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(3+) bacteria almost certainly signified urinary-tract infection (96% concordance, most exceptions being contradicted by dipslide culture). Further study of the "grey area" (1+ and 2 + bacteria) indicated that leucocyte numbers are important: whenever the count was above 400/µl there were at least 105 cfu/ml. We also found that a distinction should be made between "rods" (bacilli) and "cocci": samples with 1 + or 2 + cocci were almost always sterile whereas those with 2 + rods (and ones with 1 + rods in bladder catheterisation samples) contained > 105 cfu/ml. Proteus bacilli seem to be missed by bacterioscopy: out of the 12 samples with more than 105 proteus/ml, 11 scored only rare or 1 + on bacterioscopy and these cases accounted for more than 50% of the confirmed



false-negative bacterioscopy findings. Our study suggests that bacterioscopy is a cheap, fast, and reliable way to establish or rule out a diagnosis of urinary tract infection in children. Department of Paediatrics, Renal Unit,



University Hospital Gasthuisberg, 3000 Leuven, Belgium



WILLEM PROESMANS FRANCIS LEMMENS



Genetic counselling and hereditary breast/ ovarian



cancer



SIR,-Physicians must keep up with advances in molecular genetics in cancer to provide counselling and management for patients at very high risk of hereditary forms of these diseases. The landmark findings of Hall et a!’ linked susceptibility to early-onset familial breast cancer with markers on chromosome 17q. Narod et aP subsequently linked markers in this same chromosomal region to cancer in three of five hereditary breast/ovarian cancer (HBOC) syndrome families. This work has now been extended to nineteen families, most of which show the HBOC syndrome. 70% of families show linkage to chromosome 17q.3 In hereditary breast cancer and HBOC, no phenotypic signs of gene carriage are present before cancer development and estimates of risk have had to be based on family history alone. Now, however, linked genetic markers can provide a powerful basis for estimating risk in families where linkage is strong. Specifically, we can now group which high-risk family members



are or are not



carriers of the deleterious gene, with



a



probability of error of 5% or less. We report here the first experience for genetic counselling and targeted management of patients at risk for HBOC using multipoint linkage data in family 1816, the largest and most informative HBOC kindred studied to date. The lod score of 3-03 is the highest lod score for any single cancer-prone family known to us.3 We have counselled 21 patients from this family, 9 of whom were shown to carry the cancer susceptibilty gene by linkage analysis. We recommended intense surveillance for those thought to carry the gene and who were expected to show early-onset breast and/or ovarian cancer. We recommended certain lifestyle changes, including completing families before the age of 35, so that prophylactic oophorectomy could be done at an early age. Responses to counselling from objective acceptance of this risk information, with valid concerns about compliance with our recommendations, to disbelief or confusion. In a minority of cases, more extensive genetic and/or psychological counselling may be needed. Fear of disclosure of this information to their physicians, lest this become



a



permanent part of their medical records and



endanger insurability, was a common concern. Virtually all these family members expressed relief at knowing their genetic cancer risk. Several of the 11 individuals, who were told that they were not gene carriers expressed disbelief. For years they had thought themselves destined to breast or ovarian cancer, "just like everybody else in the family". Some indicated that they still wished to continue with intensive surveillance and were still considering prophylactic surgery and much of the counselling process focused on persuading them to think again. The emotional impact of our genetic counselling in this HBOC family resembles that experienced by patients at risk for



Huntington’s disease, where gene linkage information was provided." Undergraduate and postgraduate medical education should cover this new genetic science and technology. Physicians must know how to interpret molecular genetic and gene linkage findings, and how to provide genetic information and management recommendations to those at high risk. Effective cancer control through targeted surveillance and, when indicated, prophylactic surgery, depends on the application of knowledge about the natural history of hereditary cancer. Unfortunately, our experience has been that physicians know little about cancer genetics and often ignore its impact on high-risk individuals. Department of Preventive Medicine, Creighton University School of Medicine,



HENRY T. LYNCH PATRICE WATSON



Omaha, Nebraska 68178, USA



1. Hall JM, Lee MK, Newman B, et al. Linkage of early onset familial breast cancer to chromosome 17q21. Science 1990; 250: 1684-89. 2. Narod SA, Feunteun J, Lynch HT, et al. A familial breast/ovarian cancer locus on chromosome 17q12-q21. Lancet 1991 338: 82-83. 3. Lynch HT, Watson P, Narod S, et al. Hereditary ovarian cancer and gene linkage. Proc Am Soc Clin Oncol (m press) (abstr). 4. Bloch M, Adam S, Wiggins S, Huggins M, Hayden MR. Predictive testing for Huntington disease m Canada: the experience of those receiving an increased risk. Am JMed Genet 1992, 42: 499-507. 5. Chapman MA. Canadian experience with predictive testing for Huntington disease: lessons for genetic testing centers and policy makers. Am J Med Genet 1992; 42: 491-98. 6. Huggins M, Bloch M, Wiggins S, et al. Predictive testing for Huntington disease in Canada: adverse effects and unexpected results in those receiving an decreased risk. Am J Med Genet 1992; 42: 508-15.



