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Abstract

Aim: We evaluated the clinical feature and the responses to
treatments in patients diagnosed and/or followed as chronic
immune thrombocytopenic purpura.

Method: Medical charts of 150 patients diagnosed and/or followed
as immune thrombocytopenic purpura at Ondokuz Mayis Medical
Faculty between 2003 and 2011 were analyzed retrospectively. As
first-line treatments, steroids-based treatment and intravenous
immunoglobulin were used as medical therapy. In patients,
who had no response to first and second courses treatments,
splenectomy, danazole, rituximab and other immunosuppresive
drug were performed.

Results: The median follow-up of 150 patients was 15 months
(range 2-83 months). Thrombocytopenia was incidentally detected
in 51 (34%) of the cases. During the study period, 21 (14%) the
patients were followed up without treatment. First line medical
therapy were given to 129 (86%) patients. Of them, complete
response were seen in 93 (72%) patients, partial response in 14
(11%) patients and none response in 22 (17%) patients. There was
no significant benefit of high dose steroid therapy over the standard
dose therapy (p=0.59). Of the 107 patients who had response to
the treatment, relapse were observed in 48 (45%) within 2,5 years.
Of 40 patients, there were complete response in 15 (38%) patients,
partial response in 9 (22%) patients and none response in 16 (40%)
patients. Splenectomy was performed in 38 patients. Of the 48
patients, complete response was achieved in 32 (84%) patients,
partial response in 2 (%5) patients and none response in 4 (16%)
patients. Relapse was observed in 12 (35%) patients.

Conclusion: This study showed that steroids-based treatment
and splenectomy are very effective treatment in immune
thrombocytopenic purpura patients. Only 13 (8.6%) patients in our
study needed further treatment.
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Oz

Amacg: Kronik immun trombositopenik purpura tanisi konan ve/veya
izlenen hastalarin klinik &zellikleri ve tedavi yanitlari degerlendirdik.
Yontem: Ondokuz Mayis Tip Fakultesi'nde 2003-2011 yillari arasinda
immun trombositopenik purpura tanisi konan ve/veya takibi yapilan
150 hastanin tibbi kayitlari geriyeddntk incelendi. Birinci basamak
tedavi olarak steroid bazli tedavi ve intravendz immunglobulin
kullanildi. Birinci ve ikinci basamak tedavilerine cevap vermeyen
hastalara splenektomi danazol, rituksimab ve diger immunsupresif
ilaglar uygulandi.

Bulgular: 150 hastanin ortanca takip sdresi 15 ay (aralik 2-83 ay)
idi. Olgularin 51'inde (%34) trombositopeni tesadifen saptanmisti.
Galisma suresi boyunca 21 (%14) hasta tedavisiz takip edildi. 129
hastaya (%86) birinci basamak tibbi tedavi verildi. Bunlardan 93'Unde
(%72) tam yanit, 14'Unde (%11) kismi yanit ve 22 (%17) hastada
herhangi bir yanit gérilmedi. Yiksek doz steroid tedavisinin standart
doz tedavisine goére anlamli bir faydasi yoktu (p=0,59). Tedaviye yanit
veren 107 hastanin 2,5'inde 48 (%45) niks gorildd. 40 hastanin
15'inde (%38) tam yanit, 9'unda (%22) kismi yanit ve 16'sinda (%40)
yanit goértlmedi. 38 hastaya splenektomi uygulandi. 48 hastadan
32'sinde (%84) tam yanit, 2'sinde (%5) kismi yanit ve 4'Unde (%16)
yanit gortlmedi elde edildi. On iki hastada (%35) niks gorulda.
Sonug: Bu calisma immun trombositopenik purpura hastalarinda
steroid bazli tedavi ve splenektominin ¢ok etkili bir tedavi oldugunu
gostermistir. Calismamizda sadece 13 (%8,6) hasta daha ileri tedaviye
ihtiya¢ duydu.
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INTRODUCTION

