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Idiopathic thrombocytopenic purpura (ITP) is a disorder characterized by increased plate-
let destruction in the setting of normal megakaryopoiesis. Approximately 20% of patients
with ITP are refractory to corticosteroids and splenectomy. Recently, pulse high-dose
dexamethasone was reported to be effective in the treatment of chronic ITP in adult
patients. We treated 9 patients with severe chronic ITP with monthly high-dose dexa-
methasone. None of the 9 patients responded with a sustained increase in platelet count.
Five of these patients were unable to tolerate the regimen. The failure of high-dose
dexamethasone in our hands contrasts with the good results of an earlier publication and
suggests that there could be a subset of responders who will require better identification.
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INTRODUCTION

Idiopathic thrombocytopenic purpura (ITP) is a disor-
der characterized by increased destruction of autoanti-
body-sensitized platelets, in the setting of normal mega-
karyopoeisis [1]. Clinical manifestations of ITP are due
to the resulting thrombocytopenia and often reflect the
degree of thrombocytopenia. Patients with mild to mod-
erate ITP (platelet count from 50–150 × 109/l) usually
have no bleeding symptoms, while those with severe
thrombocytopenia (platelets count <50 × 109/l) may ex-
perience mucosal bleeding, cutaneous purpura, or, rarely,
life-threatening hemorrhage [2]. Treatment of ITP is usu-
ally reserved for those patients with severe thrombocy-
topenia or evidence of hemostatic dysfunction, such as
petechiae or mucosal bleeding.

Corticosteroids, the first line of therapy in ITP, im-
prove the platelet count in 70–80% of patients. Unfortu-
nately, the majority of patients relapse when corticoste-
roids are withdrawn [3]. Patients who fail corticosteroids
usually go on to have a splenectomy, a procedure that
results in a rise in platelet count to safe levels in most ITP
patients [4]. Twenty percent of ITP patients remain re-
fractory to corticosteroids and splenectomy, and require
more aggressive medical treatment. The choice of
therapy for refractory patients is often a clinical dilemma,
because each regimen has drawbacks such as unaccept-

able side effects [5]. Regimens include intermittent
IVIgG [6], anti-rhesus globulin [7], immunosuppression
with cyclophosphamide [8] or azathioprine [9], danazol
[10], vinca alkaloids [11], and combination chemo-
therapy [12].

Recently, pulse high-dose dexamethasone was re-
ported to be effective and well-tolerated in adult patients
treated for refractory chronic ITP [13]. The regimen con-
sisted of six monthly cycles of dexamethasone (40 mg),
taken orally. Of 10 patients treated in this study, all re-
sponded with a sustained complete remission for the du-
ration of follow-up, which ranged from 6–12 months. We
used this therapy in 9 patients with refractory ITP. It was
not successful in any of them.

PATIENTS AND METHODS

Selection of Patients

Six patients with chronic ITP were enrolled in the
study from our outpatient hematology clinic. This was a
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prospective study investigating the usefulness of high-
dose pulse dexamethasone. The study was approved by
our ethics committee. The failure of the treatment in all
entrants led to premature closure of the study. The diag-
nosis of ITP was based on the presence of thrombocyto-
penia, with normal bone-marrow megakaryocytes, the
absence of splenomegally, and the absence of other
causes of thrombocytopenia, such as systemic lupus ery-
thematosus (SLE), lymphoproliferative diseases, or HIV.
Three patients, who had received pulse high-dose dexa-
methasone in other centers, and who were subsequently
referred to our outpatient clinic for management of
chronic ITP, were included in the analysis. The diagnosis
of ITP in these patients was based on the same criteria
used in the selection of patients from our clinic. Infor-
mation concerning their response to treatment and sec-
ondary effects was obtained from the original treating
physician.