Tuberculosis control in



Bangladesh



SIR,- Tuberculosis (TB) important cause of morbidity and mortality in developing countries, with 7 million new remains



an



infections and 25million deaths a year. The burden of TB is greater in adults, more than three-quarters of cases arising in the 15-59 age groUp.l Since most infections are in adult males, who are the breadwinners, the impact on families is immense. 2 Unfortunately, this disease tends not to attract much attention, mainly because of low cure rates, frustrations with the efficacy of BCG, and dwindling international interest. In Bangladesh, 0-5% of the population is estimated to be sputum smear-positive, and this proportion has not decreased over the past 25-30 years. The national tuberculosis control programme is urban based, with fifty-seven hospitals and clinics, and only about 25 % of patients attending these completing treatment. More than 80% of Bangladeshis live in rural areas and the programme is not integrated with the government rural health-care efforts. In a society where utilisation of health services is low and where TB is a dread disease carrying a social stigma, it is unlikely that many patients will turn to the urban treatment centres. Patients need to be identified and treated in their own homes. In 1984 the Bangladesh Rural Advancement Committee (BRAC), a non-governmental organisation, started a communitybased TB control programme in a rural area with a population of 220 000.3 Illiterate female village-based health workers were trained. One of their tasks was TB control and they collected sputum from suspected cases, which were then tested with a



microscope. Smear-positive patients were immediately given a standard treatment course by the village health worker (30 streptomycin injections for 60 days followed by isoniazid and thiacetazone). The health worker administered the injections and drugs, which were supplied by BRAC. To ensure compliance a deposit Tk 100 ($3) was taken by BRAC, and when the treatment course was completed the patient was given back Tk 75. Tk 25 was given to the health worker for her services. She receives no other incentive other than, to motivate collection of sputum samples, Tk 50 for each smear-positive case detected. Between 1984 and 1989, 2932 sputum samples were collected; 280 (9-5%) were positive for acid-fast bacilli, 80% being from males. Treatment was started in 264. 60% completed treatment and 8% dropped out; the remainder died, left the district, or were referred elsewhere. The cost ($108 per case) is less than that in other programmes such



as



those in India or Tanzania.2
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The BRAC programme has demystified the treatment of TB in Bangladesh and the committee plans to expand coverage to 2 million or so by the end of 1993.



A. M. R. CHOWDHURY A. ALAM S. A. CHOWDHURY J. AHMED



Bangladesh Rural Advancement Committee, 66 Mohakhali C/A, Dhaka 1212, Bangladesh



1. Commission on Health Research for Development. Health research: essential link to equity in development. Oxford: Oxford University Press, 1990. 2. Murrey CJL, Styblo K, Rouillon A. Tuberculosis m developing countries: burden, intervention and cost. Bull IUATLD 1990; 65: 1. 3. Chowdhury AMR, Ishikawa N, Alam A, et al. Controlling a forgotten disease: using voluntary health workers for tuberculosis control in rural Bangladesh. Bull IUATLD (newsletter) (in press).



Seasonal incidence of Pneumocystis carinii



pneumonia SIR,-We read with interest the letter by Dr Miller and colleagues (March 21, p 747) on seasonal variation in presentation of Pneumocystis carinii pneumonia (PCP) in HIV-positive patients and tried to reproduce their findings using data from an HIV cohort study in Geneva. The higher incidence of PCP with higher temperatures in 1989 and 1990 resembles that reported by Miller et al (figure). However, there was no such variation in 1991. Although in Miller’s figure there is an analogous levelling of incidence in 1991 (three peaks in 1990 but only one the following year), no explanation was given. Could this pattern be related to the systematic prescription of pentamidinel (or other primary prophylaxis regimens) to severely immunocompromised patients since the end of 1990?



