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Summary
A new syndrome has been described comprising poly-
neuropathy, oedema, hyperpigmentation and thicken-
ing of the skin, gynaecomastia in males and amenor-
rhoea in females, monoclonal gammopathy, papilloe-
dema and diabetes. There is frequent osteosclerosis
with or without plasmacytoma, hepatosplenomegaly
and polycythaemia. There is a good response to cor-
ticosteroids, immunosuppressive drugs and occasion-
ally to excision or irradiation of the plasmacytoma.
This syndrome was first described in Japan, and is still
seen predominantly there, and only occasionally in
other areas. An example in a 51-year-old Spanish
female is described: she had a spectacular response to
prednisone and melphalan. The aetiopathogenic
possibilities are discussed.

Introduction
Iwashita, Inoue and Nagamatsu (1971) first

described a patient with monoclonal IgG-lambda
gammapothy, polyneuritis, skin hyperpigmentation,
hyperhidrosis, hypertrichosis and subclinical diabetes,
in whom the post-mortem study failed to demon-
strate the existence of solitary plasmacytoma,
multiple myeloma, collagenosis, amyloidosis or
malignancy. Other cases have been described since,
with very similar characteristics (Imawari et al.,
1974; Akihama, Miura and Shibata, 1975; Saikawa,
Nagamatsu and Igata, 1975; Amiel, Machover and
Droz, 1975; Trentham, Masi and Marker, 1976;
Iwashita, 1976; Lievre, 1977; Meshkinpour, Myune

and Kramer, 1977). In another group with a similar
clinical picture (Scheinker, 1938; Crow, 1956; Gupta
and Prabhakar, 1965; Shimpo, 1968; Shimomori
and Kusumoto, 1970; Yodoi, Takatsuki and
Wakisaka, 1973; Shimizu, 1974; Nishitani, Noguchi
and Fukase, 1975; Iwashita et al., 1977; Waldenstrom
et al., 1978), there is either a solitary plasmacytoma
or an atypical myeloma, the most unusual feature
being osteosclerosis. Most of the patients have been
Japanese, although cases have been observed in
Austria (Scheiker, 1938), England (Crow, 1956),
India (Gupta and Prabhakar, 1965), North-America
(Trentham et al., 1976; Meshkinpour et al., 1977),
France (Amiel et al., 1975; Lievre, 1977) and
Sweden (Waldstrom et al., 1978). This communica-
tion presents one patient with all the features of the
syndrome which has lately been designated as 'plasma
cell dyscrasia with polyneuritis and multiple dermic
and endocrine alterations', or 'multisystemic syn-
drome of unknown origin' (Meshkinpour et al.,
1977).

Case report
A 51-year-old Spanish woman was first seen in

June 1977, complaining of progressive dyspnoea and
loss of strength. Since a very early age she had had
Raynaud's phenomenon in both hands. She was
amenorrhoeic since 1971. In 1972 she first observed
cold-related facial flush, asthenia, a feeling of heavi-
ness and paraesthesiae in the lower limbs, and
malleolar oedema. In February 1975, nrogressive

0032-5473/80/0600-0427 $02.00 © 1980 The Fellowship of Postgraduate Medicine

copyright.
 on M

ay 17, 2023 by guest. P
rotected by

http://pm
j.bm

j.com
/

P
ostgrad M

ed J: first published as 10.1136/pgm
j.56.656.427 on 1 June 1980. D

ow
nloaded from

 

http://pmj.bmj.com/


428 Case reports

dyspnoea and slight hyperthermia appeared. One
year later there was a progressive increase of the
paraesthesiae and loss of strength in the lower
limbs, dysaesthesia and loss of sensation, mainly
distal in distribution. At the same time she observed
hypertrichosis and thickening of the skin of the
limbs, but not of the face. In May 1976, she observed
loss of strength with distal distribution in both upper
limbs.

