L ettersto the Editor

Adalimumab (anti-TNF-alpha)
therapy to improvetheclinical
cour se of adult-onset Still’s
disease: thefirst casereport

Sirs,

Adult-onset Still’s disease (AOSD) isasys
temic inflammatory disorder of unknown
etiology which affects young adults during
the second or third decade of life, either asa
primary disease or as arelapse of childhood
Still’s disease (1). Clinical features are char-
acterized by initial pharyngitis, with pro-
longed fever, polyarthritis and macul opapu-
lar rash; moreover, liver and pericardium in-
volvement are commonly observed (2). Bio-
logical data show anincreasein all inflam-
matory proteins and leukocytosis (usually >
20,000 cellssmm3). The poor prognosis of
AOSD isdueto its slow evolution, frequent
relapses and serious complications such as
thrombotic thrombocytopenic purpura (3)
and amyloidosis (4). The levels of tumor
necrosis factor (TNF-a) and IL6 and other
inflammatory markers (C-reactive protein,
Ferritin) increase dramatically in patients
with AOSD. TNF-a seemsto play arolein
the pathogenesis of AOSD and therefore
some anti-TNF-a drugs, such as infliximab
(5) and etanercept (6) have been used with
success in the treatment of AOSD. There-
fore, we tested adalimumab, a fully human
anti-TNF-a therapy, in a case of refractory
AOSD.

A 48 year-old non-smoking, non-drinking
woman with regular menstrual cycles was
referred with high fever and with flu char-
acteristics in December 1999. Remote an-
amnesis did not show relevant pathologies.
She showed clinical improvement after ten
days. A second episode of high fever (38-
39.5°C) started on 4th January, reaching a
maximum of 40.2°C in a couple of days. In
thefollowing week the symptoms worsened
with appearance of pain, swollen wrist
joints and metacarpal phal anges with subse-
guent engagement of the knees, ankles and
shoulders. The fever persisted intermittent-
ly so cetriaxone lg/day and antipyretic
drugs were prescribed by her doctor.

On 22" January 2000 the patient was ad-
mitted to hospital due to the persistence of
her symptoms. The results of the tests were:
ESR 123 mm/h, CRP8.5 mg/dl, leucocytes
18.750 mm?, (N 78%, L12%, M 6%, B 0%,
and E 4%), platelets 578,000 mm/3, ferritin
980 ng, LDH 678 Ul/L, Rheumatoid factor
and autoantibodies (ANA, ENA, DNA) ne-
gative. The thorax and abdomen CT show-
ed dlight splenomegaly (diameter 13 cm),
but no lymphoadenopathy. X-rays of the
segment joints showed osteoporosis in the
iuxtarticular areawith reduction of the joint
spaces of the right hand carpal. During a
febrile episode (39.6°C) evanescent intense
rose-coloured lesions appeared on the fore-
arms. AOSD was established according to

Yamaguchi criteria (7). She started therapy
with prednisone 50 mg/day with good re-
sponse in respect of pain, but fever persist-
ed irregularly, reaching a maximum of 38°
C. Due to the persistence of symptoms she
started therapy in March 2000 with 6 cycles
of methylprednisolone 2 g + cyclophospha-
mide 1 g/day for 3 days/one month. Reduc-
tion of the inflammation parameters (ESR
32 mm/h CRP 1.2 mg dI), ferritin 201 ng
and number of leucocytes (10.300 mm?)
was observed. Moreover, the painful symp-
toms and fever disappeared.

