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GOAL

To discuss a family with Greither’'s disease with special focus on

histopathologic findings.

OBJECTIVES

1. To describe the clinical appearance of transgrediens et progrediens

palmoplantar keratoderma.

2. To identify the unique histopathologic findings of PPK.
3. To outline the differential diagnosis of PPK.

CME Test on page 156

We describe a patient with transgrediens et pro-
grediens palmoplantar keratoderma (Greither’s
disease). Ten of the 25 members of this patient’s
family in six consecutive generations were affected
by the disorder. The pedigree was consistent with
an autosomal dominant inheritance pattern, with
variable penetrance. The proband’s physical ex-
amination showed typical signs of Greither’s dis-
ease. The most striking findings were seen in
histopathologic study and consisted of round, fo-
cal areas of orthohyperkeratosis located on delled
areas of the epidermis. These histopathologic fea-
tures were present in both the lesions of the palms
and dorsum of the hands. We review the clinical
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manifestations and histopathologic findings of this
particular variant of palmoplantar keratoderma and
the differential diagnosis.

tremitatum hereditaria progrediens, a new kind of

palmoplantar keratoderma (PPK), inherited in an
autosomal dominant pattern with variable expression.
We describe a family with Greither’s disease.
Histopathologic study of the lesions of the proband
showed peculiar histopathologic findings that con-
sisted of focal, round areas of orthohyperkeratosis on
delled areas of the epidermis.

I n 1952, Greither' originally described keratosis ex-

Case Report

A 47-year-old white woman was evaluated for diffuse
palmoplantar keratotic lesions that had been present
since she was 16 years old. The lesions started as con-
fluent papules that progressed, resulting in diffuse
hyperkeratosis. She also had palmoplantar hyper-
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FIGURE 1. Diffuse keratoderma involving the palms.

i

FIGURE 3. Keratotic papules over the knuckles.

hidrosis. Her personal history included Basedow-
Graves’ disease.

Physical examination revealed diffuse keratoderma on
the palms and soles, with no erythematous border (Fig-
ure 1). The hyperkeratosis extended to the ventral as-
pect of the wrists, where confluent papules could be seen
(Figure 2). There were hyperkeratotic papules on the
dorsa of the fingers, especially over the knuckles (Figure
3). On the soles, hyperkeratotic lesions were arranged
diffusely, although they were more prominent in areas of
weight-bearing (Figure 4) and extended to the skin over
the Achilles tendon (Figure 5). There was no hyperker-
atosis over the knees and elbows. Hair, nails, and teeth
were normal and no other anomalies were present.

A study of the family pedigree showed a family of 25
members in six generations, with 10 members affected
by the diffuse palmoplantar keratoderma (Figure 6).
The proband’s father was married twice, having affected
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FIGURE 2. Lesions extended to the ventral aspect of
the wrists. Confluent keratotic papules can be seen at
the border.

T.ﬂ'

FIGURE 4. Diffuse hyperkeratosis of the soles, with
more prominent lesions on weight-bearing areas.

relatives in families of both of his wives. One son and
the grandson of the proband were 12 and 7 years old,
respectively, and at this age, it is uncertain whether or
not they will show palmoplantar keratoderma in the fu-
ture. There was no history of consanguinity. The pedi-
gree shows a typical pattern of autosomal dominant in-
heritance with variable expression.
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FIGURE 5. Hyperkeratosis extending FIGURE 6. Family pedigree of proband with palmoplantar keratoderma.

to the Achilles tendon.

FIGURE 7. Histopathologic findings from a biopsy
specimen taken from the left palm consisted of focal
depressions of the epidermis occupied by round foci of
compact orthokeratotic horny layer.

Two cutaneous biopsy specimens were taken: one
from the left palm and the other from hyperkeratotic
papules on the dorsum of the left hand. The
histopathologic findings were similar in both speci-
mens: focal depressions of the epidermis occupied by
round foci of compact orthokeratotic horny layer
(Figure 7). Hypergranulosis was more prominent at
the bottom of the epidermal dells (Figure 8). There
was no epidermolytic hyperkeratosis and stains for
elastic tissue demonstrated no abnormalities.

Comments

Inherited PPKs are a heterogeneous group of diseases
and many attempts to classify them have been made
based on different criteria; the most important being
clinical morphology, distribution of the hyperkerato-
sis, the presence or absence of associated anomalies,
and the inheritance pattern.”® These classifications,
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FIGURE 8. Hypergranulosis was more prominent at the
bottom of the epidermal dells.

however, are not entirely reliable because they are
based predominantly on morphology, and the clini-
cal appearance of the lesions varies from one person
to another, even within the same family.* When the
underlying specific genetic defects of each type of
PPK are elucidated, significant improvement in our
understanding of these disorders will be achieved.
In 1952, Greither described transgrediens et progre-
diens PPK, and since then, few cases of this variant of
PPK have appeared in the literature.” Greither’s disease
is characterized by diffuse keratoderma of the palms and
soles, which may be slight, but by definition extends to
the dorsal aspects (transgrediens), characteristically in-
volving the skin over the Achilles tendon. Hyperkera-
totic lesions on the palms and soles are usually associ-
ated with hyperhidrosis and the borders often exhibit an
erythematoviolaceous hue. Hyperkeratotic erythematous
plaques may also be present over the knees and elbows.

