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Worton cannot be taken as a cotvincing analogy since such cell lines
arc especially prone 1o nen-disjunciion with {requent chronmsoine
ss e pain resulling in anipacntat  disomy (persoaal
communication, A, Geunts van Kessel, department of buman
gonetics, Nijmegen). Morcover, in that study only one peaeticatly
aberrant ol line was detected whereas the survival of two mnatanst
cell lieres would be a prerequisite for twice spofting.

We disagree with the statement thag sonuiiic tecombination i<
rare in nwn. Mitotic crossing-over occuns rathet frequently, ™ bug
further tesearch is necessasy to establish (he contribution of the
dilferent mechanisns to the origin of twin spotling.
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Preparation of lymphocytes for
autolymphocyte therapy in metastatic renal
carcinoma

Sir,— I Qsband and colleagses (Aprit 28, p 094) repart the clfect
of autolymphocyte therapy on survival and quality of life in patients
with metastatic  reoal-cell  carcinoisa. Fhe resulis of  dhis
prospectively  randomised,  controlied, multicentre  stucly  are
ilpressive, showing a clear survival benelit of this fonm of
immunotherapy, | owould  comient on the procedure for
preparation of the iymphocytes, and suggest an alternative protecol
based on our observations in experimental autnimmune diseases.
We have investipated mcthods of sclecting antigen-specific
T cells without knowledge of the antigen.' Qur strategy was o
culiure in varinus ways heterogenieous poputations of lyniphocytes
in the absenece of specific antigen and @ look for the resulting change
in the frequency and activity of the T-celis responding to specific
antigen. On culiure of lymphocytes from rats with adjuvant arthritis
in mediutn containing only lyinphokines, we found a decrease inthe
proliferation indices relative to the reactivity detected on extraction
from the tat. In contrast, when the mixed population of cells was
{irst activared with concanavalin A and then cultured in medivm
containing iterleukin-2 (1L.-2), we fisund a striking increase i both
renctivity (up to 60-fold) and cell frequency (up 10 H-(old) of the
antigen-specific T-cells.  In addition, on repeated  mitogen
stimulation specific antigen reactivity was lost. Qur findings can be
explained by the fact that memory T-cefls bhave an accelerated
kinetics of expression of 11.-2 recepiaors, and thus when stimulated
with naive T—<ells they divide earlier than do naive T-cells.?
Moreaver, memory T—cells proved o respond imore rapidly 1o
concanavalia A in rats® and 0 anti-CD3 monoclonal antibodies in
Sman.t
Osband and colicagues have based their clinical study on animal
mierdels, showing that spleea cells from animals with a tumour could
mediate A therapeutic effect in mice injected with the saine tumour,
alier the cells were treated with & lymphokine mixture from a
supernatant of 8 mixed lymphocye culture.® Osband et al do not
mention investigations that have directly examined vagious forms of
cell preparation oo tumour-cell-specific tymphocyte frequencies ot
cytoloxic capacity. Morcover, lymphokine generated 1-cells are
highly dependent on exogenots 11.-2 and die rapidly in vitro or in
vivo without repeated [1.-2 supplements,® in contrast with antigen-
driven 'F-cells that mediated specilic tumour therapy and persisted
as long-term fuactional memeory T-cells.”
On the basis of our resulrs in adfuvant arthritis, we reconunend
that the nva optional forins of ceil preparasion (ie, lymphokine or
mitogen stimulation) are cammpared in the animal model both in
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respect of eflicacy and of the change in coli frequency of the
anti-tumonrL-lymphocytes or  aqii-tumoeuar reactivity. “Fhis

modification of he tresiment protocol may cnhance both the

therapeutic benefit and its longlasting elfect.
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“Nailpolish sign” in cyanotic heart disease

Sin,~1"atients with congenital cyanotic hearr disease often wy to
conceal the external manifestations of their affliction. Although
clubbing docs not attract much notice unless it is severe, cyanoesis
{espeaially of the nails) is ofien the locus al attention. However, tiis
is casy i0 coriceal with nailpolish. We have noticed that fernales of all
ages with congenital cyanotic heart discasc tend 10 use nailpotish 1o
conceal the cyanotic tinge. 1 hic nails of young boys are siso oficr
painted by their parents, and we have even scen s few men resort o
this mcasure.

T'he nail beds are an important site for the detection of cyanosis
since the capillasy loops are mnnerous and Lortaous, and lie paraliel
to the surface of the dermal papillac, By contrast onty one capillmy
loop per papiila is present in other aress of the boudy, with e
capillacics  lying  perpendicular 1o the skin and  therefore
coutributing less 10 skia cofour than they do in the nail beds.!

