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Clinical report
European Journal of Dermatology 1992; 2: 12-14

Localized scleroderma-like lesions in
avtologous bone marrow
transplantation

NICOLA PIMPINELLI, MARCO SANTUCC!, ALBERTO BOS

We describe the previously unreported occurrence of cutaneous
lesions clinically resembling localized scleroderma (morphea) in 4/
32 patients receiving autologous bone marrow transplantation (BMT).
Histologically, these lesions were characierized by tight packing and
hyalinization of collagen bundles of the reticular dermis, without any
significant sclerosis and/or fibrosis, i.e. features of the very initial
phases of the localized types of scleroderma and chronic cutaneous
graft-versus-host disease (GVHD). The lesions showed a compleie
sponianeous regression in 3 fo 9 months in all cases but one, who
died due to a relapse of acute lymphoblastic leukaemia 14 months
afier the onset of the cutaneous lesions. We siress the importance of
being aware of the possible occurrence of similar lesions in patients
receiving BMT.
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seleroderma-tike

(GVHD) occurs  frequently in

pattents  undergoing  allogeneic
bone marrow fransplantation (BMT) [1).
In the acute phase of GVHD, skin lesions
closely resemble those of cutaneous drug
reactions (maculopapular or scarlotini-
form rashes, developing into epidermal
necrolysis in severe cases) {1, 2]. A syn-
drome similar to acute GVHD has been
reported fo occur in patients receiving
autologous or syngeneic BMT, both spon-
taneously (8% of cases} |3, 4] ond as an
effect of temporory administration of
cyclosporin-A [5); in this instance, it is a
mild, self-limited disease.

C vianeous graft-versus-host disease

In the chronic phase of GVHD, develop-
ing either from acute GYMD or de novo,
skin lesions closely resemble sclero-
dermo, both clinically and histologically
[6, 7]. Two mojor types are recognized:
o generalized type with an eorly lichenoid
and a late sclerotic phase, and @ local-
ized type. The former type is character-
ized by the progressive development of
diffuse poikilodermatous and/or sclero-
tic changes (6]. The localized type con-
sisis of a rough, irregular hyperpigmenta-
tion overlying areas of induration, thus
resembling circumseribed scleroderma
(morphea); these lesions may either
enlorge, eventually forming large sclero-
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fic to hidebound areas, or more rarely
self-regress [6, 7). In some cases, the
localized cutaneous lesions are charac-
teristically limited to the irradiation fields
[8] or to areas of a previous measles
exanthem [9].

We repori in this paper the occurrence of
localized, self-regressing, indurated
lesions of the skin, ¢linically resembling
morpheq, in 4 padfienis receiving auto-
logous BMT.

- Patients and methods

'| The elinicol and pathologic records of 53
~ pafients transplanted at the BMT Unit of
Careggi Hospital, Florence, ltaly (32
autologous, 21 ollogeneic BMT) were
reviewed,
Four patients receiving autologous BMT
— whose personal daia, diagnosis, and
iype of conditioning regimen are summa-
rized in Table | - developed peculiar
cutaneous lesions 7—¢ months after BMT.
The lesions consisted of non-elevated,
indurated plaques, ivory to hyperpig-
mented in colour, 2 fo 11 cm in diameter,
iavolving the skin ond subcutis, and
strictly localized on the upper arms {cases
7,8, 21} or on the thigh {case 15) {Fig. 1).
In oll cases, a biopsy wos token from the
lesionat skin, fixed in buffered formalin
or in Dubosq-Brozil liquid, and proces-
sed with routine methods.
The histologic examination showed mini-
mal ond non-specific epidermal changes,
consisting of some tiquefaction degener-
ation of the basal cells and a decrease
in the rete ridges. The papillary dermis
did not show any significant alierations,
the collagen consisting — as it normally
does - of loasely arronged fibres. Con-
versely, the reticulor dermis constantly
showed a slighfly increased number of
- fibroblasts and some thickening of the
_ collagen bundles. The laiter, due to the
—*-dramatic narrowing of the spaces
hetween them, quite often appeared o
. betightly pocked and hyolinized, staining
more deeply eosinophilic than in normal
skin {Fig. Z). A mild, predominanily lym-
phocytic cellvlar infilirate wos observed
constantly around the blood vessels of the
superficial plexus, and less frequently
around the cutaneous oppendages. Vas-
culor changes were always slight, con-
sisting of some endothelial swelling and
edema of the vascular walls. The eccrine
sweai glands appeored normal, lying
near the cutaneous-subcutaneous bor-
der and heing surrounded by fai, The
subcutis showed no significant change.
The posi-transplant course of the patients
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Table L
UPNY Age/Sex Diagnosis Transplont™ Condiﬁonin_ai
Status at BMT? Regimen @101
7 42/M CML/CP PBSCI By + CY
8 10/F ALL{L1)/CR2 Auto B + Cy
15 24/F ANLL(M2)/CR1 Auio Bu + Cy
21 17/M ANLL{M2)/CR1 Auto Bu + Cy

{1} UPN = unique patient numher.

{2} ALL = acute lymphoblastic laukaemia; ANLL = acute non-lymphoblastic leukaemia;
CML = chronic myelogenous leukaemia; CR1, CR2 = complets remission 1, 2; CP = chronic

phase.

{3) PBSCI = peripheral blood stem cell infusion; Auto = autologous BMT.
{4) TBI = totol body irrediation; Bu = busulfon; Cy = cyclophosphamide.

