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Abstract. A 4-year-old girl with nconatal
onsct of chronic diffusc urticarial rash,
head enlargement, protruding cye balls,
bilateral arthritis of the kaces, growth
and mental retardation, and signs in
blood and cerebrospinal fluid of chronic
inflammation is presented and compared
to two similar cases reportcd by us previ-
ously. Including this new paticot there
are now 14 documented cascs with this
specific inflammatory syndrome whose
actiology remains unknown.

In the present casc, however, cle-
vated antibody titres against 1.ric. Bor-

~ relia antigen were found in the serum.
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Introduction

The description of two paticats 19] iden-
tical to 11 cases reported in the literature

since 1973(6.5.1,7,2, 4]and an editor’s

_proposal [3] that a new svndrome has

emerged cncourages mc 10 describe
another paticnt with features similar 0
those in two paticnts who were obscrved
by us 11 years ago in Munich with an “in-
fantile chronic rlapsing inflammation of
the brain, skin and joints™.

Case report

T.S. was admitted dircctly after delivery
(birth datc 03/18/81, gestation period 37
wecks, birth weight 2150 g. birth length
47 cm, head circumference 31 cm) 10 the
Children's Hospital of the University of
Gicssen because of maculopapular skin
rash, hepatosplenomegaly. anacmia and
fever accompanied by recurreat infec-
tions (cnteritis, bronchitis, rhinitis, cysto-
pyclitis). Onc older brother of the pa-
tient is healthy and docs not show any
abnormalitics. The father of the paticnt
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acquired 2 peculiar ~rheumatic discase”™

_ with vasculitis (and uveitis?) in March

1979, 1 year prior © conception of the
patient during 2 temporary stay in Ar-
gentina and was treated for several
years. During the first hospital stay an X-
ray of the patient’s chest revealed hyper-
wrophy of the heart. An ECG gave patho-
logical results with 2 pronounced defect
of depolarization. An EEG was normal.
Chromosome analysis from peripheral
blood lymphocytes was normal (46,XX).
The amount of C-reactive protein was
clevated. No circulating immunc com-
plexes were detected in the blood. Bone
marrow aspiration showed increascd
granulopocsis (82.5%), decrecased cry-
thropoesis (1.5%) and normai lympho-
cytes (16%).

The further course was characterized
by retarded growth and dcvclopment,
head enlargement with a wide open fon-
tanel (cercbral atrophy could be demon-
strated by CT scanning), protruding cyc
balls. conjunctivitis, blepharitis, massive
calargement of cervical, axillary and in-
guinal lymph nodes, bilatcral arthritis of
the knces and an itching maculo-papular
rash which was aggrav:ncd in sun and
heat. The recent appearance of the pa-
ticnt aged 4% ycars including 2 knee X-
ray is shown in Figs. 12 and b. Laborato-
ry data from this and two previously de-
scribed cases are summarized in Table 1.
Treatment consisted of low dose pred-
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Table L Svaopaes of data trom three paticnis with “infantile multisvaten inﬂ:mulmmy discawe” /_\

U.B.. born 1962 K.S.. bom 1972 - (r S.. bora 1951
died 1974 < died 1979 =y
e
General
Scx Female Female Fomale
Birth weight (g) . 3020 2020 2150
Gestational age (weeks) 3% H »
Growth Below 10th percentile Below 3rd pereentile Below 3rd percentile
Onsct of symptoms Since birth Since birth Since birth
CNS
Intcllectual development . Retarded Retarded Retarded
Percepuive deafness Hcaring uid (at 10 ycars) ? Since age 4 years
Head enlargement + + ++
Fontanclic (cm) 3 x 3 (3 months); 1 x 1 (3 ycars) 4x4(8months): 1 x I (I6months) 6x4(2 yeurs): 4 x 3 (4 years)
Hemiplegia n (11 yeurs) ? .
Chronic meningitis Since age +ycans Since age 4 months Since age 4 months
CSF cells per pi 1-1450 ) 42-280 o $0-530
Neutrophils (%) 9-97 2-80 10-75
Eosinophils (%) 2 2 ¥ 3-13
- CSF protein (mg/di) 25-165__ . 30 44-561"
. Brain biopsy (Leno hs X ‘Diss. necrotiz. 5 Not done Normal
Aﬁ@%ﬂcmpﬁabpﬂhy
Eye e
Protruding eye balls + - +
Bilateral pupillocdema + + vr
Uveitis + - -
Blepharitis, conjunctivitis - . - . +
Visual defect At age 10 ycars . =
Strabismus - - +
Skin
Maculopapular rash + + +
Pruritus - + -
Joinis
Recurrent arthritis Foor Elbow Knees
Knees Knees
Elbow
Wrists
Abriormal X-ruy pictere Sweiling Swelling. ostcoporosis, metaphysal  Swelling, osteoporusis, mectaphysal
abnormality, irregular bone enlargement, cpiphyseal enlarge-
texture ment, irregular bone texture
Lymph nodes
Adenomcegaly + + : ++ (axillary, inguinally)
Liver-spleen
Hepatosplenomegaly b + (+)
Blood
" -. Haemoglobin (g/dl) 7.7-11.5 8.3-11.1 . 88115
Leukocytes per ul * 760021000 T 7200-26100 15700-38000
Lymphocytes (%) | 2% 17-55 s21
Scdimentation rate (1st k) 2785 17-55 65-87
Scrum iron (ug/dl) 1027 T 8-15 2
Scrum IgG (mg/di) 2120-3018 . 1250-1505 . 10871222
1gA (mg/a1) 293404 63-238 ' 234382
1gM (mg/d1) : 85-118 . . R5-25% 289-352
Lymphotoxin/lnterferon Not done . Notdonc Impaired

