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Look-back study of infectivity of anti-HCV
ELISA-positive blood components

H vrietink, CL van der poel, H W Reesink, HL Z aaijer,
E Schoiten, L C M Kremer, H T M Cuypers, P N Lelie,
M H J van Oers

The infectivity of blocd components from donors who were
[ater found to be anti-HCV ELISA-positive was investigated
in recipients who were enrolled in a look-back programme.
Recipients received ELISA-positive blood components from
donors who were PCR-positive and/or RiBA-2-positive
{(n=22, group A) or PCR-negative and indeterminate- or
negative on RIBA-2 (n=105. group B). 26 of 32 g
recipients of group A donors and none of 140 of group B
were HCVv-infected. All stored serum samples of previous
donations (n=172) of group A donars were anti-HCV-
gositive in RIBA-3, indicating a chronic cartier state of HCV

in these donors.
Lancet 1995; 345: 95-96

The tracking and testing of recipients of blood
components from donors who are later found to be
infected with HIV is standard procedure in blood banking
(look-back).! Look-back for recipients of blood
components infected with hepatitis ¢ virus (HCV) is
controversial.! Dutch guidelines for blood banks required
that all and-HCVY ELISA-positive blood products be
discarded and the donors be deferred, irrespective of
results of recombinant immunoblot assay (RIBA).
Further, blood banks have to inform doctors when a
patient has received blood components from a donor later
found to be HCV infected. The blood bank must then be
potified about the recipient's test results. In this study we
assessed the infectvity of blood components donated
before an and-HCVY ELISA-positive donation in two
groups of donors with accurare ascertainment of HCV
sTarus. -

From May, 1990, to January, 1992, 139138 whole-blood
donations were tested for and-HCV antibodies (ELISA-1/2,

Qrtho). ELISA-positive (repeatedly ceactve) donadons were
confirmed. by RIBA-2 (Ortho) and PCR.’ 32 (0-:02%) donors
were confirmed posizive. Of these, 10 (31%) were first-time
donors and 22 (69%) were repeat donors.

__.All hospitals were notified of blood components previously
released from 22 donors later found to be HCV-infected—ie,
PCR-posidve andfor RIBA-2-positive (group A). As 2 research
project, one academic hospiral was informed about previously
released blood components from 105 donors later found 10 be
ELISA-positive, PCR-negative, and negacive of indeterminate on
RIBA-2 (group B). The general practitioner was asked to notify
the recipient, and then a physician of the blood bank visited the
patient at home. After informed consent, standardised interviews
were done, including dsk factors for HCV infection.' Blood
samples were colleceed for ani-HCV and PCR testing.' All
serum samples were rested in 1994 with 2 third-generation
EIISA (ELISA-3, Ortho). ELISA-posidve samples  were
confirmed by third-gencradon RIBA (RIBA-3, Ortho) and
PCR.! . .

Stared serum spectmens from previous donations (1986-92)
from group A and B donors wete tested in 1992 with ELISA-2.
In addition the Lrst and last serum sample of each group A
donor was tested with RIBA-3 in 1994. Because of the costs, this
was omited in the group B donors. The x* test with Yates’

correction was used for comparison. .

“From 22 group A donors, 270 blood components were
delivered to various hospitals (table). Information was
received from the hospitals about 127 of 270 (47%) cases:
57 of 127 recipients (45%) had died, 31 (24%) could not
be traced, and 39 (31%) were available for testing. Of
these 39, 7 (18%) had an independent risk-factor for
HCV infection (mulr.i—c:ansfusion) and were excluded.
From the remaining 32 patients, 20 (81%) were
HCV-infected (ELISA-3/R]BA-3/PCR'p05iIiV:); 1 was
ELISA-3-positve, RIBA-3-indeterminate (C100 only),
and PCR-negative; and 5 (16%) were negatve in all
tests. Information from the other 143 (53%) cases is
pending- ‘

Of 26 HCV-infected recipients of blood products from
group A donors, 17 (65%) received red-cell concentrates,
2 (8%) platelets, and 7 (27%) fresh frozen plasma. Of the
6 non-HCV-infected recipients, 5 (83%) received red-cell
concentrates, and 1 fresh frozen plasma (not significant).
Of 17 HCV-infected recipicnts of ced-cell concentrales
from group A donars, the age of the products (the time
becween donation and transfusion) was 8:2 (range 1-17)
days and of 5 naon-infected recipients 9-2 (1-14) days {not

significant).
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Group A Gioup B
Recipients not traceatble a1 a3
Recipienis died 57 264
Procedure pending 143 26
Recigients excluded® 7 8
Recipients tested (+ve/totaf) 26/32 (B1%) 07140
Total tloed products 270 481