In January 2001 tests showed: ESR 16 mm/
h, ferritin 32 ng, leucocytes 6.700 mm3. The
therapy with methylprednisolone was re-
duced to 4 mg/day. In March 2003 fever
(39.4°C) at night and painful symptoms ap-
peared again. Tests showed: ESR 84 mm/h,
CPR 7.6 mg/dl, ferritin 658 ng, leucocytes
15,800 mm?e. She started therapy with meth-
ylprednisolone 32 mg/day and methotrexate
10 mg/week up to 15 mg/week in May
2003. In June 2003 sinovitis of the right
wrist and fever (37.4°C) persisted. Tests
showed: ESR 46mm/h, CRP 4.15 mg/dl,
ferritin 424ng, leucoytes 13.600 mm3. It
was also possible to measure the serum cir -
culating levels of cytokines by QUAN-
TIKINE Human TNF-a and Human IL6
Immunoassay (RD Systems): TNF-a 22.6
pg/ml (v.n < 15.6 pg/ml) and IL-6 38.5
pa/ml (v.n <12.5 pg/ml). When methylpred-
nisolone therapy was reduced to 16 mg/day
a cutaneous rash appeared. Therefore the
patient started additional therapy with adal -
imumab 40 mg/2 weeks. A rapid improve-
ment in her symptoms with no more fever
or sinovitis of the right wrist was observed.
In September 2003 tests showed: ESR 13
mm?3, leucocytes 7.100 mn#, CRPnegative,
TNF-a <15.6 pg/ml and IL-6 < 12.5 pg/ml.
We reduced methylprednisolone therapy to
8 mg/day and methotrexate therapy to 10
mg/week. In October 2003 tests showed:
ESR 11lmm/h, ferritin 28 ng, leucocytes
6,700 mm3, CRP negative, TNF-a <15.6
pg/ml and IL-6 <12.5 pg/ml. In January
2004 methotrexate therapy was stopped.
Complete remission was noted in March
2004. The patient then took only methyl-
prednisolone 4 mg/ day and adalimumab 40
mg/2 weeks. From September 2004 the pa-
tient has taken only adalimumab with good
control of clinical symptoms up to now.
AOSD first line treatment includes non
steroidal anti-inflammatory drugs and corti-
costeroids but in refractory cases, or when a
high dose of corticosteroids is unaccepta-
ble, additional immunosuppressive therapy
has been used (8-9). A recent study showed
the efficacy of infliximab (5) and etanercept
(6) anti-TNF-a therapy in AOSD refractory
to conventional therapy. Recent papers
showed a good prognosis aso in a series of
cases (10). The pivotd role of anti-TNF-a
therapy has been shown in apaper underlin-
ing the role of some cytokines such as TNF-
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a and IL-6 showing high circulating levels
in peripheral blood (11). Also our patient
showed high serum cytokine levels during
the AOSD relapse, decreasing to normal
range after 2 months of adalimumab thera-
py. To the best of our knowledge thisis the
first case report of AOSD treated with adal-
imumab therapy. Because of thelong life of
adalimumab, very good control over the
serum circulating cytokine levels is ex-
pected, leading to the complete remission
of symptoms. Although further studies con-
firming the long-term efficacy and safety of
Adalimumab therapy in a larger number of
patients are needed and although all anti-
TNF-a agents can be used in the treatment
of AOSD refractory to conventiona thera-
py, the use of Adalimumab could be recom-
mended for its better compliance.

M. BENUCCI*, MD
F. LI GoBBI*, MD
A. DEL ROSS0? MD
M. MANFREDI?, BD

Section of Rheumatology and 2Unit of Immu-
nology and Allergology, Nuovo Ospedal e di
S Giovanni di Dio, ASL10, Florence;
2Division of Rheumatology, Department of
Internal Medicine, University of Florence,
Florence, Italy.

Address correspondence to: Maurizio Benucci,
MD, Section of Rheumatology, Nuovo Ospedale
SGiovanni di Dio, Viadi Torregalli 3, 50143
Florence, Italy.

E-mail: maubenucci @tiscali.it maurizio.benuc-
i @asf.toscana.it

References

1. OHTA A YAMAGUCHI M, KANEOKA H, NA-
GAYOSHI T, HIIDA M: Adult Still’s disease: Re-
view of 228 cases from literature. J Rheumatol
1987; 14: 1139-46.

2. AKRITIDIS N, SAKKAS LI: Adult-onset Still’s dis

ease. 16 cases. Press Med 1995; 24: 1207-8.

. DIAMOND JR: Hemolytic uremic syndrome/throm-
botic thrombocytopenic purpura complicating adult
Still’s disease : Remission induced with intravenous
immunoglobulin G. J Nephrol 1997; 18: 626-37.

4. VIGNES S, WECHSLER B, PIETTE JC: La maladie
de Still: Rv Med Interne 1997; 18: 626-37.

. CAVAGNA L, CAPORALI R, EPIS O, BOBBIO-
PALLAVICINI F, MONTECUCCO C: Infliximab in
the treatment of adult Still’s disease refractory to
conventional therapy. Clin Exp Rheumatol 2001; 19:
329-32.

6. HUSNI ME, MAIER AL, MEASE PJ: Etanercept in
the treatment of adult patients with Still’s disease.
Arthritis Rheum 2002; 46: 1171-6.

7. YAMAGUCHI M, OHTA A, THUNEMATSU T: Pre-
liminary criteriafor classification of adult Still’ sdis-
ease. J Rheumatol 1992; 19: 424-30.

8. POUCHOT J, SAMPALIS JS, BEAUDET F: Adult
Still’ s disease: part . Manifestations, disease course
and outcome in 62 patients.Medicine1991;70:118-36.

9. MASSON C, LE LOET X, LIOTE F: Comparative
study of 6 types of criteriain adult Still’s disease. J
Rheumatol 1996; 23: 495-7.

10. DECHANT C, SCHAUENBBERG P, ANTONI CE,
KRAETSCH HG, KALDEN JR, MANGER B: Long-
term outcome of TNF blockade in adult-onset Still’s
disease. Dtsch Med Wochenschr 2004; 129: 1308-12.

11. CHOI JH, SUH CH, LEEYM, SUH YJ LEE SK, KIM
SS, NAHM DH: Serum cytokine profiles in patients
with adult Still’s disease. J Rheumatol 2003; 11:
2422-7.

w

[$2]