Treatment Regimen

The regimen consisted of 40 mg of oral dexametha-
sone given daily for 4 days at the beginning of each
28-day cycle [13]. Patients were seen 2 weeks after each
cycle to assess their response and secondary effects. Six
patients were already receiving treatment for severe
thrombocytopenia (platelet count <20 × 109/l) or for
bleeding symptoms at the time of enrollment in the study.
Concurrent treatments included prednisone, azathioprine,
or intermittent IVIgG. During the study, none of the al-
ternate treatments could be discontinued because of se-
vere thrombocytopenia or ongoing bleeding symptoms.
Patients were informed of potential side effects of dexa-
methasone including central nervous system effects, such
as insomnia, anxiety, and dysphoria, and gastrointestinal
symptoms such as bloating, heartburn, and weight gain.
Written consent was obtained from all patients, and they
were instructed to contact the outpatient department if
they experienced unpleasant symptoms.

RESULTS

All patients fulfilled the criteria for the diagnosis of
ITP.

Response to Therapy

Nine patients with chronic idiopathic thrombocytope-
nic purpura were treated with pulse high-dose dexameth-
asone. Their clinical characteristics are summarized in
Table I. None showed a significant sustained increase in
platelet count in response to dexamethasone. The mean
platelet count (± SD) before and after completion of
therapy was 12.9 × 109/l (± 12.3 × 109/l) and 10.7 × 109/l
(± 7.5 × 109/l), respectively. Five patients (patients 1–4,
7, and 8) responded to at least one cycle of dexametha-
sone, with an increase in platelet count to >50 × 109/l. In

each of these patients, however, the platelet count fell
back to baseline level or below, 7–10 days after com-
pleting a dexamethasone pulse. Patients 5, 6, and 9 had
no response (platelet count <20 × 109/l) to pulses of
dexamethasone. There was no difference in response be-
tween patients who had previously had a splenectomy
and those who had not. Four of the 9 patients developed
complications and required additional treatment to raise
their platelet count rapidly during dexamethasone treat-
ment. Patient 8 developed vaginal bleeding, with a plate-
let count of 2 × 109/l. Patients 3, 5, and 6 were treated
with IVIgG for severe thrombocytopenia and petechiae.

Secondary Effects

Six of 9 patients received fewer than six cycles of
pulse dexamethasone. Dexamethasone was discontinued
in patient 7 when she developed bleeding complications.
In the other 5 patients, the decision to stop, pulse dexa-
methasone was based upon intolerance and lack of clini-
cal response. The 5 patients were unable to continue on
dexamethasone because of central nervous system side
effects including insomnia, anxiety, and dysphoria. Other
complaints included gastrointestinal symptoms (bloating
and vomiting), alopecia, and vaginal yeast infections.
Three patients completed all six cycles of therapy with
minimal secondary effects. All side effects attributed to
dexamethasone resolved after cessation of therapy.

Outcome of Patients

The outcomes of the patients in our series are summa-
rized in Table II. One patient (patient 1) in our series died

TABLE I. Patient Characteristics

Patient
(no.),
age/sex

Duration of
disease
(years)

Previous
therapies

Concurrent
therapy

(1) 46/F 21 Prednisone, splenectomy,
vincristine, IVIgG, CHOP,
cyclophosphamide

Nil

(2) 34/F 4 Prednisone Prednisone
(3) 20/F 5 Predisone, IVIgG, anti-D,

splenectomy, azathioprine
IVIgG

(4) 53/M 6 Prednisone, splenectomy,
azathioprine, vincristine,
danazol

Azathioprine

(5) 25/F 5 Prednisone, splenectomy,
IVIgG, vincristine,
danazol

IVIgG

(6) 28/F 23 Prednisone, IVIgG Nil
(7) 66/F 7 Prednisone Prednisone
(8) 42/F 0.75 Prednisone Prednisone
(9) 77/F 11 Prednisone, splenic

irradiation, splenectomy,
vincristine, vitamin C,
danazol,
cyclophosphamide, anti-D,
IVIgG