*Qther risk factors for HCV.
Table: Results of loak-back In reclplents of blood products

Of 105 group B donors, 481 blood components were
delivered to one academic hospital (table). Information
was received about 455 of 48] (95%) cases: 264 (58%)
recipients had died, 43 (9%) could not be traced, and 148
(33%) were available for testing. Of these 148, 8 (5%)
had an independent risk factor for HCV infection (multi-
transfusion) and were excluded. All 140 remaining
patients (62 received RIBA-2-indcterminate and 78
RIBA-2-nggative components) were ELISA-3-negative.
Information from the other 26 (12%) cases is pending.

From 22 group A donors, 172 stored sera from
previous donatons (mean 8 per donor, range 2-17) over a
mean follow-up of 39 months (range 4-64) were rested.
All were ELISA-2-positive. The first and last serum
sample was also RIBA-3-positive. There was no difference
in HCV-antibody recognition patterns between the first
and last sample.

In total, 105 group B donors donated 1060 dmes
(mean 10 per donor [range 2-20], mean follow-up 44
months [range 3~70]). Look-back on recipients of these
1060 donations was restricted to one hospital, in which
only 481 blood components were followed up.

Testing of previous donations of group B donors
revealed that 38 of 105 (36%) were consistently ELISA-2-
negative, 49 (47%) were consistently positve, and 18
(17%) were intermittently positive. '

We established that blood donations that were ELISA-
2-positive, PCR-negative, and negative or indeterminate
on RIBA-2 were not infectious, which is in agreement
with prospective studies.*® Therefore these donors can be
reassured that they are not infected with HCV. Because
EILISA-3 and RIBA-3 arc more sensitive than ELISA-2
and RIBA-2,"* re-entry of RIBA-2-negative blood donors
to the donor pool is now authorised in the Netherlands,

- provided that future donations are ELISA-3-negative.

All HCV confirmed-positive blood donors were chronic
carricrs. None seroconverted during a mean of 3+5 years
of observation. The frequency of acute HCV infection
among blood donors in the Netherlands is probably low.

Because we found that 81% of recipients of PCR-
positive blood components were HCV-infected, there is a
sttong argument for look-back and notification of
recipients to prevent the spread of HCV and to provide
the option of treattnent with anti-viral drugs. :

We thank Dr R N T Pietersz for comments on the menuscript and the
automation deparunent of the AMC for printing all letters. This study was
partly supported by a grant fom the “Nedcrlandse Pracventiefonds”

(28-1897).
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Failure of amniotic-fluid-cell growth:
Is it related to fetal aneuploidy?

Wayne H Persulte, Rdger R Lenke

We investigated outcome in patients whose amniotic-fluid-ceil
samples showed unexplained growth failure in culture. 32 of
7872 amniocentesis samples were classified as unexplained
growth failures. 10 women did not have repeat cytogenetic
testing, but among their pregnancies there were 4 abnormal
outcomes (1 fetal bladder-outlet abstruction, 2 stillbirths, and
1 acardiac twin). Of the 22 patients who had repeat karyotypic
analysis, 18 had normal fetal karyotypes. However, 4 fetuses
were aneuploid (2 trisomy 21, 1 trisomy 13, and 1 Pallister-

"~ Kittian syndrome).
* “Lancet 1995; 345: 96-97

See Commentary page 78

Analysis of amniotic-fluid cells by amniocentesis continues
to be a standard for prenatal genetic testing. Techniques
used for amniocentesis and subsequent cytogenetic analysis
have been refined, but there remains a small percentage of
cultures that do not yield reportable karyorypes. Repeat
cytogenetic analysis from initially unsuccessful chorionic-
villus sampling procedures yielded a higher rate of
ancuploidy than inirially successful procedures.!

No study has investigated the general belief that
cytogenetic failures from the culture of amniotic-fluid cells
accur sporadically and are of no clinical significance. We
have investigated the outcome of pregnancies complicated
by cell growth failure.

We reuospectively analysed cytogenctic results from 7872
consecutive amniotic-fluid samples submitted to two cytogenetics
laboratories between 1987 and 1994 (Medical College of Ohig,
1987-80, and University of Colorado Health Sciences Center,
1991-94). Al amniotic-fluid samples were obtained by
transabdominal 2mniocentesis becween 12 weeks of gestation and
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