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LETTERS TO THE EDITOR

sults suggest that there is an association
between BDV and psychiatric disorders all
over Japan, but that BDV is not associated
with the habit of eating raw horse meat.

RURIKO 1GATA-Y]1, KAZUNARI YAMAGUCHI,
KEIKO YOSHIKI, SHIGEKI TAKEMOTO,
HIROSHI YAMASAKI, MASAO MATSUOKA
& TAIHEI MiyAKAWA

Department of Psychiatric Medicine

Blood Transfusion Service

Department of Internal Medicine

Kumamoto University School of Medicine

Honjo 1-1-1, Kumamoto 860, Japan
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More appropriate terms for the
genetically predisposed

To the editor — Although they describe a very important phenomenon, Jonsen et al.
(Nature Medicine 2, 622-624; 1996) do a disservice to medicine by inventing and intro-
ducing the inappropriate, indefinite, senseless expression, “unpatient.” Published in an
influential magazine, neologisms tend to stick. There is still time to find a better name.

Every dictionary of synonyms supplies a multitude of words that are more to the
point. The adjectives doomed or fated are too ominous, but future patient, predestined
patient, presymptomatic patient or just prepatient, maybe preceded with genetic —
genetic prepatient — express more accurately what is meant.

In science there are many terms used thoughtlessly and mechanically which are gram-
matically incorrect (recombinant instead of recombinated, for assembled genes), or
imprecise (adrenal instead of suprarenal), or later shown to be wrong [atom (indivisible)
for a thing composed of nucleus and electrons]. Editors have the responsibility not only
to urge correctness of facts but also precision of the terms used.

FRIEDRICH KATSCHER
Mariahilfer Strasse 133, A-1150 Vienna, Austria
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To the editor — Plasma levels of leptin, the
adipocyte-specific product of the ob gene
implicated in body weight regulation, are
well correlated with body fat content in
human subjects and decrease with weight
loss in both obese'™ and normal weight
subjects’. Women have increased ob gene
expression® and higher plasma leptin con-
centrations”” than men, an effect previ-
ously attributed to relatively greater body
fat content in women'* or reproductive
hormones*. To investigate whether

pared plasma leptin in the untreated
postmenopausal women with values
measured in ten normal weight post-
menopausal women receiving hormone
replacement (HR) (estrogen, 0.625-1.2
mg/day; or estrogen/progesterone, 0.625—
1.2 mg/day and 2.5-10 mg/day, respec-
tively). These comparisons are summarized
in the Table.

Plasma leptin was 4 times higher in nor-
mal weight premenopausal women than in

Gender differences in plasma leptin concentrations

men of comparable age. This difference
persisted after correcting for percent body
fat or total body fat. Absolute and adi-
posity-corrected plasma leptin levels in
women were independent of age, repro-
ductive status, and hormone replacement.
Similar results were observed in 11 un-
treated and eight hormone-treated post-
menopausal overweight women (body
mass index (BMI) = 35.1 £ 1.2 kg/m?).
Absolute levels were higher than in normal

plasma leptin remains elevated in

Table Absolute and adiposity-corrected plasma leptin in men and women

women after correcting for adi-

posity, we compared plasma leptin Men Women

concentrations in 13 normal weight,

premenopausal women and 11 Premenopause Postmenopause Postmenopause
age-matched men. To determine —-HR + HR
whether endogenous reproductive

