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jpstabifity; they can wke parr in all physical educarion programmes
end sporis® and their parents can be reassured. With the other 13%
or $0 who have instability but no symptams, special precautions can
pe taken with regular check-ups o identify childzen at high risk
wefore spinal cord damage ensues, The 1-2% of Idividuals with
pown syndrome and sympioms of atlantoaxial instability wilt
peually require surgical siabilisation of the upper cervical spine,
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HYPONATRAEMIA AND HAEMOLYTIC URAEMIC
' SYNDROME

Sin~Hyponatracmis is § common feature of the haernolytic
uraemicsyndrome HUS), 2 reflecting enteric electrolyte losses and
cepal impaitment. In & nadonal survey the Beitish Association for
Paedintric Nephrology, the Britsh Peedintrde Surveiilance Unir,
and the division of emtesic pathogens, Centeal Public Health
Labotarary, collected clinical and Izboiaory dawm on HUS from
adrnission and for the duration of the Siness. Of the 290 children
notifted 220 {76%) had a plasma sodivrn below 130 romolf] during
the acure iliness, the lowest recorded plasma sodium being on the
day of admisston in 67 {23%). 55 patients had seizwes, Althongh
seizures in childrer with HUS are mudsifactorial, hyponatraemia
was recorded in 84% of those wich sefzures but in only 50% ofthose
without seizores (p<0-001) and convalsions occurred] within 24 b
of the lowest sodium in 35 of the 35 children.

In individual cascs the state of hydradon, as sssessed by the
admitting paediatrician, did por correluze with hyponatraemia
{fpure). No dHference wags found between the three groups of
children {(overioaded, pormal, delwdrated) in the duration or
severity of prodeome or the incidence of vomiting, and prodromal
feamures could not be used to idemify hyponatraemic cases.
Worryingly, 84 (29%} of the children with HUS reached the nadir
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of their hyponsteaernin 4 or more days afler admission. "This
must have been due to an incorrect assessment of hydradon
at presenmition, andfor inmppropriste flaid and electrolyte
prescription.

Thereare po physical signs 1o wam physicians of hyponatraemnia,
ard we recormend that any child presenting with bloody derrhoen
(the sypical prodrome of HUS) should have close monitoring of
plasma soditm from presentation. Moreover, since sodivm and
water requiramnents in these children with renal impaiomene arve
often complicared by continuwed losses through vomitng or
diarrhoes, sodium and water requirements must be estimnated
independenily,
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PROGUANIL

SIR,—Dr Hanson and colleaguss {Jan 28, p 225) do not guality
their claiim to report two novel side-effects of proguanil. Tair loss
coincided with wking promunil o 10 ouc of abour 1750
Scandinavians in Taozania; It was reversed in all 1¢ cases when
proguznil was stopped and recurred in 2 on rechalienge. The scaling
of pabms and zoles was 2 less frequentand less distressing complaing.
I hava prescribed proguanil for several thousands of padents of both
sexes in Nigeria and. Zambia, both long tena {eg, 10 about 5000
patiesis with  sickle-cell disease and fo patents with the

hyperreactive malarial splenomegaly syndrome, lymphomss, or

leuksemias) and short term to pregnant women and patients
receiving blood transfusions or otal dose iron indusions. I do not
vecoliect 2 single African patient complaining of loss of hair or
seating of the skin. A racial suscepdbility in northern Buropeans
mght be postulared; however, although there have been anecdoral
repoess of mowth ulcers and loss of memory blanwed on proguanil, [
never heard, iz 22 years, of compiaines of hair loss or stabng of the
skin amongst the Buropean exparripte commemities, many of whoo
were taking proguani!, often for years.

That 2l those who lost their hair were women, except for 1, gixl,
does suggest that enher factors were involved, which could inchude
sorme refated 1o hairdressing, for exumple. Hanson and his
colleagues should look for other factors conunon to these women
and releted causally to their loss of hair, either alone or in
conjuncicn with co-fictors, which might include proguanil.

Proguani] is the safest and most offective single antinalarial
prophylactic for use in tropical Africa. It could be disastrous if
anyone in necd of protection against malaria were persuaded w
diseontinue prophylaxis or w change 1o some legs effective regimen
out of an ensubstundated fear of loss of hair.
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INFECTIVITY OF UNCONVENTIONAL VIRUSES IN
DURA MATER

SR, —Unconventonal viruses cause several fatal spongiform
encephalopathies, including Creurafeldt-Jakob disease (CJI3) and
scrapie. Victiros harbour the viny in body fluids end tissues, the
highest level being in the brain. These viruses are resisant to
chemical and physical methads thet are generally used 10 inactivae
conventional viruses, and inactivation can be achieved ondy by
auroclaving at 152°C for 1 hor by strong alkali.? Contamination of
tissue with such viruses can be demonstrated ondy by tedious and
expensive wansmssion studies to animals, Fatrogenic ransmission
of CJD (eg, ot brain surgery, electroencephalography with deep
electyodes, or corneal transplantation) has been reported,® and in
1987 2 case of CJD in a 28-year-old wornan was thought 1o have



