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THE LANCE-C 

Serum neopterin concentrations during acute HIV infection. 

Al all bens-paints neopterin. HIV p24 antigen, and HLV antiOndV 
(ELISA and western blot) were examined. 

an indeterminate pattern on western blot (figure). The diagnosis of 

HIV infection by conventional western blot (Biotechnoiogics. 

Singapore) was coniumed after 3 months. At several rime-points 

before (one serum specimen was occasionally available from an 

earlier HIV screening programme), during, and alter acute HIV 

infection, scrum samples were measured for neopterin (Haining, 

Berlin) (figure)- In all but one serum the neopterin concerttrauon 

was above 10 nmoilL HIV p24 artugen was detectable in only one 

out of ten samples examined unol the positive westem•bloc was 

observed. 
Our observations support the concept that mF'tsuring neopterin 

is a sensitive srntegy to detect acute viral syndromes, including 

acute HIV infection. Neoprcnn testing seers to have been more 

informative than p24 resting in the above scr000nvcrter. Moreover, 

neopterin screening permits exciusion of other infections that could 

be hazardous to transfusion recipients. 
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In-vitro activity of zidovudine against 
mycoplasma 

SIR,—ln the past few years several studies have higltlirthted the 

potennal role for r1-f'vcopianna lircrentanr tinLugrutus strain: as a 

cofactor in AIDS pathogenesis ." Nevertheless, :n-v1Vo 

coniirmauon of this hypotitcsts is soil lacking.- 
We have investigated the association of,lf femrrntans and HIV-1 

infection in 93 HIV-positive patients by serological methods and 

blood cultures with a commercially available non-cciluiar kit 

('Hemotast', Intertranonal Mvcoplavna. Signcs. Fnruccf. 

Although 12% a of patients were seroposluVe for mycoplasma. duly 

had pouove blood cultures. and .charactensauon of the species 
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could not be done on subsequent cultivation. Because 39 patients 
were taking anriretroviral therapy at the time of the study and 
adovudinc has antibacterial effects, we tested the potential activity 
of zidovudine against five collection strains of human mycoplasma 
(M pnewnariae, M fermarranr, Rf genitaliwn, M haminii, 
Ureaplatma urealylicwni in broth and agar media." All species of 

mycoplasma tested showed a decrease in metabolism (no Dolour 

change in broth) with three concentrations of zidovudine (I0 µglml, 

I igfrril,0-1 pgjmi). Furthermore, after inoculation ofbrothonagar 

media, we noted substantial loss of mycoplasrna concentration 

compared with control and a modification in the morphological 

aspects of the colonies in the presence of 2idovudine. 
These preliminary results demonstrate the inhibitory activity of 

adovudine against Mycoplasma spp in vitro and raise the possibility 

that this molecule could act on targets other than reverse 

tronscrtptase to influence disease progression in HIV infection. To 
investigate the presence of mymplasrna in HIV-infected 

individuals, methods of isolation other than culture should be used 

in patients taking zidovudine. 
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Screening 

blood 

donations 

for 

HCV 

SIR,—Trarssiusion centres in the UK started routine screening of 

blood donauons for antibody to hepatitis C virus !HCV) on Sept 1, 

1991. In the first two months this blood transfusion centre tested 

36 843 donations, of which 24 (0.06%) have been confarened as 

anti-HCV positive by a second generation radio-immunoblot assay 

(Ortha Diagnostics); a further 44(0-12%) were "indctcrminate". 

24 confirmed semposidve donors tnnduding some of the above 

24) have been counselled during this period- 11(46.%) gave a history 

of intravenous drug use (IVDU) ass single risk facmr(2 donors) or 

in comllination with other likely risk factors such as rpultiple social 

contacts, tattooing, car-piercing, and blood transfusion. A further) 

donors (l male, 2 female) gave a history of sexual contact with an 

IVDU parvaer. Blood transfusion as a sale factor for HCV infection 

could be implicated in only 2 donors, I of whom had received a 

massive trtnsfttsion from "walk in" donors in Berlin after a 

post-partum haemorrhage. 3 other donors had a history of 

transfusion, but 2 of these also admitted to past IVDU. Of those 

who had a history of multiple sexual partners and/or contact with 

prosdrutes, 3 donors and the sexual partners of 3 others had a 

history of IVDU. T u e wife of the other donor in :his group had a 

history of hepatitis B infection bur the mute of rronsmiesicn had not 

been determined. Tattooing was the sole risk factor us 2 donors and 

ear-piercing alone in I . In 4 donors no apparent risk factor could be 

idencned. 
In this preliminary investigation of our HCV-seropcsiLive donor 

population, IVDU appears to be the predominant risk factor for 

transmission of HCV. This finding is consistent with the results of 

other studies. Archer es aft found a history of IVDU in 46% of 

HCV-posiuve blood donors in Sydney, and Riestra and Careaba' 

found that 80% of drug-using homosexual men in Spain were 

seropostove. compared with 4.3% of non-drug-using homosexuals. 

