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addition of thiamine pyrophosphate, confirmed thiamine deficiency.
Parenta thiamine 100 mg/d was given. The next day, power of the upper
limbs dramatically improved and speech became audible. Over the next
5 days, upper limbsregained full power. As,Os a 5 mg/d for 28 daysas
maintenance was given 5 weeks later, with ora thiamine. There was no
deterioration in neurology. Lower limb power continuoudy improved.
RBC transketolase during arsenic maintenance was normd, and MRI
scan demonstrated complete resolution of al previous abnormalities.

Rapidly progressive neuropathy with a dose level of 10 mg/d and
cumulative dose of 280 mg As,O;3 is unusua. Moreover, recovery of
APL subjectsfrom severe neuropathy had been dow in previousarsenic
trials.>? Therapid improvement in our subject after thiamine administra-
tion would not signify a pure arsenic toxicity but would support a
contributory role of thiamine deficiency in development of an early
severe neurctoxicity during arsenic administration. We have no ideayet
whether thiamine or its deficiency has any role in the more frequent but
milder form of sensory neuropathy. Yet, we recommend an adequate
intake of thiamine during arsenic therapy, and we suggest thiamine
deficiency be considered when severe neurotoxicity during arsenic is
encountered.

We would like to thank Dr Y. L. Kwong and Dr E. S. K. Ma of
Queen Mary Hospital, University of Hong Kong, and Dr S. H. Ng
of Tuen Mun Hospital for assistance in patient care and for advice.
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To the editor:

Successful double bone marrow and renal transplantation in a patient with Fanconi anemia

In Fanconi anemia (FA), bone marrow failure (BMF) is the major
cause of morbidity and mortality, whereas renal failure is less
frequent with a possibly underestimated occurrence of between
25% and 30%"2 and has a lower impact on survival. Bone marrow
transplantation (BMT) provides asurvival rate of greater than 80%
from sibling donors? and of about 30% from unrelated donors.3#

We present a peculiar case of a patient with FA who, due to
clinically prevalent BMF, underwent BMT that was followed by
rena transplantation (RT) for end-stage renal disease.

This mae patient presented at birth with rend failure caused by
congenital single hypoplastic kidney. At the age of 3.5 years, because of
thrombocytopenia (74 X 109/L) and a positive dyepoxibutane test, he
was diagnosed with FA. At the age of 4.5 years serum cregtinine was
278 uM, white blood cels (WBCs) were 3.7 X 10°L, neutrophils
1 X 10%L,Hb9g/dL, and platelets 36 X 10%L.At thisstagethe patient,
without previous transfusions, underwent BMT (Table 1).

Two years dfter the graft, a further impairment of rend function
required peritoned didyss, and 35 years after BMT, the patient
underwent RT from a 9-year-old, B-positive, cytomegalovirus (CMV)—

Table 1. BMT characteristics

Characteristic

Donor HLA identical brother

ABO match Donor B pos, Rec 0 pos

Conditioning regimen Cy 20 mg/kg recipient body weight + TAI 500 cGy
Cell infused 19.8 X 108/kg

GVHD prophylaxis CyA 3 mg/kg. Then reduced to maintain serum through

levels between 50-100 ng/mL for 15 months

Engraftment PMN (> 0.5 X 10%L) day + 8, Plt (> 50 X 109L for 3
consecutive days) day + 35

Toxicity Grade | mucositis

GVHD No

positive/Epstein Barr virus (EBV)-negative cadaveric donor. Donor and
recipient shared one HLA dlele at locus A and one at locus DRBL.
Serum creatinine normalized (53 M) 5 days after the transplant.
cyclogporinA (CyA) and steroids were given as posttransplant immuno-
suppression. No acute rgjection occurred during the follow-up.

Currently, 6 yearsfrom BMT and 2.2 yearsfrom RT, gtill on steroids
and CyA, the patient is well, with no evidence of tumors. WBCs are
74 X 10°L; PMN, 4.7 X 10°L; Hb, 10.1g/dL ; and platelets, 188 X 10%L.
The hemopoiess (short tandem repest polymorphism anaysis on periph-
erd blood) isentirely of donor origin. Serum cregtinineis 78 M.

To the best of our knowledge, this is the first FA patient who
underwent adouble sequential BMT and RT.

Although double BMT and RT have dready been performed,>8 in
the context of FA, thisexperienceispeculiar. In fact, in FA patientswho
have a cancer “proneness’ per se, BMT condtitutes an additiona risk
factor for tumors because of theirradiation and alkylating agentsused in
the conditioning regimen, chronic graft-versus-host disease (cGVHD)
occurrence, and posttransplantation immunosuppression.2%19 RT repre-
sents another risk factor because of theimmunosuppression.