production




Fig. L. a Patient aged 4% vears (Photograph by Dr. J. Bauer, GieBen). b Radiograph of the right

knce of patient T.S. aged 4¥2 years showing ad
cpiphyses, periosteal reaction and widening of t
noted also. (Radiograph by Prof. Dr. W. Schust

nisone (2.5-5 mg daily). which relicved
the prurinis. |

Examination of the blood lympho-
¢ytes at the ages of 6 months and 2 ycars
revealed a partial T-cell defect with a
diminished number of T-cells (131024
pl) and a4 weak response to the leetines
PHA and ConA compured to controls.
Production of lymphotoxia and inter-
feron was impaired. ie. there was a
weak reaction to PHA und PWAIL. and

vanced punctate patellar ossification, enlarged
he femoral metaphyses, Marked 0s1copOorosis is
cr, GieBcn)

no rcaction to ConA (Prof. Dr. Rudolf
Eife, Munich).

A lymph node biopsy (November 11,
1982) revealed acute Iymphadecnitis with
particular lymph follicle hyperplasia and
very lile Tcell activation (Prof. Dr.
A.Schulz, Gicssen).

A skin biopsy (November 19, 1932)
showed vasculitis. stroma oedema and
marked cosinophilia (Prof. Dr. A. Schulz.
Gicssen).
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A brain biopsy (August 18, 1983) —

to rulc out any subacute enccphalopathy .

as this was scen in patient U.B. at autopsy
= taken from the frontal lobe revealed
no abnormality by light and clectron
microscopic examination (Prof. Dr. Peter
W.Lampert, La Jolla/Calif.) This biopsy
was done simultaneously with 2 ven-
triculo-peritoncal shunt operation 1o re-
lieve any possible symptoms of increas-
ing hydrocephalus.

AL 10 time were viral or bacierial or-
ganisms isolated from blood, cerebrospi-
nal fluid or biopsicd tissues. All tests for
Treponema paliida were negatve.

Discussion

The main findings of our three cases are
summarized in Table ¥~ These findings
are almost identical, indicating 2 chronic
inflammatory process from birth involv-
ing many systems, but in particular the
skin, the brain including the eyes, the
joints with metaphyseal and cpiphyseal
abnormality and lymph nodes. I abora-
tory values are typical of chronic inflam-
mation. :

As pointed out by Yarom et al. 9]
this new inflammatory syndrome should
clearly be distinguished from Juvenile
rhcumatoid arthritis. The prognosis of
this disease is grave as two of our three

- patients have died at the ages of 12 and

6 years.

The neonatal onset suggests a pre-
natal infection. Though up to now no in-
fectious particles have been detected in
brain or in lymphatic tissue, even by
clectron microscopy, the scarch should
80 on; c.g. a tick-borne spirochetosis
sheuld always be looked for as maternal.
fetal transmission of the Lymc discase
Borrelia has been reported [8]-
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Note added in proof

As sugpested by Dr. J. Bauer. Children’s University Hospital GicBen. scrum and cercbrospinal fluid of paticnt. mother and futher were cxamined
for antibodics sgainst Ixodes-ricinus-Borrelia (burpdorfcri) anti ca at the virus laboratory of Prol.Dr. R. Ackermann Universitits-Nervenklinil

Cologne: Elevated 15G titcrs (ELISA: 480, 370_ 330 units) were found re atedly in the patient’s serum. The titres dropped (150, 160, 1KS umits)
MET T weeks o spinal (luid. however, were not elevaied (1:2). The mother (ssymptomatic)
the father was negutive (< 100),

The family has always lived in Hesse (ncar Giessen) ncac the Jarge wooded arcas (Marburg-Biedenkopf) where 2 45 year old female with
(B. Ixodes ricinus) Lyme disease was recenily described (Gocebdel et al., Inn. Med. 12, 209, 1985). The paticnt was born in March (1hus conceived
and in early embryonic development the previous summer), Thus. it cannot be ruled out. that our paticnt developed this specific syndrome us o
sclf-propagating inflammutory host response after 1n intrauterine infection with Lyme discase spirochactes.
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