Immune thrombocytopenic purpura (ITP) is an acquired and
autoimmune disease characterized by low platelet count
and generally mucocutaneous bleedings, which is diagnosed
with the exclusion of the other causes of thrombocytopenia.
ITP is classified as acute and chronic according to duration of
thrombocytopenia. Acute form usually seen in children, which
most often resolves spontaneously or after a short course of
steroids. Chronic ITP, which occurs frequently in adults, is
defined as a low platelet count which persists more than 3
months. In adults, the annual incidence of ITP is 5/100,000. It is
commonly seen between 30-40 ages. In the physiopathology
of the disease, the recognition of the antibody-coated
platelets binding the macrophages of reticuloendothelial
system through Fc receptors, primarily in the spleen, and their
removal by phagocytosis plays a role.'® Steroids, intravenous
immunoglobulin (IVIg) and anti-D therapies are generally
considered asfirst-line therapy in patients with ITP.The patients
who fail to respond to those therapies undergo splenectomy.
For the patients who don't respond or are not eligible for those
therapies, although rituximab and thrombopoietin receptor
agonists (TPO-RAs) have been usually preferred nowadays,
immunosuppressive therapy and/or danazole are the other
treatment alternatives.®4

In this study, we retrospectively evaluated the initial clinical
features, the therapeutic response and the clinical course in
150 patients with chronic ITP at our center.

MATERIAL AND METHOD

In this study, we retrospectively reviewed the medical charts
of 150 patients diagnosed and/or followed as ITP at Ondokuz
Mayis Medical Faculty, Department of Internal Diseases,
Division of Hematology between 2003 and 2011. All patients
had chronic ITP, which was defined as a platelet count
<150,000/mm? that had been present for at least 3 months
with no clinical or laboratory findings that could account for
it. In addition to a detailed physical examination and drug
history, the whole blood count, evaluation of the stained
peripheral blood smear, biochemical profile, routine tests of
hemostasis, serological tests for HIV and hepatitis B (HBV) and
C (HQV) viruses, and antinuclear antibody (ANA) and anti-
double-stranded DNA (anti-ds-DNA) for collagen vascular
diseases were studied.

Treatment was given to patients with a platelet count below
30,000/mm? and/or bleeding. As first-line treatments, steroids
based treatment including standard dose steroids (SDS) (1
mg/kg/day), high dose steroids (HDS) (30 mg/kg/day steroids
for 3 days) or high dose dexametazon (HDD) (40 mg for 4
days), intravenous immunoglobulin (IVIg)(1gr/kg for 2 days) or
combination treatments (HDS followed by SDS or IVig + SDS)
were used as medical therapy. A second course of steroids
treatment was given to relapsed patients. When platelet count
>150,000/mm? was reached, steroids was gradually tapered

off within several weeks. For patients who were refractory
to first-line treatment or for relapsed patients who had no
response to a second course steroids treatment, splenectomy
was as second- or third-line therapy. Immunosuppressive
therapy (azathioprine and cyclosporine) and/or danazole
were given to patients refractory to splenectomy and steroids
based treatment. During the study period, TPO-RAs were
not available in our country and rituximab was used for the
treatment of 2 patients in the last 2 years of the study. Post-
treatment response was considered as complete response
(CR) with a platelet count 150,000/mm? lasting >4 weeks,
partial response (PR) with a platelet count of 50,000-150,000/
mm? lasting =4 weeks and no response (NR) with a platelet
count <50,000/mm?3.

Data obtained in the study were evaluated by using SPSS
15.0 software for statistical analysis. Mann-Whitney U and Chi
square tests were used for the statistical difference and the
statistical significance level was considered as p<0.05.

This manuscript derived form Dr Sengl Aksakal's doctorate
thesis 2011/ 281701 Ondokuz Mayis University School of
Medicine Internal Medicine

RESULTS

Twenty-five of 150 patients had diagnosed with ITP in another
health center, but their treatments and clinical follow-ups
were done in our center. Of 150 patients with ITP, 108 (72%)
were female and 42 (28%) male. The mean age was 44+18
years (range 18-91). At the time of admission, 92 (61.3%)
patients had cutaneous bleeding, 22 (14.7%) patients gingival
bleeding, 10 (6.7%) patients had epistaxis and 6 (4%) patients
had vaginal bleeding. In the follow-ups, hematuria was seen
in 2 (1.3%) patients, upper gastrointestinal tract bleeding in
2 (1.3%) patients, and intracranial hemorrhage in 2 (1.3%)
patients. Fifty-one (34%) patients had no sign and symptom
of bleeding. Two (1.3%) patients had leucopenia (<4x109/I).
Fifty-six (49 female and 7 male) (37.3%) patients had anemia.
All anemic patients had iron deficiency anemia. ANA and
anti-ds-DNA was determined in 84 (56%) patients. ANA was
positive in 16 patients. No patient had positive for anti-ds-
DNA. HBV surface antigen was positive in 2 patients who were
carrier. Anti-HCV was positive in 2 patients, but PCR HCV RNA
was negative in both.

