cycles, and increasing use of single embryo
transfer in good prognosis cases has again reduced
the need for many embryos and over the last decade,
the concept of ‘mild’ stimulation has emerged.

These developments have allowed adoption of mild
stimulation followed by elective single-embryo transfer,
a policy that has been shown in a randomized
controlled trial to achieve a similar live-birth rate over
1 year time when compared with conventional IVF
with double-embryo transfer.12 The cost related to the
pregnancy complications brought along by the multiple
pregnancies resulted from ART treatment could be
greatly reduced with the use of mild stimulation
protocol with elective single-embryo transfer,13 and
mild stimulation would significantly reduce the
possibility of OHSS. Both embryo quality and
endometrial receptivity may be improved in the more
physiological hormonal environment seen with mild
stimulation.14

Use of letrozole instead of gonadotrophins would
greatly reduce the number of injections needed in a
cycle of treatment, reducing the burden placed on the
patient and getting the popularity day by day. The
short half-life of letrozole would allow it to be completely
cleared from the circulation by the time of blastocyst
transfer on day 5 following oocyte collection, avoiding
risk of teratogenicity.

Prof. Saleha Begum Chowdhury
Dept. of Obstetrics & Gynaecology
BSMMU.

Reference:

1.  Griffth FL. The Petrie (Kahoun) Papyrus. Ancient
Egyptian Materials and Technology. Published
by the press syndicate of the University of
Cambridge. First Published 2000. London, 1898.

2. Griffth FL. A medical Papyrus from Egypt. Br
Med J 1893; 1: 1172-1174.



Bangladesh J Obstet Gynaecol

3.

10.

11.

12.

Gemzell CA, Diczfalusy E, Tillinger G. Clinical
effect of human pituitary follicle stimulating
hormone (FSH). J Clin Endocrinol Metab 1958;
18(12): 1333 -48.

Dodson WC, Whitesides DB, Hughes CL, et al.
Superovulation with washed intra-uterine
insemination in the treatment of infertility: A
possible alternative to gamete intra fallopian
transfer and IVF. Fertile Steril 1987; 48:441-445.

Dodson WC, Haney AF. Controlled ovarian
hyperstimulation and intra-uterine insemination
in the treatment of infertility: Fertile Steril 1991;
55:457-467

Corson GH, Kemmann E. The role of
superovulation with menotrophins in ovulatory
infertile: a review. Fertile Steril 1991; 55: 468-
477

Mitwally MF, Casper RF, Potetial of aromatase
inhibitors for ovulation and super ovulation
induction in infertile women. Drugs 2006; 66 (17):
2149-60

Mitwally MF, Casper RF, Aromatase inhibition
improves ovarian response to follicle stimulating
hormone in poor responders. Fertile Steril 2002.
April; 77 (4): 776-80.

Gregoriou O, Vlahos NF, Konidaris S et al.
Randomized control trail comparing super-
ovulation with Letrozole vs. rFSH combined with
IUI for couples with unexplained infertility who
had failed clomiphene citrate stimulation and IUI.
Vol. 90,Issue 3, 678-683, Sep 2008.

Mitwally, M.F.M. & Casper, R.F. (2002)
Aromatase inhibition improves ovarian response
to follicle-stimulating hormone in poor
responders. Fertility and Sterility, 77, 776—780.

Fauser, B.C.J.M., Nargund, G., Andersen, A.N.
et al. (2010) Mild ovarian stimulation for IVF: 10
years later. Human Reproduction, 25, 2678—
2684.

Heijnen, E.M., Eijkemans, M.J., De Klerk, C. et
al. (2007) A mild treatment strategy for in-vitro
fertilisation: a randomised non-inferiority trial.
Lancet, 369, 743—-749.

13.

14.

15.

16.

17.

18.

19.

20.

Vol. 26, No. 1

Polinder, S., Heijnen, E.M., Macklon, H.J.D. et
al. (2008) Cost-effectiveness of a mild compared
with a standard strategy for IVF: a randomized
comparison using cumulative term live birth as
the primary endpoint. Human Reproduction, 23,
316-323.

Devroey, P., Bourgain, C., Macklon, N.S. et al.
(2004) Reproductive biology and IVF: ovarian
stimulation and endometrial receptivity. Trends
in Endocrinology and Metabolism, 15, 84—90.

Goswami, S.K., Das, T., Chattopadhyay, R. et
al. (2004) Arandomized single-blind controlled
trial of letrozole as a low-cost IVF protocol in
women with poor ovarian response: a preliminary
report. Human Reproduction, 19, 2031-2035.

Garcia- Velasco, J.A., Moreno, L., Pacheco, A.
et al. (2005) The aromatase inhibitor letrozole
increases the concentration of intraovarian
androgens and improves in vitro fertilization
outcome in low responder patients: a pilot study.
Fertility and Sterility, 84, 82—87.

Ozmen, B., Sonmezer, M., Atabekoglu, C.S. et
al. (2009) Use of aromatase inhibitors in poor-
responder patients receiving GnRH antagonist
protocols. Reproductive Biomedicine Online, 19,
478-485.

Verpoest, W.M.J.A., Kolibianakis, E.,
Papanikolaou, E. et al. (2006) Aromatase
inhibitors in ovarian stimulation for IVF/ICSI: a
pilot study. Reproductive Biomedicine Online,
13,166-172.

Garcia- Velasco, J.A., Moreno, L., Pacheco, A.
et al. (2005) The aromatase inhibitor letrozole
increases the concentration of intraovarian
androgens and improves in vitro fertilization
outcome in low responder patients: a pilot study.
Fertility and Sterility, 84, 82—87.

Ozmen, B., Sonmezer, M., Atabekoglu, C.S. et
al. (2009) Use of aromatase inhibitors in poor-
responder patients receiving GnRH antagonist
protocols. Reproductive Biomedicine Online, 19,
478-485.