Clinical examination On admission the patient
presented general hyperpigmentation, with erythe-
matous scaly skin mainly in the lower limbs. There
were vascular spiders in the lower third of the left
leg (Fig. 1), malar telangiecstasia, clubbing of the
fingers and palmar retraction. There was no lymph-
adenopathy. There were crepitant rales in the left
basal lung area. The liver was palpable 4 cm below
the right and the spleen 3 cm below the left costal
margin. There was no ascites. There was slight
malleolar oedema, and bilateral papilloedema.
The power in the distal muscle groups of the upper
limbs was reduced, and even more so in the lower
limbs, with distal amyotrophia. There was bilateral
loss of the tricipital, patellar and ankle jerks and
loss of pain sensation in a stocking distribution.
Gait was difficult, with steppage. There was no dis-
cernible thickening of the peripheral nerves. The rest
of the clinical examination was normal.

Laboratory tests were as follows: leucocytes,
5-6 x 109/l; platelets, 491 x 109/1; Hb, 12-4 g/dl;
ESR, 25 mm/hr. SGOT, SGPT, CPK, LDH,
aldolase, alkaline phosphatase, bilirubin, cholesterol,
uric acid, BUN, glucose and electrolytes were all
within the normal range. Oral glucose tolerance
test: basal, 3-9 mmol/l; 30 min, 6-6; 60 min, 6-3;
120 min, 6 mmol/l. Hormonal determinations: LH
22 u./l; FSH 43 u./l; oestrogens, <36 pmol/l;
progesterone, 0-38 nmol/l; testosterone, 1-4 nmol/l;
T4, 64 nmol/l and T3, 1-6 nmol/l. The urinalysis
showed leucocytes and protein 180 000/min (0-143
g/24 hr). Porphyrins, 5-hydroxy-indole-acetic acid
and glucose were negative.
The agglutination tests for Salmonella typhi, S.

paratyphi and Brucella were negative, as also was an
antiglobulin test for Brucella. The Mantoux test
with 1: 10 000 PPD, Wassermann, and VDRL tests,
the urine culture and examination with Ziehl-
Neelsen stain were all negative.
Also negative were the following determinations:

tests for HBsAg, anti-nuclear, anti-mitochondrial
and anti-smooth muscle antibodies, cryoglobulins
and Singer-Plotz test. The plasma proteins were:
albumin 41-0 g/l; oci-globulin, 3-0 g/l; M2-globulin,
6-0 g/l; P-globulin, 10-0 g/l; y-globulin, 23-0 g/l.
Immunoglobulin quantification: IgG, 22-3 g/l
(normal range 8-18), IgA, 2-45 g/l (0-9-4-5); IgM,
1-25 g/1 (0-6-2-5). Immunoelectrophoretic study

against anti-IgG, anti-IgA, anti-IgM, anti-kappa
and anti-lambda light chains demonstrated both in
plasma and in urine an IgG-lambda para-
protein.
The bone marrow study was reported as normal,

with 1 % plasma cells.
The X-rays disclosed only right pleural effusion,

dorso-lumbar spondilo-arthrosis and vascular cal-
cification in the pelvic area. A barium-meal was
normal. There were no osteolytic or sclerotic foci.
A liver scan showed 'non-specific hepatospleno-

megaly'.
Rectal mucosal and hepatic biopsy samples were

normal. There were no deposits of amyloid material.
The skin biopsy study yielded only collagenization
of the dermis, and the muscle biopsy showed signs
of muscle atrophy only.
Lumbar puncture showed a clear CSF containing

0-53 g/l protein but was otherwise normal. CSF
protein electrophoresis, performed after institution
of treatment, showed increased y-globulin.

Nerve-conduction studies were performed. The
distal latencies were increased and the evoked
muscle-action potentials were polyphasic and of
reduced amplitude. The motor conduction velocities
ranged between 24 m/sec in the right peroneal nerve
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FIG. 1. Hyperpigmentation and atrophic skin with
venous dilatation in the lower limbs.
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and 49 m/sec in the left ulnar nerve. Sensory poten-
tials were unrecordable. The electromyographic
examination showed distally many fibrillations and
positive sharp waves.