primary infection the virus localises in the kidney where it persists indefinitely. In immunocompromised patients, there is reactivation of the virus and viruria.3 PML is usually suspected on the basis of computed tomographic and nuclear magnetic resonance imaging scans. JCV might be isolated from the urine by cell culture or be detected by polymerase chain reaction (PCR) and confirmed by DNA hybridisationbut this is most often done by immunohistology, electron microscopy, or DNA hybridisation with or without previous PCR amplification3 on brain biopsy this



material. In July, 1991, a 32-year-old drug addict, HIV seropositive for at least 4 years, was admitted to hospital for paresis of the right foot. Physical examination was normal. He had a white cell count of 4410/ul, platelets 113 000/ ill, red blood cells 5.04 x 1O6/µl with normal ESR. Scan appearances were consistent with PML. The patient became progressively confused, and 1 week later he became comatose. Serological tests for toxoplasmosis, syphilis, virus infections (cytomegalovirus, varicella-zoster, herpes simplex, Epstein-Barr), and Q fever were negative. Treatment with pyrimethamine-sulfadiazine was started on day 7 without any response. CSF on day 7 showed 5 leucocytes/ml with raised



proteins. DNA was extracted from the CSF by microwave treatment’ and processed by nested PCR. The first amplification was made with our primers JC-1 (5’-AACACAGCTTGACTGAGG-3’) and JC-2 (3’-GGGTTTGGTAACAGACTTCG-5’). Reamplification was with primers (PEP-1 and PEP-2).3 The lengths of the amplified fragments were of 378 bp and 172 bp, respectively. Digestion of the 172 bp fragment revealed a JCspecific BamHI cleavage site confirming that the amplified fragment originated from JCV DNA.3 Despite high-dose zidovudine, the patient died on the 28th day. PML was confirmed histologically and by nested PCR on brain tissue obtained at necropsy. The definitive diagnosis of PML is difficult because it requires invasive techniques such as brain biopsy. We have been able to diagnose PML by amplifying JCV directly from the CSF. This technique is safe and rapid (it takes only one day). The detection of JCV directly in CSF stresses its role in PML while its finding in urine would be expected in an immunocompromised host.s Studies are now needed to find out if this PCR method is sensitive and specific enough for routine use in the diagnosis of PML. Tropical and Infectious Diseases Service,



Hôpital Felix Houphouet, U



1



Marseille 13015, France
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Temperature (Meteorological Centre, Geneva Airport), and PCP incidence in Geneva.



We agree with Miller et al that the data are consistent with an influence of climatic conditions on the presentation of PCP at the beginning of the AIDS epidemic. However, PCP prophylaxis is likely to modify this in years to come. Division of Infectious Diseases, and Clinical Epidemiology, University Hospital of Geneva Canton, 1211 Geneva 4, Switzerland
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1. Hirschel B, Lazzarin A, Chopard P, et al. A controlled study of inhaled pentamidine for primary prevention of Pneumocystis carinii pneumonia. N Engl J Med 1991; 324: 1079-83.



Diagnosis of progressive multifocal leucoencephalopathy by PCR detection of JC virus from CSF SIR,-Although progressive



mulritocal



ieucoencephatopathy



(PML) is a well-known viral disease of immunocompromised patients,’ it has only lately been recognised as a cause of encephalopathy in HIV patientsJC virus (JCV), a human polyomavirus, has been clearly implicated in PML. Most people are infected in childhood and adolescence and it is assumed that during



CHU Timone, Marseille



C. BOLLET



Tropical and Infectious Diseases Service, Hôpital Felix Houphouet, Marseille



A. BOURGEADE



J. DELMONT



1. Arthur RR, Shah KV, Charache P, Saral R. BK and JC virus infections in recipients of bone marrow transplants. J Infect Dis 1988; 158: 563-69. 2. Wiley CA, Grafe M, Kennedy C, Nelson JA. Human immunodeficiency virus (HIV) and JC virus in acquired immune deficiency syndrome (AIDS) patients with



progressive multifocal leucoencephalopathy. Acta Neuropathol 1988, 76: 338-46. 3. Arthur RR, Dagostin S, Shah KV. Detection of BK virus and JC virus in urine and brain tissue by the polymerase chain reaction. J Clin Microbiol 1989; 27: 174-79. 4. Bollet C, Gevaudan MK, De Lamballerie X, Zandotti C, De Micco. A simple method for the isolation of chromosomal DNA from gram positive or acid-fast bacteria Nucl Acids Res 1991; 19: 1955. 5. Hogan TF, Padgett BL, Walker DL, Borden EC, McBain JA. Rapid detection and identification of JC virus in human urine by using immunofluorescence microscopy. J Clin Microbiol 1980; 11: 178-83.



CORRECTIONS Pruritus after cardiopulmonary bypass.-In the table in this letter by Dr A. J. Carmichael and colleagues (March 28, p 815) the data for time to onset of itch are in weeks, not months. Human papillomavirus type 16 DNA in cervical smears as predictor high-grade cervical cancer.-In this short report by Dr Cuzick and colleagues (April 18, p 959) the title should have read "Human papillomavirus type 16 in cervical smears as predictor of high-grade cervical of



intraepithelial neoplasia".
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