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first trimester. the pregnancy was uneventtul as determuned by
hormonal and ultrasound evatuagons. The treaoment was well-
tolerated and no adverse etfects were noted.

Commerdally available urinary FSH preparadons all contain
LH actvity, but this case shows that during concormitant intranasal
buserelin meagment rhEFSH alone can  induce adequate
foiliculogenesis and steroidogenesis in aormal ovulatory women
undergoing [VF'ET.
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Adenomatous colonic polyps and colon
cancer -

SIr,—Most cases of colonic cancer are thought to arise from
pre-existing polyps.' This polyp-cancer séqumcc is suggested by
the association between polyps and cmocr in resected specimens,
and the demoastration of cancer c.banggs in adenomatous polyps.?
However, the incidence of colonic polyps is much greater than the
incidence of wolon cancer, and there is also a change in the
predominance of adenomas from tie distal to the proximal colon
with increasing age,’ which i3 aot seen with cancers. The
pathological relagon between colonic polyps and cancer may not be
a sumple one.

Over a three-year period, dara ollecred prospecuvely for the
Australian Poiyp Preventon Project (a study of the etfects of dietary
modification on the recusrence rate of adenomas), were available for
analysis. Inclusion crireria were total colonoscopy to the caecum, a
clean colon enabling accurate assessment, and histologically proven
adenomartous polyps. Exclision criteria were memplastc poiyps, no
hustology, an incomplete examination due to dirty bowel or failure
to reach the caecum, &' history of colonic cancer, inflammatory
bowel disease or familial polyposis, and synchronous large-bowei
cancer. 390 patents/(426 polyps) fulfilled the criteria. The
anatomical disoibugen of the polyps was determined from the
colonoscopy report. Over the same period, 296 patients underwent
surgery for colorectal cancer at this hospital. Data on these padents
had been collected! prospectively and the site of the cancer was
identified from thel dambase.

The distribution of polyps and cancers ini the different colonic
segments is shown in the table. There was an association between
the distribution of polyps and cancers from the cegion of the hepatic
flexure w the fectum. Both cancers and polyps were most
frequently seen in the rectosigmoid region. There was a significant
difference between the incidence of polyps and cancers in the right
oolon (caecum aid ascending) (y*, p <0-001):

% distribution

Palyps Cancer
Site {n=428) (n=296)
Caecum 36 138
Ascending colon 51 91
Hepaoc flexure 28 +1
Transverse mion 87 41
Splenic flexure -2 3-4
Descending colon 38 34
Sigmoid wioca 48-6 341
Recrum 232 260

These dam support the polyp-cancer sequence for cancars in the
distal colon but suggest that factors other than polyps are
responsible for the development of right-sided cancers. Delatoe et
al* have demonstrated different frequencies of genetc alteratons in

the proximal and distal colon and have suggested that proximal and
distal tumours differ in their inidation or progression. Polypectomy
may well be intluennal in reducing the incidence of colon cancer in
the distal colon but its value i the pyakimal colon may be less
pronounced. This is of concern in thpelderly where there is a shift
towards proximal tumours, and hom total colonoscopy may be
more difficult and less accepral
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Clinical importance of HCV confirmatory
testing in blood donors

Str,—Hepatias C virus (HCV) is better characterised by its
genome than by its serology or pathogenicicy. This has caused
confusion when informadon obtained by detection of HCV genome
does not match serological findings. HCV infecdon is usually, but
not always, persistent,** and there i3 clinical, histological, and
serological evidence that a few infected individuals can recover.’?
This confusion should be clarified so that proper advice car be given.

Recent Lancer lemers™ convey contlicting interprezations of
serological data: some suggest that a blood donor with an
indeterminate result on the Ortho confirmatory recombinant
immunoblot (RIBA) may well be aruly infected with HCV* (or a
partcular subtype®) while others propose a false reacdon® as a likely
cause of this frequenc pattern.

