
community controls (2/95 = 2.1%) and also among the cases of

sporadic CJD (0/169 = 0%). It is generally accepted that 10±

15% of the western population has an infertility problem at

some point in their reproductive life. Although the frequency of

infertile patients seeking medical assistance is less well known,

®gures ranging from 39 to 62% have been quoted (Stephen and

Chandra, 1995; Olsen et al., 1996; Collins, 2002), with 50%

representing the most accepted percentage (ESHRE Capri

Workshop Group, 2001). Thus one should have expected an

~5% frequency of infertility treatment in both vCJD and

controls, as well as in sporadic CJD. The frequency of patients

receiving gonadotrophins, however, should be considerably

lower. It has been reported that 16% of patients undergoing

infertility treatment receive gonadotrophin treatment (Collins,

2002). However, following some treatment models, at least

50% may be elegible for gonadotrophin treatment (Effective

Health Care, 1992).

Thus, it would be of interest to know in detail how the

history of infertility treatment was investigated. The authors

stated that `we obtain a detailed medical history from relatives,

which is corroborated using hospital and primary care records'

(Ward et al., 2004). Since sometimes the information related to

infertility treatment is withheld from the relatives (except for

the husband), additional data concerning the methodology

followed should be given, to rule out any under-reporting. On

the other hand, given the low aforementioned frequencies of

infertility, it would be of interest to know the distribution

regarding the number of children in vCJD, sporadic CJD and

controls.

We fully agree with the conclusion of Ward et al. `To date,

there is no strong evidence to support the suggestion that vCJD

(or in fact sporadic CJD) has been acquired through receiving

urinary gonadotrophins'. In our opinion, the available epi-

demiological data are reassuring, although they do not seem

enough to guarantee gonadotrophin safety. We congratulate the

authors for their work, and trust they will continue with their

endeavour `continuing to collect data on a wide range of

potential mechanisms of secondary transmission of CJD,

including infertility treatment' (Ward et al., 2004).

Roberto Matorras

Francisco J.RodrõÂguez-Escudero

Antonia ExpoÂsito

Unit of Human Reproduction

Department of Obstetrics and Gynecology

Hospital from Cruces

Pais Vasco University

Vizcaya

Spain

E-mail: rmatorras@hcru.osakidetza.net

References

Collins JA (2002) An international survey of the health economics of IVF and
ICSI. Hum Reprod Update 8,265±277.

Effective Health Care (1992) The Management of Subfertility. Effective
Health Care Bulletin Number 3. School of Public Health, University of
Leeds.

ESHRE Capri Workshop Group (2001) Social determinants of human
reproduction. Hum Reprod 16,1518±1526.

Matorras R and Rodriguez-Escudero FJ (2003) Prions, urinary gonadotropins
and recombinant gonadotropins. Hum Reprod 18,1129±1130.

Olsen J, KuÈppers-Chinnow M and Spinelli A (1996) Seeking medical help for
subfecundity: a study based upon surveys in ®ve European countries. Fertil
Steril 66,96±100.

Stephen EH and Chandra A (1995) Use of infertility services in the United
States: 1995. Fam Plann Perspect, 32,132±137.

Ward HJT, Balen A and Will RG (2004) Creutzfeld±Jakob disease and urinary
gonadotrophins. Hum Reprod 19,in press.

Creutzfeldt±Jakob disease and urinary gonadotrophins

Dear Sir,

Recent contributions to the debate regarding the use of urinary

gonadotrophins and their potential risk of transmission of

variant Creutzfeldt±Jakob disease (vCJD) have prompted us to

clarify some issues. In their letter, Matorras and Rodriquez-

Escudero (2003) wrongly cite the incidence of vCJD as 1 per

million. The annual mortality in the UK (where 93% of the

cases have occurred worldwide to date) is 0.3 cases per million

of the population. In their letter, they state that, although there

is theoretical risk of transmission of vCJD based on the work

done by Shaked et al. (2001), uncertainty cannot be resolved

until a `systematic search of a history of urinary gonadotro-

phins among patients with vCJD' has been addressed. At the

National CJD Surveillance Unit, we obtain a detailed medical

history from relatives, which is corroborated using hospital and

primary care records.

