
DNA in plasma samples by applying the same PCR proto-
col as Drago et al,1,2 sequenced the amplification product,
and could detect HHV-7 sequences in only about 50% of the
samples, as opposed to 100% in the reports by Drago et al.
The search for antibodies showed the absence of IgM anti-
bodies, as well as no increase in IgG titer (except for 1 case),
both of which are expected to increase in primary and/or
reactivation infections.

(2) Yoshida6 applied the same nested PCR protocol as
Drago et al1,2 to peripheral blood DNA of patients with PR and
healthy individuals, and found a signal of equal intensity in
all samples. This finding argues against an increase in viral
DNA load in the PBMCs of patients with PR and against the
specific occurrence of the viral sequences in the PR samples.

(3) Yasukawa et al5 amplified HHV-7 DNA from
PBMCs in only 1 of 14 patients, failed to isolate HHV-7 from
cocultures of PBMCs and SupT1 cells, and failed also to de-
tect any increase in anti–HHV-7 IgG relative to normal con-
trol subjects.

In their letter above, Drago et al raise the interesting is-
sue of whether an infectious agent, or markers thereof, must,
or must not, be constantly present in an acute lesion induced
by a herpesvirus. Both our knowledge on the biology of her-
pesvirus infections and the investigative tools available today
have changed so much that there is currently a need to estab-
lish clear-cut criteria for pathogenetic association and cau-
sality. To review these criteria is beyond the purpose of the
present reply. At the risk of oversimplifying the problem, in
general, during acute phases of infections with herpesviruses
(primary and reactivation), either 1 or both of the following
conditions seem to apply: (1) the virus is present in the lesion
and/or (2) there is an increase in the antibody response. At
the current state of the art, in our opinion, the key issue con-
cerning PR is whether the available evidence does, or does not,
support an association with HHV-7 infection or reactivation.
Establishing a causative role should be a subsequent step. To
establish an association, consistency of the association is a mini-
mum requirement. Independent laboratories have failed to con-
firm the presence of HHV-7 in PR lesions, or to reveal sero-
logic or immunologic markers of an active infection or
reactivation in all patients with PR. At the current state of the
art, even without taking into consideration our own study, it
seems to us that the association between HHV-7 and PR is not
yet firmly established.
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Tumor Screening and Biology
in Malignant Melanomas

W e read with interest the recent article and edi-
torial that emphasize the increasing inci-
dence of thin malignant melanomas (MMs).1,2

Similar results have been reported in different institu-
tions,2 and that is certainly our experience as well. The
analysis of those data highlights interrelated aspects of
public health (screening) and tumor biology.

Although nondysplastic nevi have been reported to
confer a small (2-fold) risk, clinically atypical (dysplas-
tic) melanocytic nevi (AMN) confer substantial MM risk
(2-fold for 1 AMN; 12-fold for $10 AMN).3 Based on this,
clinicians can identify a population at high risk of MM
for screening and intervention. Except for heritable MM,4

AMNs seem to represent a risk marker rather than a true
precancerous lesion,3 especially for low-grade AMNs (un-
published data, 1999). The other risk factors for MM such
as intermittent sun exposure are, on the one hand, less
susceptible to intervention and, on the other hand, not
significantly associated with an increased risk of mor-
tality from MM.2 However, AMN diagnosis was contro-
versial before the pathologist consensus convened by the
World Health Organization Melanoma Programme5 ex-
plained the variable AMN incidence (Figure). The in-
creased sensitivity for diagnosing early MM also deter-
mines the decreasing incidence of AMN with severe
melanocytic dysplasia in the last few years (Figure), be-
cause many of those lesions are now classified as mela-
nomas in situ. Therefore, the strong commitment of der-
matologists and pathologists to the early diagnosis of MM
to provide a better prognosis would partly explain this
increase of MM incidence, as Berwick suggests.2
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Regarding MM biology, tumor thickness, apart from
determining prognosis, identifies 2 biologically differ-
ent types of MM. This is not specific for MM, but ap-
plies generally to tumor pathobiology. Evidence from
other organ systems including the uterine cervix (squa-
mous cell carcinoma), endometrium or stomach (adeno-
carcinoma), and urinary bladder (transitional cell carci-
noma) reveals the same 2 main types of malignancies.
In general, most tumor risk factors and true precancer-
ous lesions that are susceptible to screening programs are
mainly associated with malignancies of protracted natu-
ral history, which explains the unchanged incidence of
high-grade neoplasms in those organs. These high-
grade tumors normally develop de novo and show no as-
sociated precancerous lesions, as expressed in thick MMs
that are frequently nodular and mostly fast-growing tu-
mors. This sort of tumor is not susceptible to any screen-
ing, which explains the failure of efficient early detec-
tion programs.1 This equally answers the open question
that is the editorial’s title2: no current screening pro-
gram will effectively address the early diagnosis of thick
nodular MM in a potentially curable stage. Unfortu-
nately, our technology does not yet offer this possibil-
ity. Only the advent of new diagnostic techniques to de-
tect subtle genetic or functional changes of early
transformed melanocytes can offer a better prognosis for
patients with nodular MM.
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An Alternate Explanation for the Increase
in the Incidence of Melanoma Being
Restricted to Patients With Thin Lesions

