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have the care of patients as the prime
objective for their work.

(3) "It will be essential that the evangelists
of evidence remember that researchers have a

duty of care towards their subjects, just as cli-
nicians do towards their patients", writes
Clarke. One of the reflections of the devel-
oped sense of duty of care by researchers
towards research participants is the compre-
hensive and stringent system of Research
Ethics Committees in which researchers, cli-
nicians, and others are involved. All health
workers have obligations both to the welfare
of patients and to assessing continually the
evidence on which their care decisions are

based.
The greater the ethical, social, and psycho-

logical dilemmas associated with new devel-
opments in health care, the greater the need
for relevant evidence to inform the decisions
about whether, and how, to offer new

services. Without this, decisions will, de facto,
be made by those with purchasing, political,
commercial, or medical power, decisions that
will not necessarily be in patients' best inter-
ests.

D409H/D409H genotype in
Gaucher-like disease

We read with great interest the report by
Chabas et al' on Spanish sibs with Gaucher
disease linked with homozygous D409H
(1342C) mutation presenting cardiovascular
calcifications. However, they did not cite our

article,2 in which we delineated an unusual
form of glucocerebrosidase deficiency on the
basis of thorough clinicopathological investi-
gations in three Japanese sibs. In fact, the
unusual clinical manifestations of their juve-
nile Spanish patients' closely resembled those
of our adult Japanese patients,2 including
fatal left sided valvular stenosis with calcifica-
tion, corneal opacities, and supranuclear
ophthalmoplegia. Also, communicating hy-
drocephalus, sensorineural deafness, and
deformed toes were present in our Japanese
sibs,2 but common manifestations ofGaucher
disease were less evident. This unique
syndrome has been classified as "Gaucher-
like disease (McKusick, MIM 231005)". To
determine whether both groups of patients
share the same genotype and to establish the
tightness of phenotype/genotype correlation
in this syndrome, we tested for the D409H
mutation of the glucocerebrosidase gene.

Genomic DNA was prepared from a frozen
spleen taken at necropsy of patient 1 who
died aged 44.2 PCR based screening for the
D409H mutation was performed as previ-
ously described.4 A segment of the glucocer-
ebrosidase gene spanning exons 9 to 11 was

amplified using the oligonucleotide primer
pair: 5'-ACCCCGAAGGAGGACCCAAT-3'
(sense) and 5'-TGCCTCCTTGAGTAT
CTGCT-3' (antisense). To avoid amplifing a

pseudogene, PCR was performed for 25
cycles at 94'C for two minutes, at 53'C for
three minutes, and at 72'C for three minutes.
The resulting 825 bp product was digested
with StyI and the digests were resolved on

20% PAGE gel. As shown in fig 1, the
proband's genotype was homozygous for the
D409H mutation. None of the other muta-

tions including L444P, N370S, P415R,
F213I, 84GG, IVS2+1, and R463C were

identified in our screening using previously

Figure 1 Restriction site analysis ofg
DNA for the D409H mutation. An 82
fragment was amplified by PCR and d
with StyI. Lane 1, the proband; lane 2
heterozygote for D409H mutation; lan
normal control; lane 4, DNA size marn
normal allele was digested to produce 3
bp, 156 bp, and 170 bpfragments. The
mutant allele was digested to produce 1

156 bp, and 170 bpfragments.
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