440

TABLE 1--TYPICAL IMEBCTIVITY LEVELS IN EXPERIMENTS* ON
DURA MATER AND BRAINS OF SCRAPIE-INFECTED HAMSTERS

Diseusedfrond | lncubation {listmated LD,
Material and treatment infected {duys)  [m wer tigsued
Brain kowogenate 48 2 P10
Duird weater
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o1 3508 <10z
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been caused by transmission viz a wwansplam of cadaveric dura
maver.* We have done experiments in hamsters ro see if dura mazer
does carry the risk of possible contmmination with unconventional
viruses and 1o find out whether such contanuination can be avoided.
{for'methods see wble 1),

Brain from scrapie-infected harmsters avthe clinical msm»oa:gu_m
010" LI, fg. Dhure mater corraing 10°-10% LD, Jg tissue {rable)
bt this is over 1000 tmes more than is found in muscle fascia,

Commercially available human dura mater is weatéd with saft
solutions, hydrogen peroxide, and adetone for severnl wesks and s
then irrediated with cobate-60 (25 kGy) but reeatment of hamster
durs mater in this way Jowers infoctivity only 10-100 fold. If
incubation for 1 h with stong alkall at room terperarure was
included in the procedure, infectivity was ulmost complely
destroyed Gable 1), Scrapie developed in only 1 of 40 hamsters
infeeted intracerobrally with such matrerial and the incubmion drae
was 260 days.

Intraperitoticsl scraple infection is followed by up to 50 days of o
apparent virgs replication in the brain followed by virus Bﬁrnncos
(days 50-85), and then amyloidosis at 80-100 days, towsrds the end
of which symptoms firstappear® During these “prectinical” stages
we assayée the infoctivity. of brain and dusa mater material from
donor hamsters (infected Intrgperitoneally) in recipient hamsters
(infected intracerebrally), Up 1042 days no .afﬁnsa was detected
in dura mater {and during this period infecivity in the brain is
borderlines}{table ). From day 47 to day 78 in only 4 of 17 animals
was infectivity derected in the dura mater; in 3 this was at 2 very very
low level and in I theinfectivicy was more than 108 LD fp.

TABLE II-INFECTIVITY TITRES IN DURA AND BRAIN DURING
PRECL INICAL STAGE
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These daa from the hamsier scrapie moedel demonsirate thar
unconventional viruses may contmminate dura mater and confirm
the suspicion that CID may bave been warsmitted via a2
conunercially available durs marer graft in onetase. As shown here
the provedure generaily used 1o treat dura matet matedal reduces
infectivity by 90-99% but oy completely. Strong alkali deseroys
serapie infectivity in the dura mater of hamsters and such weaument
would seem 10 be a very efficient method of inactivating any CJD
agent In humun dura mates
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CARDIAC ARRHYTHMIAS AND HAEMODIALYSIS,
BICARBONATE OR ACETA

Sir,—In 1988 & mndticentre [tallan group described cardiac
arrhythyniss in patents on haemodialysis,! All the patents i ta
smdy were on dislysis with acelate buifer, Bicurbonaie
maemodiatysis is a well-established alternative for patients with
cardiovascudar instability dusing baemodialysis,

We have studied ten padents (seven male) by Holter monjtoring
through four serial haemodinlysis sesslons—Two with scetue and
wwo with bloarborate as buffer {4 h coch). The mean age was 64
years and the patients had been on maintenance haemodiatys(s for
an average of 74 years. Four had ischaemic heart disesse in an
asymptomatie phase, The frequency of venfricular srehythmia was
93 (SD 66)h during acemre haemodialyses and 32 (26)h during
bicarbonare haemodizlyses {p <0005, More dass 111 and IV
Eown arthythmias were recorded in goetdte haemsodialysis than fn
bicarhonate; moreoverno parient on bicarbonate hasmodialysis was
in class IVB. The increased frequency of ventriculsr arthythmia in
acetate dialyses was promsnent during the first hour, Patisms with
ischaeric hesrt disesse had more frequent and dangerous
arrhythmins than the dthers.

Changes in body weight, haemstectit, osmclarity, serum
potassium, and ionised taldum during acetate and bicarbonate
haetriodialysis were similar. Corgection of acidosis was guicker and
more reguler over tme with bicarbonace Racmodialysis; the
consequent difference in ionic flow bewween the intrecelidar and
excracetiular speces might explain the less arthythmogenic effectof

Ycarkonate gvar acetare laemodialysis,
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