D rs Lipsker et al1 recently reported that in a care-
fully conducted population-based study there
was a dichotomy between the rising incidence

of thin melanomas and the stable incidence of thicker le-
sions. The authors point out that the excision of increas-
ing numbers of thin melanomas has had no effect on the
incidence of thick melanomas. They propose as an ex-
planation that thin and thick melanomas have different
epidemiological features, and that the increased inci-
dence of this cancer is owing to the recognition of a thin
form of melanoma that is innocuous and unlikely to cause
death if not treated.

However, there is an alternate interpretation that
leads to a different conclusion. It flows from a simple
mathematical analysis of the differing impacts of (1) the
increasing incidence of melanoma, and (2) early detec-
tion on the proportion of patients who will have thin as
opposed to thick lesions at diagnosis. It is illustrated by
the following example: Assume that at baseline there are
100 new melanomas per year in a given population, and
that 50% of these are diagnosed while still thin; 50 thin
melanomas will then be diagnosed per year. Suppose that
at a later date the incidence of melanoma has doubled,
but that as a result of earlier detection the proportion di-
agnosed while still thin improves by half to 75%. The in-
cidence of melanoma will now be 200 new cases per year,
75% (150) of which will be thin, and the number of thick
melanomas will remain at 50 per year. Thus, a doubling
in the incidence of melanoma coupled with a 50% im-
provement in early diagnosis results in a tripling of cases
diagnosed while still thin, with no changes in the num-
ber of thick lesions.

The data presented by Drs Lipsker et al1 is remark-
ably consistent with this interpretation. The number of
new melanomas in Strasbourg, France, more than doubled
between 1980 and 1997, from fewer than 40 per year to
more than 90 per year (see their Figure 2). During the
same time the number of melanomas diagnosed while still
thin increased 4-fold from less than 15 per year to ap-
proximately 60 per year (see their Figures 6 and 7), while
that of thick melanomas increased only slightly.

Are these different interpretations of more than aca-
demic importance? Yes, because their implications are
very different. That of Drs Lipsker and colleagues1 im-
plies that the effort to reduce melanoma mortality by early
detection and treatment is ineffective because the le-
sions being detected and removed would not have caused
death in any event. By contrast, the interpretation pro-
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Distribution of atypical (dysplastic) melanocytic nevi (AMN) diagnosed
between 1989 and 1998 at St Bartholomew’s and the London National Health
System Trust, London, England. The highest incidence was observed
between 1993 and 1996 following the advent of the consensus on diagnostic
criteria of AMN (published in 1991).5 The decreased incidence in 1997 and
1998 correlated with an increased rate of melanoma in situ.
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posed here implies that this effort is effective, as evi-
denced by the increasing proportion of melanomas di-
agnosed while still thin and at a stage when they are
completely curable. The fact that the number of thick
melanomas is not decreasing reflects that the incidence
of this cancer is increasing more rapidly than our ability
to detect it early. The implication is that efforts at early
diagnosis should be intensified and coupled with an
equally strong effort to reduce the incidence of this
cancer.
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Department of Dermatology
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In reply

