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Serum nacpterin concentrations during acute HIV infaction.

At ali ime-poinss neopterin, HIV p24 antigen. and HiV antcody
(ELISA and western blot) were examined.

an indeterminate partern on western blot (figure). The diagnosis of
HIV infecton by conventonal westem biot (Biotechnoioges,
Singapore) was confirmed after 3 months. At several dme-points
before (one serum specimen was occasionally available from an
carlier HIV screening programme), during, and after acute HIV
infection, serum samples were measured for neopterin (Henning,
Berlin) {figure). In all but one serum the neopterin concenrauon
was above 10 nmoljl. HIV p24 andgen was detectable in only one
out of ten samples examined unol the positive westemn -blot was
observed.

Our observatons support the concept that measunng neopterin
is 2 sensitve smategy fo detect acute viral syndromes, including
acure HIV infecuon. Neoptenn fesung seems to have been more
informative than p24 reseng in the above seroconverter. Moreover,
neoptenn screening permmits exciusion of other infections that could
be hazardous to ransiusion reapients.
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In-vitro activity of zidovudine against
mycopiasma

SiR,—(n the past few years several studies have hiphlighted the
potennal role for Mycopiasma fermentans (INCoOgTuUruS stran: 45
cofactor in  AIDS pathogenesis.'?  Nevertheless, n-vivo
contirmanon of this hvpothess is soil lacking.?

We have invesngated the assoctaton of M fermentans and HIV-1
infection 1n 93 HIV-posiave panents by serologicl methods and
blood cuitures with a commercally avalable non-cciluiar kit
(‘Hemotast’, Intermagonal  Mycoplasma, Signes.  Francel.
Althaugh 12°%%5 of pauents were seroposiuve for mycoplasma. unly X
had posiave blood cultures. and charactensaton of the speacs

could not be done on subsequent culuvation. Because 39 pauents
were mking antiretroviral theropy ac the ume of the study and
zidovudine has anubactenial effects,’ we tested the potenial activity
of zidovudine against five collection strains of human mycoplasma
(M pnewamomiae, M fermentans, M gemtalivm, M hominis,
Ureaplasma urealyticton in broth and agar media.** All species of
mycoplasma tested showed a decrease in metbolism {no colour
change in broth) with three concentrations of zidovudine (10 pgjmi,
| pgml, 0+l ug/mi). Furthermore, after incculation of broth on agar
media, we noted substantial loss of mycoplasma concentraton
compared with concrol and a modificadon in the morphological
aspects of the colonics in the presence of zidovudine.,

These preliminary results demonstrate the inhibitory activity of
zdovudine against Mycopiasma spp in vitro and raise the possibility
that this molecule could act on targets other than reverse
transcriptase 10 influence disease progression in HIV infecdon. To
invesdgate the presence of mycoplasma in  HIV-infected
individuals, methods of isolation other than culture should be used
in patents taking zidovudine.
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Screening blood donations for HCV

$1r,—Transfusion cenrres in the UK started routine screening of
biood donauons for andbody to hepands C virus (HCV) on Sept 1,
1991. In the first two months this blood transfusion centre tested
36 843 donauons, of which 24 (0-06%) have been confirmmed as
ani-HCV positive by a second generagon radio-unmunablot assay
{Ortho Diagnostics); a further 44 {0-12%) were “indeterminate”.

24 confirmed seropositive donors tinciuding some of the above
24) have been counsetied during this period. §1(46%) gave a history
of inmavenous drug use (IVDU) as a single risk factor(2 donors) or
in combination with other likely risk factors such as pultiple sexual
coneacts, rrooing, ear-piercing, and blood wansfusion. A further 3
donors {1 male, 2 [emale) gave a history of sexual contact with an
IVDU parmer. Blood transfusion as a sole factor for HCV infection
could be implicated in only 2 donors, 1 of whom had received a
masstve transfusion from “walk in" donors in Berlin after a
post-partum  haemorrhage. 3 other donors had a hnistory of
transtusion, but 2 of these also admiced to past IVDU. Of those
who had a history of multpie sexual parmers and/or contact with
prosdrtutes, 3 donors and the sexual parmers of 3 others had a
history of IVDU. The wife of the other donor in this group had a
history of hepatitis B infecdon but the route of transmussian had not
been determined. Tarooing was the sole risk factorin 2 donors and
ear-piercing alone in 1. In 4 donors no apparent risk factor could be
idenufied.

In this preliminary investigadon of ouc HCV-seropositive donor
populauon, [VDU appears to be the predomunant risk factor for
wransrmussion of HCV. This finding is consistent with the results of
other scudies. Archer et ai' found a fustory of VDU in 46% of
HCV-pasiuve blood donors in Sydncy, and Riesara and Circaba?
found that BO% of drug-using homosexual men in Spain were
seropositive, compared with 4-3% of non-drug-using homosexuals.

In ouc limited study, sexual wransmussion did not emerge as an
imporant route of transmussion of HCV. Indeed, atl but 1 donor
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who gave a history of sexual contact with multiple partners and/or
prostrutes atso had a history of IVDU or sexual contact with an
IVD user. None of the HCV seroposiuve donors was homosexual,
but since 1983 it has been our policy to deter hemosexuals from
donaung blood. A Spanish study? found only 1 fernale parmer of 18
IVD users 1o be anu-HCV positive, and many other groups have
reported that sexual uransmission is rare.* *

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 bur also for policies of donor
selection. It is noteworthy that, 8 years after the introducton of
“self-exclusion” of potenual donors with a history of IVDU,
appreciable numbers of donors with a distant history of IVDU are
still giving blood because they do not see their past behaviour as
relevant to blood contamination today.