In our limited study, sexual uarisnusslon did not emerge as an 

important route of transmission of HCV. Indccd, all but I donor 
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who gave a history of sexual contact with multiple partners and/or 
prostitutes also had a history of IVDU or sexual contact with an 
IVD user. None of the HCV seroposidve donors was homosexual, 
but since 1983 it has been our policy to deter homosexuals from 
donating blood. A Spanish study found only I female paratcr of 18 
IVD users to be anti-HCV positive, and many other groups have 
reported that sexual transmission is rare.' e 

Exact definition of the routes of transmission of HCV is 
important, not only for an understanding of the epidemiology and 
prevention of transmission of HCV but also for policies of donor 
selection. It is noteworthy that, 8 years after the introduction of 
"self-exclusion" of potential donors with a history of IVDU, 
appreciable numbers of donors with a distant history of -VDU are 
still giving blood because they do not see their past behaviour as 
relevant to blood contamination today. 

As numbers accve, it might prove informative to compare 
potential risk factors in donors with indeterminate anti-HCV 
findings (especially with single (22 bands on radio-immunoblot 
assay) with those for confirmed positives, to assess the importance of 
indeterminate re cuvirv. 

We thank Prof R. S. Tedder (Universtry (ul Icge and Middlesex School of 

Medicine) for anti-HCV mnhrmatory work. 

S. MACL D NAN 
J. A. BARBARA 
F. HnvITT 

North London Blood 1,anslusaan Centro, C. MOORE 
London NW9 SSG. UK - M. ('ONTRERAS 

1. Ao,hi r GT, ➢wins ML, Kosdrsk KG, ee aL l:p,d—uokyty of hepauoc C.n blood 
chamois. lo: Progrommct of nlvct lubilce mcrang of Aussrahan Satiny of [Blood 
Trincfuwen (Sip[ 25-22, 1991): 1-10, 

2. Rieure S, Ciraaia V. Hepaurse C sm ut ev,dena (w,tan of cennorusuon, Dr Mod 7 
1991;10]:310-11. 

3. Euehan )I. Fateban R. Vibikamu L, n at. Hrpauos C vim antung east groups in 
5paun. L,u,rea 19119; Ii: ?4x97. 

i. Kulho E. Nautlurur- R. Ebeling F. Raw V, tklula H, Ktuurn T, Trvsu noaxi of 
hepatica Coiva to auwl pwoun at anopoxuvr pan-t onuc blccdtndnrdo,. 
Soeoi ] 'n/an U,a (act prang. 

S. ,%Idbyr M, IJiggar RI. Wasnr P, Knrypgiud K, Ebbwoi P, Cock,, NG. Soual 
0,ma,  eon M' HCV: ,ahem shady (195 I ll ,among European honsooeanaal men. 
Dr Mrd7 1990; JOB_ 21O-12. 

6.Tor),t.Jbre IM.Grbuxd M.aat. Sraualicon•-^^•--, o1 HCV and as rctat i with 
H11Y and HIV, 1Jr Md7 1990; 301: 1130-J3. 

Fetal ductus venosus and its sphincter 
mechanism 

SlR,—Dr Kiscrud and colleagues' (Dec 7, p 1412) report 
represents a major advance in fetal medicine. They have used sonic 
velocimetry with colour-flow mapping to prove the old nation that 
the ducrus venosus provides a direct passage for the oxygenated 
blood from the umbilical vein directly into the fetal heart and brain 
without losing oxygen to hepatic tissue.' 

Their discovery of the jet stream of blood with high-time-
averaged maximum velocity, which is directed from the ductus 
vcnosus to the foramen ovate, sheds new light on the tole of the 
sphincter mechanism around the on gin of the ductus veriosus from 
the umbilical vein. Such a sphincter mecharustn was suggested by 
Amoroso and Barron in 1942, when they discovered bundles of 
smooth muscle fibres around the origin of the ducrus venosus.1
With angiography, Lind and co-wodccrs showed an utdentaoon or 
a temporary tilling defect in the shadow of the ducrus venosus. 
which supported the presence of a sphincter. In newborn lambs, 
either injccuon of notadreuline or acetylcholine, or stunuiauon of 
the severed vagus nerves, always restored the potency of the ducrus, 
which usually closes on the 3rd to 6th day of age.' With 
histochenual techniques we have found an accurnulauun of 
adrenergle nerve fibres, concomitant with a thtekerung of the vessel 
wall, at then rigor of the ductus venosus.' Additionally, in specimens 
of human ducrus venosus obtained at 21--23 weeks of gestation we 
have observed a contractile response in this region to noradrenaiine 
(blocked by phcnoxybcnzamtrie). acetylcholine, and 5-HT.' 