We thank Dr Bystryn for his interest in our recently pub-
lished work in this journal.1 Dr Bystryn proposes an alter-
nate explanation for the increase in the incidence of thin mela-
nomas. His explanation relies on a mathematical analysis
of the differing impacts of increasing incidence and early
detection. According to his model, the combined effect of an
overall increase in melanomas and simultaneous improve-
ment in early detection of thin lesions could lead to a stable
number of thick melanomas (because their proportion de-
creases) and an increase in the number of thin melanomas
(the proportion of which increases). We agree that the in-
crease in incidence of thin melanomas is in part related to
better and earlier detection of melanomas. We also agree
that early detection is the best treatment of melanoma and
remains essential.

However, we do not think that this mathematical analy-
sis explains the difference we observed between incidence
rates of thick and thin melanomas. Indeed, this model im-
plies 3 postulates, which Dr Bystryn did not address. First,
it supposes that every thick melanoma is the result of a thin
melanoma. Second, it supposes that the time lapse during
which a thin lesion becomes a thick lesion is long enough to
allow efficient detection at the thin stage in all cases. That
would mean that this time is compatible with detection and
that people would consult with a physician during this pe-
riod. Third, it supposes that the whole population would be
screened. If any of these postulates would not hold true, im-
provement of detection alone could not explain the stability
in incidence of thick melanomas while there is a steady in-
crease in thin melanomas.

Our data support the notion that the lapse of time dur-
ing which thin tumors become thick tumors is not always
long enough to allow detection. Indeed, this time lapse can
be very short and was less than 3 months in some patients
with thick, fast-growing, nodular melanomas. Further-
more, our data showed a constant and regular increase in
the incidence of thin melanomas over 18 years, while the
incidence of thick melanomas remained stable during this
period. According to Dr Bystryn’s model, this would mean
that there was a proportional, year-by-year improvement

of detection during this period. However, until 1998 there
was no organized detection of melanoma in the Bas-Rhin
region of France. Furthermore, we showed in a Strasbourg
University Hospital–based study2 that the proportion of mela-
nomas diagnosed by means of detection was extremely low
until the 1990s, while incidence of thin melanomas had al-
ready doubled by this time compared with 1980. Even though
detection is essential, its efficiency, eg, the percentage of the
population that is actually screened, probably remains low
in the Bas-Rhin and can still be improved. Thus, it prob-
ably does not explain why incidence rates of thick tumors
remained stable during this period. Therefore, and al-
though the mathematical analysis suggested by Dr Bystryn
may account for part of the increase in thin melanomas, fur-
ther studies should be conducted to clarify why the evolu-
tion of incidence rates of thick and thin melanomas do not
seem to be related.
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VIGNETTES

Treatment of Labial Lentigos in Atopic
Dermatitis With the Frequency-Doubled
Q-Switched Nd:YAG Laser

R ecently, atopic dermatitis has been increasing
throughout the world, and there have been many
labial lentigos caused by a postinflammation of

atopic dermatitis.1 Laser therapy, such as the normal ruby
laser2 and the Q-switched ruby laser,3 is one of the treat-
ment methods. We make the first report of 4 cases of la-
bial lentigos in atopic dermatitis treated with the fre-
quency-doubled Q-switched Nd:YAG laser at a wavelength
of 532 nm. We achieved rapid results and a dramatic clear-
ing of the lesions without cutaneous alterations in skin
texture.

Patients and Methods. We used the frequency-doubled
Q-switched Nd:YAG laser (Continuum Biomedical Inc,
Livermore, Calif), which has a pulse duration of 5 to 7
nanoseconds, a wavelength of 532 nm, a pulse repeti-
tion rate of 10 Hz, and a spot size of 3 mm. Local anes-
thesia using 60% lidocaine tape was placed on the af-
fected part 1 hour before laser irradiation. After laser
irradiation, 0.12% betamethasone valerate ointment con-
taining 0.1% gentamicin sulfate was applied for 3 days.
All subjects had labial lentigos with atopic dermatitis. No
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