The median follow-up of all 150 ITP patients was 15 months
(2 months-83 months). In 36 (24%) patients, there was no
therapeutic indication at the diagnosis. During followed-
up, only 21 patients did not receive any treatment because
they had a platelet count above 30,000/mm?3, and no signs
and symptoms of bleeding. One hundred-twenty-nine were
received medical treatment (Table 1). CRwere seenin 93 (72%)
patients, PR in 14 (11%) patients and NR 22 (17%) patients.
High dose steroids therapy had no significant benefit over
the standard dose therapy (p=0.59). There was no statistically
difference between male and female individuals in terms of
response to first-line therapy (p=0.42).
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Table 1. The first-line treatment modalities and response to therapy in ITP
patients

woy MR RS e e
SDS 68 (52.7%) 49 (72%) 6 (8.8%) 13 (19.2%)
HDS 17 (13.2%) 13 (76%) 1(5.8%) 3 (18.2%)
IVlg 7 (5.4%) 5(71%) 2 (29%) =

HDT 4 (3.1%) 4 (100%) 0 (0.0%) -

HDS+SDS 21 (16.3%) 14 (66.6%) 3 (14.2%) 4(19.2%)
IVlg+SDS 12 (9.3%) 8 (66.6%) 2 (16.6%) 2 (16.6%)
Total 129 (100%) 93 (72.1%) 14 (10.8%) 22 (17.1%)

SDS: standard dose steroids, HDS: high dose steroids, IVIg: intravenous immunoglobulin, HDD; high
dose dexametazon

Of the 107 patients who had response to the first line
treatment, relapse were observed in 48 (45%) patients in 2.5
years. Twenty-seven (56%) patients had relapse in one year.
Of them eight patients had platelet counts >30,000/mm?3
and no signs and symptoms of bleeding, and was followed
up without treatment. A second course of medical treatment
was given to 40 relapsed patients. Of them, CR was seen in
15 (38%) patients, PR in 9 (22%) patients and NR in 16 (40%)
patients (Table 2).

Table 2. The second course medical treatments and response to therapy in

ITP patients relapsing after the first-line treatments

e
SDS 26 (65%) 10 (38.5%) 5(19.2%) 11 (42.3%)
HDS 4 (10%) = 2 (50%) 2 (50%)
IVlg 1(2.5%) = 1 (100%) =
HDD 3 (7.5%) 1(33.4%) = 2 (66.6%)
HDD+SDS 3 (7.5%) 2 (66.6%) 1(33.4%) =
IVlg+SDS 3(7.5%) 2 (66.6%) = 1(33.4%)
Total 40 (100%) 15 (38%) 9 (22%) 16 (40%)

SDS: standard dose steroids, HDS: high dose steroids, IVIg: intravenous immunoglobulin, HDD; high
dose dexametazon

Splenectomy was undertaken in 38 patients. In 22 patients
splenectomy was performed as the second-line therapy and
in 16 as third-line therapy. CR was achieved in 32 (84.1%)
patients, PR in 2 (%5.3) patients and NR in 4 (%10.6) patients.
Relapse was observed in 12 (35.3%) patients of 34 patients
responding to splenectomy. Of 12 patients, 2 patients had
achieved CR after steroids treatment and 1 patient was
followed up without treatment because this patient had
platelet count >30,000/mm?, and no signs and symptoms of
bleeding.

Despite therapies including splenectomy, steroids and IVig,
severe thrombocytopenia persisted in 13 patients. Eleven of
13 patients received azathioprine and remaining 2 patients
take cyclosporine. Response to azathioprine treatment was

seen in 6 patients. Three of those 6 patients had platelet count
>100,000/mm?3, platelet count >50,000/mm?3in 1 patient and
platelet counts >30,000/mm?3 in 2 patients. Two of 5 patients,
who had no response to azathioprine, achieved PR after
cyclosporine plus danazole treatment and other one patient
had platelet count >30,000/mm? after rituximab treatment.
The other 2 patients died from intracranial bleeding.