Of 143 cases of vCJD to date in the UK, 63 were females and

one of these cases had a history of treatment for infertility from

1998 to 1999, with a latency of 20 months from the start of

treatment to the onset of clinical symptoms. The treatment

included clomiphene, four cycles of treatment with Normegon

and Pregnyl, three cycles of Puregon and Pregnyl, and ®nally

treatment with Suprecur and Puregon. Two additional cases are

reported as having attended gynaecological out-patients for

menorrhagia and carcinoma of the cervix. This compares with

two community controls (out of 95 women) with a history of

treatment for infertility. Both are known to have received

clomiphene and, although one regularly attended for infertility

treatment, no further details are available. One additional

control had a history of attending gynaecological out-patients

and had a dilatation and curettage.

Thus there is a history of treatment with both urinary-derived

and recombinant gonadotrophins in a single case of vCJD in

comparison with a history of infertility treatment in two

community controls who received clomiphene and possibly no

other therapy. Approximately 2% of live births occur in the

context of infertility treatment, and that a single case of vCJD

out of 63 cases had a history of infertility treatment is not

surprising. The question arises as to whether the infertility

treatment and, in particular, urinary-derived gonadotrophins

may have been the cause of vCJD in this case. The minimum

incubation period in iatrogenic CJD related to peripheral
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inoculation with human growth hormone (and in kuru) is 4.5

years (Brown et al., 2000) and involved sourcing of infectivity

from the pituitary gland, in which there are high levels of

infectivity. The potential incubation period in the case of vCJD

undergoing infertility treatment was a maximum of 20 months

and urinary gonadotrophins are likely to contain very low

levels of infectivity, if any. There is an inverse relationship

between dosage and incubation period in prion diseases, and

the very short potential incubation period in this case indicates

that infertility treatment is very unlikely to have been the

source of infection. It is also of note that the urine used for the

extraction of gonadotrophins and bovine serum used in the

production of recombinant gonadotrophins currently are

sourced from countries free of bovine spongiform encephalo-

pathy and vCJD (Balen, 2002).

The question also arises as to whether sporadic CJD could

have been transmitted through urinary gonadotrophin treat-

ment, which has been used widely over the last 40 years, long

before the advent of vCJD. Sporadic CJD typically occurs in

those over the age of 60 years (median age at death is 67 years),

although the range is wide (20±95 years) and, therefore, there is

the potential for some cases to have donated urine while

pregnant or post-menopausally. The data gathered on 169

female cases of sporadic CJD referred to the National CJD

Surveillance Unit show that none had a reported history of

treatment for infertility, nor a history of receiving urinary

gonadotrophins.

In conclusion, we are continuing to collect data at the

National CJD Surveillance Unit on a wide range of potential

mechanisms of secondary transmission of CJD, including

infertility treatment. To date, there is no strong evidence to

support the suggestion that vCJD (or in fact sporadic CJD) has

been acquired through receiving urinary gonadotrophins.

Hester J.T.Ward1

Adam Balen2

Robert G.Will1

1National Creutzfeldt±Jakob Disease Surveillance Unit

Western General Hospital

Edinburgh EH4 2XU
2Department of Reproductive Medicine

The General In®rmary

Leeds LS2 9NS

UK

E-mail: h.ward@ed.ac.uk
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Reply: LH/HCG as a monthly injectable contraceptive

Dear Sir,

We thank Drs H.N.Sallam and A.N.Sallam for reminding us of

their work in which an injection of HCG during the late

follicular phase of a spontaneous cycle was shown to impair

follicular development (Sallam and Sallam, 2004). Their

observation nicely concurs with the general concept of the

deleterious impact of excessive LH/HCG exposure during

follicle growth.

Our work (Loumaye et al., 2003) as well as that of others has

also shown that antral follicles are quite tolerant to LH/HCG

and that secondary follicles may be more sensitive to LH/HCG

than dominant follicles. The clinical challenge remains to

de®ne the optimal dose and timing of LH or HCG, to

selectively ablate secondary follicles when mono-ovulation is

the therapeutic objective.

Ernest Loumaye

Endocrinology Research and Development

Ipsen International

24, rue Erlanger

75781 Paris Cedex 16

France

E-mail: ernest.loumaye@ipsen.com
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