“I'he practice of painting nails may lead to diagnostic errors,
especially in a busy outpatient departenent, If the dactor does not
remiave the pailpwlish he would be unable to cxamine the nails s
adequarety, and miid cyanasis and that brought on by exercise may
he missed. Awnreness of the possible clinial significance of painted
pails, and a bottle of acetone o hand, would go a long way to
overcome Uhis dilliculty.
Depanment of Cardiology.
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Prevention of hepatitis C virus infection in
haemophiliacs
Sir,—DIr Makris and colleagues (May 12, p 1H7) urge rapid
impiementation of anti-IHICV  screening of blood donations.
However, before their data can be said o supportsucha conclusion,
severat points need clarification,

Which patients received which preparations of heated factor VIII
and did any reccive one type exclusively as in some recently
published studies?*? Various procedures for inactivation of viruses
in blood products have diflereat efficncics and she UK heated [actor
Vil {factor V11I-Y) bas an exceilentsalety record. As far as wearc
aware, Fictor VII-Y has never transmitied nan-MN, non-B hepatidis.

Why did the hacmophiliacs in this study show n low prevalence of
antli-HICV relative to other UK studies?? Were carlier samples of
the scronegative patients available? Frony other reports, soine of
then are likely 1o have been positive.
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Seropositive haemophiliacs without histological evidence of
chronic liver disease ray reflect a non-progresstve wlection or a
fulsc-positive resalt, in tie abaence of supplementary testing such us
recornbinant immunobiot assay.*

Hy the same woken, histological evidence of chronic liver discase in
serunegative paticnts may reflect fulse-negativity, o possibility cited
by Alter et al* in the context of post-transfusion liepatitis studics,

. So far, no transmission of NANBIT by DI heat-tecated factor
V1! has been reported,® an observation which should reduce some
oof the prgency for the introduction of new anti-11CV wssays whaose

Mettivencss is still debaable.

Nattonal Blood Trenstusion Survice.
Maorth Lunden Blood Transfuswon Centre,
Luandon NW3S BIG, UK
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**This kener has been shown to Professor Preston and his
collengaes, whose reply follows —Eb L.

i =19 patients received inaterial beat-reated by a single methuxd
ent none of those who received exctusively NHS hem-weated
praducts (dry heat ot B|O°C for 72 h) is unti-FHCV positive:

Viral inativation process  Patients trested Anu-HCV posiive

ey heat 40MC, T2 10 [H]
Diry heat 60°C, 32 h 2 1
Wet freat 60°C, 20 h 7 3

‘This is consistent with veports from the UK haemophilia centre
directors! and Skidmore ot al?

"The difference in the reporied incidence of anti-HHCV may be due
10 different prescribing policies in respect of both amuunt and
product(s) used, the sclection ol patients for HCV 1sting, and the
type of test uset. We uscd 2 radiinmunuassiy; the other two
studies quoted® used an ELISA system. We have not fested older
samples from patients found to be negasive and Ginnot commicnt on
the findings of Noel and colleagues.*

All 29 HCV scropositive hacmophiliac patients on whom
biopsies were done had histolugical evidence of chronic liver
disease. Although 5 patients Jid not have the typical histological
fentuares of NANDBE (non-A, von-B hepatitis) they Jid have chrunic
heparitis, and we suggested possible explanations fur this,

We agree that that tie absence of anti-FICV in paticms with
histological chronic fiver disease may represent fulse negativity,
espreciatly stnce Weiner et al biave demmsirated [TOV sequences in
the livers of HCV scroncpgative patients.® 1 owever, ithe biapsy
findings in this group were not typical of chropse 133 IRIHAN
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immunoglobulin was produced by a different manufacturing
process, it is likely thut the transeission of HCV by these two
products resulted froma heavy viral load ins the starting plasma.™ In
our view, the currenst safely record of BY shoold not inlluence
decisions on donor screening mn the UK.
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False-positive hepatitis C virus antibody
tests in paraproteinaemia

Sy, In June, 1989, 1he prevalence of anuibody 1o hepatitis Cvirus
(HECV) was investigated by the French Viml Lepaitis Study
Group.! OF 1627 donur Hood sagnples tested at our cemre by the
Ortho Diagnustic Systems inenunuassay, % were reactive, These 9
donurs were interviewad ot blood was tuken for laboratory festing
of virus markers snd tivee creeymes and for protein electrophoresis,
2 L a history of blood transtusion; none lracd hepautis B vinss or
Juman immunodeficiency vicus markers or raised liver enzymes. |
symptom-frec donor had paraprotcinaemia  (IgG - kappa),
subsequently foumd o be mwnaclonal gammopathy. This unomaly
fed us 1o investigare uther sera from patients with paraproteinaenia.
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