During the past six months we have screened 30 077 blood
donors by second-generaton enzyme immunoassay (Abbou). 138
{0-28%) repeatedly reacuve samples were tested by RIBA and by a
confirmarory assay that is still under development and that is based
on recombinant HCV antgens similar 10 RIBA (MATRIX,
Abbot).? The MATRIX sample o cut-off rado was 5. Alanine
aminotransferase (ALT) values were judged abnormal if above
40 U/

32 samples (17 with raised AL T) that were reacave with two or
more non-overlapping HCV recombinant proteins were taken as
confirmed. 33 samples were indeterminate by RIBA, 30 by
MATRIX, and (7 by both (c100=1, ¢33=1{, c22=15). The 29
samples with discrepant results were either | + or 2+ with RIBA
or below a ratio of 20 with MATRIX on a scale ranging from | w0
300. By conarast, of 17 samples reacive with both assays, 7 were 3 +
or 4+ with RIBA and 12 scored between 20 and 237 (median 81)
with MATRIX. All individuals with confirmatory indetetininate
results had normal ALT values.

37 available samples indeterminate by RIBA or MATRIX for
€22 or ¢33 (20 from the prospectve screening of blood donors and
17 sampies from another study) were further analysed with a
peptde-based EIA (UBI, Organon) and cDNA PCR with a primer
pair from the 5' oon-coding region.” 12 of 26 (46%) samples
reacung with ¢22 and none of 11 reacting with ¢33 were posiave
with UBI EIA. 4 samples stongly reactve with <22 (all positve
with UBI EIA) and | sample reacuve with ¢33 were posiave for
HCV RNA by cDNA PCR:

Confirmatory assay

UBIElA

Spacificity  RIBA  MATRIX posineg PCR pos
c-22 + - 10*/9 4

+ - 113 4]

- + 1P Q
c-33 + - o7 {

+ - . 0/0 .

- - 0/4 h]

*1 sampie confirmed with MATRIX,
Our findings suggest thar about half of al HCV RIBA
indeterminate results are likely 10 be false reactions since the level of
reactivity is consistenuly low and not detected by an alternadve
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confirmatorv ussav ot surulae senstivicy under the study conditons
based on dlmost denucal unogens. As suggested.? 1 mumnonty of
samptes with mndetermunace ¢22 or ¢33 reuctivities are hepanus C
virgemic, as wnwdicated by PCR. Chan et al* have suggested that
ncomolete serological putterns are related 0 intecuon wath
divergent HCV varanats type 3V, and recomumended 1 v1gorous
exclusion of these donors as potenuaily infectious. This hvpothesis
would be more convincing it some pauents had clinical evidence of
liver disease, if un HCV cype-3 ucuce post-transtusion hepauus
could be idenutfied. and if such donors were proved 1 be able ©
ransmit HCV. We have an alternative explanation. based on
longitudinal studies of pauents with haemophilia. We have shown
that c22-only reacuvity resulted from the sequendaal loss of <100
and, later. ¢33 anubodies in 2 individuals apparently recovening
from HCV infection and no longer viraemic.® Blood Jdonors with
high reacuvity to <22, normal ALT, and negauve PCR may
correspond to this setting. Virologically, the emergence of type 3
HCY mav be the result of erfective immunological pressure
selecting out over time a non-infectious or less infectious escape
muunt highly divergent from the inidal. dominant quasi-species.
The Jdata reported by Chan et ai may retlect a temporary state
between viraernic tvpe | or 2 HCV cases with tull serotogical proiile
and recovering individuals who are no longer viraerruc but have
residual anui-c22 reactivity. A careful longitudinal study of patents
and/or infectivity studies of informative donor-recipient pairs
should provide a firm answer to this critical queston. Unul then,
although donors with HCV confirmarory indeterminate results
should stll be excluded, their counselling should wnclude the
possibility of a benign long-term outcome.