Figura1. karge, non-elevated, indurcted,

slightly hyperpigmented plague of the right
arm (patient 21).

up to the onsetl of the cutaneous lesions
was nearly normal; no viral infection
developed, and the immune stalus — as
judged from the peripheral blood total
lymphocyle count, the immune phenotyp-
ing of the circuloting monenuclear celf;,
and the deloyed cutaneous response {o
ubiquitous antigens — did not show ony
significant alterations.

Skin lesions showed a complete sponta-
neous regression in 3 o 9 months in all
cases but one (No. 8); this patient had a
relapse of acuie  lymphoblastic
leukaemio shorily after BMT, and died 14
months after the onset of cutaneous
lesions. Due to ethical reasons, no further
biopsies were joken.

Figura 2. The reticular dermis shows a slight-
Iy increased number of Gbroblasts and a
thickening of the coflagen bundles, which -
due 1o the dramatic narrowing of the spaces
between them - appear tightly packed and
byafinized (i ond E).

Discussion

Skin lesions closely resembling circum-
scribed sclerodermo (morphea), both
clinically and hisiologically, are typical
of chronic GYHD [6, 7]. In some patients,
sclerederma-like cutaneous lesions are
characieristically limiled to irradiation
fields [8] or lo orens of a previous
measles exonthem [9].

To the best of our knowledge, cutaneous
lesions with the clinical {self-regressing,
morphea-like plagues) and histologic
features (tight packing and hyalinization




of collagen bundles) reporied herein,
have not yet been described in patients
treated by auiologous BMT.

The lesions observed in cur patienis show
clinical features resembling those of
localized scleroderma, and a histomor-
phologic profile similar o that observed
i the very initiol phases of localized types
of scleroderma and chronic cutanecus
GVHD [6, 7]. In faci, in our cases the
clinical morphea-like picture was mainly
supporied by a hyalinization phenome-
non, namely, confluence of collagen bun-
dles due 1o the dramatic narrowing of the
spaces between them, with increased
eosinophilia. Conversely, fibrosis and/or
sclerosis - basic features of fully develo-
ped lesions of both morphea and chronic
cutoneous GYHD ~ were substontiolly
absent.

At present, it is very hard to explain why
these lesions do occur. It can be specy-
lated that the complex mechanisms
underlying the development of chronic
GVHD [12, 13] may be parially - and
temporarily — operating olse in some
patients undergoing autologous BMT,
resulting in o condition similar {o thot
occurring in chronic GVHD. While the
concept of a drug-induced immune
deficiency in the early post-transplant
period is readily accepiable [5, 12], it is
difficult to explain the late development
of a self-limiting immune disregulation in
patients ireated by autologous BMT,
especially considering the absence of any
detectable immune imbalance in the
reported cases.

Independent of any possible speculation,
it is important to be aware of the rare
occurrence of morphea-like lesions in
patients ireated by aulologous BMT. B
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Riassunio

Lesioni sclerodermiformi localizzate
dopo frapionto di midolle osseo aulo-
logo.

Viene descritfa per la prima voita la
comparsa di lesioni cutanee clinica-
mente simili a quelle della scleroder-
mia localizzata (morfea) in 4/32
pazienti sofloposti a trapianto di
midollo osseo autologo. Le lesioni,
regredite poi spontaneamente in 3-9
mesi, mosiravano un aspeito istolo-
gico assai simile a guello delle fasi
mollo inizioli dells morfea e della
grafi-versus-host  disease {GVHD)
cutanea cronica, i.e. stretta giustappo-
sizione e ialinizzazione dei fosei col-
lageni, in ossenza di sclerosi e/o
fibrosi significative. Viene sottolineato
Vimportanza ditenere presente la pos-
sibile insorgenza di lesioni scleroder-
miformi in pazienti soltoposti a tra-
pianto di midollo osseo autologo.

ANNOUNCEMENTS

Januvary 1992

London (Grea%-Britain),
Meeting of the medicol
Society for the study of
Venereal diseases. Pro-
gramme : HIV infection : diagno-
sis of HIV infedtion on the neonate
(J.F. Peutherer - Edinbourg) ; vac-
cines (J. Weber - London) ; part-
ner information (R.A. Keenlyside -
London). For information :
M.J. Godley - Honorary secre-
tary, MSSVD - The Florey Unit -
Royal Berkshire Hospital - London
Road - Reading, RG1 5AN.

February 1992

6-10 Cairo {(Egypte), VIl
Zagazig international con-
ference of dermatology
and venereology. Organized
by the Department of dermato-
logy and venereology of Zagazig
University, in association with the
Jefferson center for international
Dermatology, Jefferson Medical
College of Thomas Jefferson Uni-
versity, in cooperation with the
Section of dermatology of the
College of physicians of Philadel-
phia and the international Society
of Dermatology : tropical, geo-
graphic and ecologic. Theme :
five thousand years of dermato-
logy : from the Pharaons to the
21st century. Programme : sympo-
sia ; practical aspects of molecu-
lar biology ; advances in derma-
tologic therapy ; wnuswal aspects
of common skin diseases ; cuia-
neous surgery ; tropical dermato-
logy ; dermatologic instrumenta-
tion ; international medical educa-
tion; sexuvally transmitted
diseases.

Information and registration :
Ms E. O'Shaughnessy-lefferson
Center for international dermato-
logy-1020  Locust  Street-
Philadelphio, PA 19107.
Tel. : {215) 955.5785. — Fax :
(215) 955-5393.
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