VOLUME 65, MARCH 2000 143



GREITHER’S DISEASE

ON

ON

ON

9|qlssod

ON

ON

SO

sleak g Jeny

1UBUIWOP

[BLIOSOINY

sisojesoyiadAH

[eJoy [8004

ON

SBA

ON

9|qlssod

ON

ON
SOA

(stedh og
Japun Ajurew)

sieah g Jeuy

JuBUIWOP

[eLIOSOINY

SISOpIolSe|[e

01B.I8Y0.I0Y

1usnbali4

ON

ON

SBA

ON

SO
S8SBO |0 %05

(steeh Oz
Jepun Ajurew)

slealk g alojeg

OAISS803l

[BLIOSOINY

epsjoN
ad [eIN

4 'SIsojelayIadAy onAjowsspids pamoys Mdd 1SOYL-euun yum paquossp Ajeulblo siusied syl Jo
Ajlwe} swes ay] Jo Siaquiswl 1ey) pajelisuowap usaq Ajusdal sey i,
BwIispoielsy Jejueidowed “Mdd

aley

ON

ON
SOA

SPEOSP 4G

Ja1/e 9|qIssod

OoN
SOA

(seMm 1811}
9U} J0 Yuig 8ouIs)

sieah g Jauy

JuBUIWOP

[BLWOSOINY

Mdd
JoyalD

aley

ON

SBA

ON

ON

ON

sleak ¢ alojeg

JuBUIWOP

[BLIOSOINY

Add
1SOUL-YNNN

aley

ON

SOA

SOA

ON

ON

ON

(Urig @ouls)

slealk g alojeg

JuBUILOP

[BLIOSOINY

Mdd JSUIOA

JUBWISA|OAU| |IeN

SteTH
onse|3 paselly

sisojesayiadAy

onAjowlspldg

sisoipiyladAy

UONN|OAU|

spueq

BAIIOLISUOD)

suaipalbsuel|

19SUQ

aouB)lIBYU|

ewJspoleldyy Jejuejdowed Jo sisoubelq [enualayiq

| 9|qeL

144 CUTIS®



In classic cases, lesions of Greither’s disease start
after the 2™ year of life and tend to involute after
the 6™ decade. In the cases described in the litera-
ture, the histopathologic findings are nonspecific
and consist of orthokeratotic hyperkeratosis. Fliick-
iger and Itin studied a case of Greither’s disease ul-
trastructurally and found cytoskeleton aberrations,
filament aggregations, and cell-to-cell junctions
with an imbricated pattern.’

Our case is clinically a typical example of Greither’s
disease. The histopathologic findings are the most strik-
ing feature because of the focal nature of the hyperk-
eratosis. On the dorsum of the hands, this might be re-
lated to the clinically papular character of the lesions,
but these very same findings were present on the spec-
imen taken from the palm, where the keratoderma
showed a clinically diffuse character. To our knowledge,
these peculiar histopathologic features have not been
previously described in the literature, because biopsy
specimens from lesions of Greither’s disease usually
show only a marked diffuse hyperkeratosis.

Greither’s disease has been associated with erythro-
keratodermia variabilis" and, recently, an inflamma-
tory type of familial PPK has been proposed as a vari-
ant of Greither’s disease.” Kansky and Arzensek
questioned Greither’s PPK as a specific entity. They in-
cluded it within Unna-Thost PPK on the basis of pre-
viously published data of hyperkeratosis of the hands
and feet extending to dorsal surfaces in patients with
Unna-Thost PPK and the presence of hyperkeratosis
of knees and elbows (one of the findings they consider
typical of Greither’s PPK) in other types of PPK."

We, along with other authors,* think that Greither’s
keratoderma is a separate entity from Unna-Thost dis-
ease, not only because of the presence or absence of hy-
perkeratosis on the knees and elbows, but also because
of its characteristic onset after the 2™ year of life. This
is in contrast to the earlier onset of Unna-Thost PPK,
which usually appears in the 1* months of life. Further-
more, Greither’s PPK always extends to the dorsal as-
pects of the hands and feet; characteristically, there is
hyperkeratosis over the Achilles tendon and the hyper-
keratosis on the palms and soles is usually less marked
than in Unna-Thost PPK. In addition, Greither’s PPK
tends to involute after the 5% decade of life, while Unna-
Thost PPK does not. Moreover, Unna-Thost PPK has
recently been questioned as a separate nosologic entity
by Kiister and Becker. They found epidermolytic hy-

GREITHER’S DISEASE

perkeratosis in members of the same family of the pa-
tients originally described by Thost."

The differential diagnosis of Greither’s disease, sum-
marized in Table I, includes mal de Meleda, Unna-Thost
PPK, Vérner keratoderma, and, because of the papular
morphology of the lesions in our case, acrokeratoelastoi-
dosis and focal acral hyperkeratosis were also considered.
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