Our patient has a high risk of late cancers. In fact, apart from
GVHD, he has dll the other risk factors, mainly those related to the
high immunosuppression |oad that was required by the 2 sequential
transplants from 2 different donors. The choice of an EBV-negative
renal donor aimed to diminish the cancer risks by reducing the
chances of primary EBV infection which, in turn, is the major risk
factor for posttransplant lymphoproliferative disorders.tt

No tumors have occurred thus far in our patient during his 6-year
follow-up. However, sncein FA patients malignancies appear at amean
of 8.2 years after BMT,X° a careful lifetime cancer monitoring looks
mandatory.

This case outlines the relevance of rena maformations on the
outcome of the FA patients. In addition, it shows that sequentidd BMT
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and RT in FA patients is feasible and may be successful. Even if this
double procedure might imply some adjunctive risks of late tumors, it
has amdliorated the duration and the quality of life of this patient.
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To the editor:

Cytomegalovirus infections in cancer patients receiving granulocyte transfusions

Because of the high risk of tranfusion-transmitted cytomegaovirus
(CMV) infection associated with the use of granulocyte concentrates, it
is common blood bank practice to provide only CMV-seronegative
granulocytesto patientswho are CMV seronegative.! Recently, Narvios
et a challenged this practice? In their case series of 100 cancer patients
who received CMV unscreened granulocyte transfusions, they report
that only 4% developed CMV infection and that al 4 patients were
CMV seropodtive prior to the granulocyte transfusons. Thus, they
suggested that screening granulocyte donors for the presence of CMV
infection is not needed.

Several problems with this concluson are evident. The primary
CMV-rdated concern with unscreened granulocyte transfusions is for
transfuson-tranamitted CMV infection (TT-CMV) inthe CMV seronega
tive recipient, yet no details regarding the CMV serostatus of the
granulocyte recipientswere presented. The prevalence of CMV seropos-
tivity in their cancer patientsislikely to be even higher than that of their
donor pool (70%-80%), as cancer patients are commonly multiply
transfused. Thus, CMV-seronegative granulocyterecipientslikely repre-
sent aminority (< 20%) of patients in the cohort. Second, it is unclear
whether CMV infection or CMV disease (such as pneumonitis) isbeing
reported. There is dso no information provided whether prospective
monitoring for primary CMV infection was performed in this cohort of
mostly chemotherapy recipients. Thus, the true incidence of CMV
infection cannot be obtained from these figures. What is at issue in this
context is the true rate of CMV infection associated with granulocyte
transfusions. Thus an analysis that focused upon CM V-neggtive recipi-
ents and included prospective monitoring for CMV infection would
have been more informative. Fortunately, such studies have been
performed in the setting of stem cell transplantation (SCT),%% and they
demongtrated a very high rate of primay CMV infection when
granulocytes from CMV-seropositive donors are administered to CM V-
seronegative recipients. These studies are the basis for present blood
center recommendations.

Theauthors dso failed to distinguish important differencesin patient
populationswith regard to risks associated with CMV infection; therisk

for progresson from CMV infection to CMV diseaseisin pardlel with
the degree of immunosuppression. Certainly, SC transplant recipients
areat the highest risk for CMV disease, but recently published datafrom
the authors' own ingtitution suggest that CMV disease is “an emerging
problem” in adults with leukemiareceiving conventional chemotherapy
as well.”P539) |n that report, immunosuppressive regimens containing
fludarabine, steroids, cyclophosphamide, or, interestingly, granulocyte
transfusions from CMV-unscreened donors were implicated.” Current
guiddinesfor the use of “CMV-safe’ blood products include the use of
either CMV-seronegative or leukocyte-reduced cellular blood products
for CMV-seronegetive patients at high risk for CMV-related morbidity
and mortdity. As such, the use of granulocyte transfusions from
CMV-positive donors (products that are obvioudy leukocyte-rich and,
thus, more likely to transmit virus) for CMV-negative SC transplant
recipients is untenable. Given the poor outcome associated with CMV
seropositivity in patients who undergo SCT,8 those who are candidates
for SCT should dso receive CMV-negative products. “CMV-safe’
components should be strongly considered for CMV-seronegeative
patients with sgnificant chemotherapy-induced T-cell immunodefi-
ciency (such as those receiving fludarabine or other T-cdll suppressing
therapies) given the data presented above.

The argument that the requirement for CMV-seronegative donors
diminishes the potentia donor pool has dso been raised.? In our
experience of 76 recipients of granulocytes from related or unrelated
donors,® the CMV-seronegative rate was gpproximately 40%. We did
not encounter problems in recruiting CMV-seronegetive donors for
these patients. While it is true that communities with a high CMV-
seroprevaence rate have a smaler seronegative donor pool, it should
aso be pointed out that the demand for such products may beless.

Findly, the authors indicate that granulocyte colony-gtimuleting
factor (G-CSF)—dtimulated granulocyte tranfusions are “clearly ...
effective” 1390 But this point remains controversid. In that uncon-
trolled case series, 47% of patients demonstrated afavorable responseto
granulocyte tranfusions, though response was dependent on underlying
infection type.l® The interpretation of uncontrolled series is difficult,
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