Qivision of Transiusian Medicine,

Uaivarsity of Camondge:

3na East Angtian Blood Transiusion Cantre,
Camonage C82 2PT. UK

JEAN-PIERRE ALLAIN
ANGELA RANKIN
Dsagnosiic Dmsion.
Abbatt Laparatorses.
Aboatr Parx, Hiinass, USA

Mary C. KirNs
ANNE MCNAMARA

I Garson JA. Tuke PW, Makns M, ¢t d. Danunstcaaon of virsermua 2acemns @
harmophiliacs Teated with hepatits C virus con@munated factor VIl
oncenurates. Lancet (Y90 336 1022-25.
. Adlan [P, Dastey SH, Launan Y, ¢t ai. Evidence tor persistenc hepanas C virus . HCV:
infecnon o haemoohiliacs. ] Clin frrvese 1901: 382 1672-79,
). Shudata M. Monshuma T, Kudo T, :¢ af. Serum hepands C virus sequences i1
puststranstusion nun-A, non-8 hepauas. Bood 1991 77: 1157-m),
+. Follect EAC, Dow 8C, McOnusa F, ctal. HCV contirmatory testung of Siood donors,
Lancet 19082 3382 1024,
3. Chaa 3W, Simmanas P, McOnush F. & al, Serological responses 0 infecaan with
neee wifferent ovpes of hepanus C virus. Luncer 1998 338: 1391,
5. Bouwaart D, Luaas [C, Adiou C, Muller [Y. HCV contirmatory tesang of ‘slood
Jonors. Lancet 1992; 3392 372,

7. Wang JT, Wang TH, Lin [T, Shen JC, Lin SM, Chen DS, Hepanus Carus RNAwn
saliva of patictics with post-transtusion hepauus C intection, Laet 19912 337: 48,

Magnetic resonance imaging in cobalamin
deficiency

Sir,—Clinically, cobalamin deticiency resembles demvelinating
disease'? and the two disorders also have pathojedical changes in
common. Spinal-cord findings have, however,Snly been described
at necropsy. We have seen a pauent with pernicious anaermia
presenung with neurological findings iprwhom magnetic resonance
imaging {MRI) revealed an unexp?zéd tinding that resolved with
cobalamin reagment.

A 36-vear-old woman /was referred with progressive
parzesthesiae. She had been in zood health undl | vear before
adrmission, when she hada sharp pain in her feet when she flexed her
head anteriorly (Lhermite's signy. 2 months before admission,
numbness develoged in her tingerups, radiating o her palms and
arms. .\Iumbnc;! wt her heels had then progressed to ner legs. She
had normal cganial nerve, motor, proprioceptive, temperacure, and
pinprick exafunation. She had an impaired sensory level below C3,
deep wendon retlexes slighdy dirmnished in the right arm oniv, and
Lhermuate’s sign.

She was anaernic (Hb 38-1 g;dl, mean corpuscutar volumne 110 1),
Her cerebrospinal tluid was negative tor oligoclonal bands

and 7
myelin-basic protein. She had 1 normal electromyogram /md/

MRI of caervical spine.

Top, sympomauc state before cobalamin reatment. 3ottom. after 4
months’ theragy with cabaiamin,

evoked potentials. Her serum vitamin B, , was 9 pg;di wath a positive
test for intrinsic factor anubodies. Bone marrow studies revealed
megaloblastic changes and Jdirrunished iron stores. MRI of her
cervical spine revealed a bright signai at C3-C6 (figure, copj.

The patient was given inwramuscular injections | mg vitamin B,,
daily for 7 days, then | mg a week for several weeks, and then | mg
monthly. Péogression of her symproms halted. | month later, minor
residual aumnbness in her fingeraps was her only dificulty and she
was o longer anzemic. Follow-up cervical spine MRI 4 months

_Miter was normal  tigure, bottom).

A stnking ditference dbetween the demvelinadng disorders and

cobalamin deticiency is the reversiblity of ncurological changes in
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