In the 3 months following this first study, the
polyneuropathy worsened to a point preventing
walking, ankle oedema increased and ascites
appeared. Treatment was then instituted with
melphalan 2 mg/24 hr and prednisone 40 mg/24 hr,
and within one week a spectacular improvement
was achieved, oedema, ascites and pleural effusion
disappeared, skin thickening and hyperpigmentation
diminished and the polyneuropathy symptoms
showed a definite improvement. The prednisone
dosage was reduced 15 days later to 20 mg/24 hr
and, 45 days after institution of treatment, the
patient had resumed normal life and activities and
was asymptomatic but for a slight diminution of the
strength and sensibility in the lower limbs. The
paraprotein was no longer demonstrable in plasma
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FIG. 2. Plasma protein electrophoresis before and after
treatment with prednisone and melphalan. The narrow-
based peak, formerly evident in the y-globulin regionhas disappeared.

or urine (Fig. 2). Eight months after starting
treatment (June 1978) the administration of mel-
phalan was interrupted because of leucopenia. The
improvement has persisted up to the last follow-up
visit (May 1979).

Discussion
The actual nature of the syndrome is as yet

unknown. Twashita (1976) classifies it into either
cases with or cases without myeloma. There are
several aetiopathogenic possibilities that would
seem probable:

(a) Development of a paraprotein which in its
turn would give rise to the different manifestations.
This possibility is supported by the absence of other
pathology which might explain variable features
of the cases (Iwashita et al., 1971; Akihama et al.,
1975; Saikawa et al., 1975; Amiel, et al., 1975;
Iwashita, 1976; Lievre, 1977). Against this possibility
is the existence of cases without paraprotein, but
with hypergammaglobulinaemia (Imawari et al.,
1974; Trentham et al., 1976; Meshkinpour et al.,
1977; Scheinker, 1938; Crow, 1956; Gupta and
Prabhakar, 1965; Shimomori and Kusumoto,
1970). However, as benign monoclonal gammo-
pathy is relatively frequent, one would expect a
more frequent presentation of this syndrome and,
finally, there are only rare cases of polyneuropathy
ascribed to 'benign' paraproteinaemia (Read,
Vanhegan and Matthews, 1978).

(b) Vasculitis, as in the cases of Trentham et al.
(1976), and Amiel et al. (1975), which would suggest a
connective tissue disease. The presence of Raynaud's
phenomenon in the present case and dysphagia in
another (Trentham et al., 1976) would make this
syndrome resemble scleroderma. Furthermore, the
lesions improve with corticosteroids.

(c) Initial stages of multiple myeloma. The evolu-
tion of solitary plasmacytoma to multiple myeloma
is well known (Wiltshaw, 1976). The syndrome
might be an intermediate stage between both
extremes, at least in the cases where plasmacytomas
have been demonstrated. This 'myeloma', however,
is most peculiar: it is in all cases osteosclerotic, save
perhaps for the case of Gupta and Prabhakar
(1965).

(d) Storage disease with deposition of some
material as yet undetected.

(e) Auto-immune disease different from vasculi-
tides which, as in possibility (a), might have racial
and/or environmental factors contributing to its
development.
Whatever the cause or mechanism may be, all

cases are not older than 52 years, there is hyperpig-
mentation and/or thickening of the skin, there is
polyneuropathy, oedema and gynaecomastia in
males and amenorrhoea in females. In >50% of
the cases there is an IgG-lambda paraproteinaemia,
plasmacytoma, osteosclerosis, limb hirsutism, hyper-
hidrosis, hepatomegaly and/or solenomegaly, papill-
oedema, diabetes and increased CSF protein.
Frequently there is polycythaemia and endocrine
alterations other than those already described.
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All these features were seen in the present case, in
whom solitary plasmacytoma, multiple myeloma,
amyloidosis, tuberculosis, collagen disease and
malignant disease were ruled out with reasonable
certainty, and which improved spectacularly, even
to the disappearance of the paraprotein, upon treat-
ment with prednisone and melphalan. In the cases
previously published, improvement has been ob-
served with corticosteroids, melphalan, cyclophos-
phamide, excision of the plasmacytoma and ir-
radiation of the plasmacytoma.
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