Kiscrud and collagues' work has altered the view about the 
function of a sphincter in the ductus venosus. Formerrv. the 
funcunn was thought to be protection of the feral heart against a 
sudden large Lncrtase in venous rclum—q , In a uterine contraction. 
It now scans that the spnl ncter also wives to regulate Lite resrstanec 

to blood now in the vessel, in order to maintain the jet eta trim into 
the foramen ovale to provide optimum oxygenation to the fetal 
brain. The maintenance of a sufficient venous return of well-
oxygenated blood to the left side of the fetal heart might in some 
situations have to be supported by pharmacological intervention, 
stimulating the mnuaction of the sphincter, and ern possibly be 
included in consideration of a fetal therapy. 
Department of Obstelnes and Gynaecology. 
Ka,nlinska lnsmuter. 
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Treatment strategies for Alzheimer's disease 
Sirs,—Deposition of [I-amyloid protect, as, for example, Dr 

Roberts and colleagues report (Dec 7, p 1422), has provided the 
basis for many studies aimed at aeac7tent of Alzheimer's disuse 
(AD) by slowing progression of pathological changes./ Even if this 
line of research eventually leads to new treatment, drugs that affect 
ncuxntraLssnlssion will still be needed in most patients to rescue 
functional activities that are already lost as well as in all patients 
during development of the alternative treatment. 

The uansminer neurochemistry of living AD padetts has been 
desaibed--rg, relative sparing of dopamine, y-antunobueyrie acid, 
and somatostatin, as well as noradraraline—.and the eririally 
affected neocortirml neurons were thought to be jorracomrtical 
glutaartatergic pyramidal cells, in particular those in 
parietotemporal areas. Thus some of us proposed` that the 
glutamate partial agonise, D-cyclosetine, should be tested for 
clinical efficacy. Although this compound should promote the clTcct 
on the N-methyl-D-aspariate receptor complex of the remaining 
pool of u*snsin to glutamate it is unlilcciv to affect responses of 
other subtypes of glutamate receptor. A new class of drug, the 
selective serotortin (5-HT) IA receptor antagonists' should 
promote all effects of the remaining glutamate tramsrrurter pool by 
inhibiting the tonic hyperpolarising action of endogenous 5-HT on 
pyramidal neurons,' thereby compensating for reduced excitatory 
(glutanntergic) input caused by the degenerative proems. The 
approach is also indicated since the IA receptor seams enriched on 
the appropnate cell—nc000rdud pyramidal neurons' of human 
superficial layers (table). Furthermore, even in post-mortem AD 
brain, half the many cortical areas assayed had no evidence of a 
selective reduction in presynapdc 5-HT activity.• AD is slowly 
progressive, so this deficiency is probably never widespread. a 
feature consistent with the 5-hvdroxvindoleacenc and c 5-H IAA) 
concentration of ventricular cerebrospinal fluid (CSF) in AD 
patients which was not lower than that in controls tour unpublished 
data; samples as described in ref 7). Indeed those 5-HT nerve 
endings remaining seem most active in the most detrlcntea patients, 

5-HT, A RECEPTORS IN HUMAN AND RAT NEOCCRTEX 

B „ (fmallmg Itonsil canes tissue)• 

Conical layers Human in 71 l Rat In-5) 

5uperliLlil 13 16)5 23 ") 
Deep ( 37(1. 37:3) 

•Mean ISEMI by aulaadaograony 4th ('Hl.a-OH.DPAr• (6 connenaanon,. 
0-5-5 nmolalI 
t5,gnthunitY h,ahn Ip c 0005. 5ludent s !-lean t hin all other vaMaes. Human 
sampan wore Iran neuroctwgteal crantdt0„aea at acute non-oe„onnud oatiMta. 
Note highest bond,nq in human supetKul years: in comoan,on w«n adluCMt 
h,alologteal sections I not snows  this tegwn at tM solar ad,ogreen r:onnoa+ded 
rna,ntY la layer II 
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