hormones (estrogen and proges- (n) an 13) 9 (10)
terone) contribute to this effect, we  Age (yr) 34+2 302 60+3 60+2
compared values from the pre- BMI (kg/m?) 24.7 £ 0.5 23.2+04 245106 240+ 0.5
menopausal women with those Bodyfat(BF)(%) 17.0+1.1* 27.2+1.1 285+1.2 281 +1.7
from nine untreated postmeno- Tota! BF (kg) 12.7 £0.9* 17.7+1.0 18.3+£1.2 184 +1.5
pausal women (without menses for  [Leptin] (ng/m) 3.5+0.3* 149+1.9 16.3+33 17.0+1.9
>1 year, status post bilateral ovari- [Leptin]/BMI 0.14 £ 0.01* 0.64 £ 0.07 0.65+£0.13 0.69 +0.08
ectomy, or follicle-stimulating hor-  [Leptin]/BF (%) 0.21 £0.02* 0.54£0.05 0.56 +0.10 0.59£0.06
mone (FSH) >50 mlU/ml). To [Leptin/BF (kg) 0.28 + 0.02* 0.82+0.08 0.86+0.14 0.92+0.10

determine the effects of exogenous
sex steroid hormones, we com-

*P < 0.001 vs. women. BMI, body mass index.
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weight women; however, neither absolute
nor adiposity-corrected plasma leptin con-
centrations were different for untreated
overweight postmenopausal women (36.3
+ 1.7 ng/ml, 1.03 £ 0.10 ng/ml per kg) and
overweight postmenopausal women with
hormone replacement (40.8 + 4.1 ng/ml,
1.20 + 0.08 ng/ml per kg). Thus, both ab-
solute and adiposity-corrected plasma lep-
tin levels are unaffected by hormone
replacement in either normal weight or
overweight postmenopausal women.
Therefore, gender differences in plasma
leptin concentrations are unlikely to be ex-
plained by either increased adiposity or by
reproductive hormone status. Differences
in body fat distribution between men and
women could contribute to the sexual di-
morphism, because ob gene expression
varies between fat depots’. Moreover, cere-
brospinal fluid leptin levels are higher in
women than in men, even after correcting
for the higher plasma levels®, which sug-
gests enhanced transport of leptin into the
CNS in women. These data suggest that
women require increased leptin produc-
tion and delivery to the brain for normal

body weight regulation. Unraveling the
mechanisms underlying these gender dif-
ferences may have important physiologic
and pharmacologic ramifications.

PeTER J. HAVEL, SIDIKA KasiM-KARAKAS,
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Departments of Nutrition and Internal Medicine
University of California — Davis
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Gaucher’s treatment: First things first

To the editor — In a News & Views article,
Dr. Beutler criticizes an NIH Technology
Assessment Panel for providing no solution
to the huge costs of treatment of Gaucher
patients by enzyme replacement therapy'.
As an audience participant at this confer-
ence and researcher in the field of
recombinant protein production, I would
like to offer a more positive perspective.

That a therapy providing dramatic im-
provements in patients’ health and quality
of life has been developed is a tremendous
achievement. Quoting from the summary
statement, this important success is indeed
“a credit to the investigators, the National
Institutes of Health, the pharmaceutical
manufacturer, and the many patients and
their families” who all participated in the
development of this therapy’. Genzyme
Corporation took significant financial risks
in providing the native and recombinant
enzymes (modified glycoforms) and con-
tinues to invest in new forms of transgenic
recombinant protein production systems
as well as gene therapy approaches to treat-
ment. Also, it should be remembered that
the NIH panel that Beutler comments on
was not charged with the resolution of the
cost issue. Nor could it be expected to.

This problem has now attracted new re-

searchers who will focus on lowering the
costs of treatment through a combination
of novel transgenic production methods
and improvements in bioprocessing. For
example, at least two groups are working
toward harnessing the economies of scale
of agriculture for this purpose. Thus far the
results are very encouraging. It is therefore
hoped that one solution is simply to lower
the costs of therapy with future research
and development in pharmaceutical pro-
duction technology.

[ prefer not to underestimate the
wealth of our society nor the capacity of
its individual members to have compas-
sion for their fellow man. The confidence
I have in economics is based on the value
of new ideas, not theories of scarcity and
limitations.

Tromas H. TURPEN
Biosource Technologies

3333 Vaca Valley Parkway
Vacaville, California 85688, USA

Neither the author nor Biosource Technologies
has any relationship with Genzyme corporation.
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