As numbers acaue, it might prove informadve to compare
potendal risk factors in doners with indetertunare anu-HCV
findings (especiaily with single C22 bands on radio-immunobiot
assay) with those for confirmed positives, to assess the importance of
indeterminate reacuviry.

We thank Prof R. S. Tedder ( University College and Middlesex School of
Maedicine) for anti-HCV contirmatory work.
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Fetal ductus venosus and its sphincter
mechanism

StR,—Dr Kiscrud and colleagues’ (Dec 7, p 1412) report
represents a major advance in fewzl medicine. They have used somuc
veiocimetry with colour-flow mapping to prove the old nouon that
the ducrus venosus provides a direct passage for the oxygenated
blood from the umbitical vein directty into the fetal heart and brain
without losing oxygen to hepatc tissue.!

Their discovery of the jet sueam of biood with high-time-
averaged maximum velodiry, which is directed from the ductus
venosus t0 the foramen ovale, sheds new light on the role of the
sphincter mechanism around the ongin of the ducrus venosus (rom
the umbilical vein. Such a sphincter mechanism was suggested by
Amoroso and Barron i 1942, when they discovered bundies of
smooth muscle tibres around the orgin of the ductus venosus.?
With angography, Lind and co-warkers¢ showed an indentaoon or
a temporary lilling defect in the shadow of the ducrtus venosus,
which supported the presence of 2 sphincter. In newbomn lambs,
either injecuion of noradrenaline or acerylcholine, or sumuiacon of
the severed vagus nerves, always restored the patency of the ductus,
which usually closes on the 3rd 10 6th day of age.’ With
histocherrucal techniques we have found an accumulauon of
adrenergic nerve tibres, concomiant with a duckerung ot the vessel
wall, at the ongin of the ductus venosus. * Additionally, un speamens
of humnan ductus venosus obtained at 21--23 weeks of gestaton we
have abserved a contractle response 1n this region (o noradrenaiine
{blocked by phenoxvbenzamine), acervlchoiine, and 5-HT.*

Kiserud and colleagues” work has altered the view about the
funcuun of a sphincter n the Juctus venosus. Formeriy, the
funcuon was thought (o be protecuon of the feal heart aganst a
sudden large INCTTAsE 1N Venous retum—eg, 10 3 UteHne contracon,
[t now scans that the sprincter also serves to regulate the resisiance

to blood flow in the vessel, in order to mainain the jet s eam into
the foramen avale to provide opumum oxygenauon to the fetl
brain. The maintenance of a sufficient venous retum of well-
oxygenated blood to the left side of the fetal heart might in some
situations have to be supported by pharmacolegical intervenuon,
sumulaung the contraction of the sphincter, and cn possibly be
included in consideration of a fetal therapy.
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Treatment strategies for Alzheimer’s disease

Sir,—Deposition of B-amyloid protemn, as, for oampie, Dr
Roberts and colleagues report (Dec 7, p 1422), has provided the
basis for many studies aimed at oeacment of Alzheimer's discase
(AD) by slowing progression of pathological changes.! Even if this
line of research eventually leads to new reamment, drugs thar affect
neuromznsmission will still be necded in most padents o rescue
funcrional activides that are already lost as well as in all pagents
during development of the altemnative weamment.

The ransmiter ncurochemistry of living AD patents has been
described—eg, relanve spanng of dopamine, y-aminebutynic acid,
and somatostatn, as well as noradrenaline—and the criucally
affected neocortical neurons were thought to be ~vrucocortical
glutamatergic  pyramidal cells, in  parucular those in
parictotemporal areas. Thus some of us proposed® that the
glutamate paroal agomst, D—cycloserine, sheuid be tested for
clinical efficacy. Although this compound shoutd promote theeffect
on the N-methyl-D-aspartate receptor complex of the rematning
pool of ransmiger glutamate it is unlikely to affect responses of
other subrypes of glutamate recepror. A new class of drug, the
selecove serotonin (5-HT) [A receptor antagonist,”? shouid
promote all effects of the remaining glutamate transmmurer pool by
inhibiting the tonic hyperpolansing action of endogenous 3-HT on
pyramidal neurons,* thereby compensating for reduced excitatory
(glutamacergic) input caused by the degeneradve process. The
approach is also indicated since the 1A receptor seems enriched on
the appropnate cell—neocorucal pyrarmidal neurons® of human
superticial layers {table), Furthermore, even in post-mortem AD
brain, haif the many cortical areas assaved had no evidence ot a
selecdve reduction in presynapdc 3-HT activity.* AD is slowly
progressive, so this deficiency is probably never widespread. a
fearure consistent with the 3-hydroxyindoieacenc actd (5-HIAA)
concentration of ventricular cercbrospinal fluid (CSFY in AD
pauents which was not lower than that in contrels (our unpublished
data; samples as descnibed in ref 7). Indeed those 3-HT nerve
¢ndings remaining seem mast active il the most dementead patients.,

5-HT,, RECEPTORS IN HUMAN AND RAT NEQCCRTEX

B..,, (fmotimg frontal conex ussue}*
Cortical lavers Human (n=7] | Rat (n=5)
Supertiaal 7361 o hed}
Deep 2T 3703)

*Mean {SEM) by autoradiograpny with ('H}-8-OH-DPAT (B concentranons.
0-5-5 nmols()

tSignificantty higher (p <0 005, Student s f-1est) 1han 3ll other vakses. Human
sampies ware [rom neurosurqecal Craniiomeed 0l XJuil NON-gemenied Dallent.
Note highest DiInding in human superhcui vers: 0¥ COMDANION wah a0(acent
hi320IOGICl 32CTONS (NOL $NOWN | this feqion of [Re JULo! MIICGIDN COME3HONAod
maunty o laver (i,
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