Nil
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of bleeding complications, 9 months after failing the
dexamethasone treatment. Patient 4 suffered a right fron-
tal hemorrhage 3 months following treatment, and was
subsequently treated with cyclophosphamide and cyclo-
sporine with a modest response. Each of the other 7
patients has remained a difficult management problem.
Three patients had splenectomies after failing high-dose
dexamethasone. All 3 responded initially to splenectomy,
with elevations in their platelet counts to >100 × 109/l.
Unfortunately, only 1 of the 3 patients has maintained a
partial remission postsplenectomy. Two patients relapsed
within weeks of splenectomy and have been treated with
cyclophosphamide or danazol. Patient 9 developed mul-
tiple complications including gastrointestinal bleeding
and cellulitis. Two patients receive intermittent IVIgG to
maintain acceptable platelet counts, and one continues on
alternate-day prednisone.

DISCUSSION

The decision to treat chronic ITP depends on the de-
gree of thrombocytopenia as well as the presence of a
hemostatic defect [2]. The choice of treatment regimen is
based on the expected clinical response, balanced against
potentially harmful secondary effects. Pulse high-dose
dexamethasone was recently reported to be effective in a
small series of patients with chronic refractory ITP [13].
We evaluated this regimen in 9 patients with this disor-
der. All 9 patients had clinically severe ITP, character-
ized by marked thrombocytopenia and the presence of
bleeding symptoms. The patients had failed a mean of
four treatment regimens before this study, including 5
patients who had already failed splenectomy. Unfortu-
nately, in response to pulse dexamethasone, none of the
9 patients had a sustained increase in their platelet count.
Four patients required additional treatment for severe
thrombocytopenia during dexamethasone therapy, and 6
did not complete the six cycles of treatment because of
poor tolerance.

The poor response to pulse high-dose dexamethasone
in this series contrasts with the results reported previ-
ously using this regimen [13]. This disparity may be
partially explained by the selection of patients for this
study. For example, the mean duration of illness for pa-
tients in our series (9 years) was over twice as long as the
mean duration of illness for patients reported by
Andersen [13] (4 years). Patients with a more prolonged
disease course and multiple exposures to corticosteroids
may be less sensitive to dexamethasone. Three of our
patients had no response to dexamethasone, suggesting
they were refractory to corticosteroids. An additional ex-
planation may be that many of the patients in this series
did not receive the full six cycles of dexamethasone.
However, it seems unlikely that the patients in whom
therapy was discontinued would have responded eventu-
ally, as none had shown an increase in platelet count after
3–4 cycles of dexamethasone. Lastly, 6 of our patients
were receiving concurrent therapy during the period of
study and this may have affected their response to dexa-
methasone. Alternatively, the need for concurrent
therapy may simply reflect severe disease in our patients,
making them less likely to respond to any treatment.

To date, reports on the use of high-dose dexametha-
sone have appeared only in abstract form. Young et al.
[14] treated 10 adults with chronic ITP with pulse high-
dose dexamethasone and observed only one sustained
complete response. Four patients in their series were un-
able to complete six cycles of dexamethasone because of
poor tolerance. The best results were observed in pedi-
atric patients. Out of a total of 28 patients, 9 responded
with persistently elevated platelet counts for periods of
up to 1 year [15,16]. However, pediatric patients are
more likely to have spontaneous remission of ITP than
adults.

In summary, we report the failure of pulse high-dose
dexamethasone in the treatment of 9 adults with chronic
ITP. We observed no difference in response to dexameth-
asone between those patients who had previously had a
splenectomy and those who had not. Consequently, our
data suggest that splenectomy should not be delayed in
order to assess the response to this treatment. The poor
response to dexamethasone observed in this series may
have been due to the selection of patients with long-
standing, severe disease, which in some cases was re-
fractory to corticosteroids. There may be a subgroup of
patients with ITP who are sensitive to pulse dexametha-
sone. Further characterization of patients’ response to
this regimen may allow better definition of this subgroup.
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TABLE II. Clinical Outcome of Patients
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(no.),
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Platelet
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therapy
(× 109/l)

No. of
cycles

completed

Platelet
count
after
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