DISCUSSION

Immune thrombocytopenia is an autoimmune hematological
disorder characterized by persistently low circulating platelets
due peripheral causes. Although the etiopathogenesis of
ITP is not known clearly, it is mostly recognized that the low
platelet count observed in ITP patients is due to disregulation
between platelet production and destruction. As the disease
affects platelets, the main complaints of patients are bleeding
and complications related to bleeding. Therefore, it is very
important for patients to be diagnosed quickly and to start
treatment early.

At the time of diagnosis, most of ITP patient has bleeding.
57 Platelet counts of patients newly diagnosed with ITP are
an important indicator of bleeding risk, while many of them
require only observation, patients with very low platelet
counts have high bleeding risks. The most common bleeding
types are purpura, epistaxis and gingival bleeding. Hematuria,
gastrointestinal and intracranial bleeding are less common.
There was no therapeutic indication in 36 (24%) patients at
the diagnosis in our study. During the follow-up 15 months
(2-83 months), 21 (14%) patients did not receive any therapy.
In their study, Cortelazzo et al.® documented that the
percentage of the patients who did not receive the therapy
was 41.8%. In our study, a total of 98 (66%) patients had
findings of bleeding. During the follow-up, it was developed
hematuria in 2 patients, gastrointestinal bleeding in 2 patients
and intracranial hemorrhage in 2 patients.

There are three main goals of the ITP treatment: to rapid
increase of platelet count for reduce bleeding risk, to maintain
a stable, hemostatic platelet count, or remission of the disease.
B19 A stepwise approach is recommended in the disease
according to the treatment response. The first line treatment
option is corticosteroids. Approximately 80% of patients are
expected to respond to steroid treatment, but recurrence
rates are high during the reduction and discontinuation of
steroids. Differences in steroid therapy application can affect
the response of patients.'” A prospective study showed
that while initial response rates between prednisone and
dexamethasone were both 100%, long-term remission was
significantly more frequent with pulsed dexamethasone
at 77% vs. 22% with daily prednisone.? In our study, 110
patients received steroids based treatments and the respond
to the treatments was seen in 90 (81.7%) (CR 72.7% and PR
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9%), which was consistent with literature.!'>'! Although there
were conflict data in the literature, high dose steroids therapy
had no significant benefit over the standard dose therapy in
our study (p=0.59).">"® There are some studies that showed
the rate of complete response with steroid therapy was
higher in women.'®2 |n our study, similar success rate was
found in term of gender (p=0.42). As the first-line treatment
7 patients received only IVIlg and 12 patients IVIg+SDS. CR
rates were around 70%. After the first-line treatment, relapse
were observed in 48 (45%) patients within 2.5 years. Twenty-
seven (56%) patients had relapse in one year. A second course
of medical treatments were given to 40 relapsed patients.
Although the response rates were not good as in the first-line
treatment, CR was seen in 15 (38%) patients, PR in 9 (22%)
patients (Table 2). Thus, we conclude that steroids are an
effective treatment modality both as first-line and second-line
therapies.

In addition to the production of antiplatelet antibodies,
the spleen plays an important role in this disease as it
indicates platelet destructions. Splenectomy in adults can
be perform in patients who fail to respond to steroids,
develop thrombocytopenia after taper, or develop steroid
toxicity.”" Depre et al.?? found that 60% of ITP patients had
sustained remission after splenectomy. Although the results
of splenectomy are satisfactory, relapses are reported. It was
shown in the study of Guan colleagues® that while %88 of
174 patients have good success after splenectomy, %20 of
them relapsed. In our study splenectomy was performed in 38
patients. CR was achieved in 32 (84.1%) patients, PRin 2 (%5.3)
patients, which was consistent with literature.?**!Relapse was
observed in 12 (35.3%) patients. During follow-up 22 (57.9%)
patients were still in remission. Despite splenectomy, steroids
and IVIg therapies, severe thrombocytopenia persisted in
13 (%8.6) patients in our study. Nine of 13 patients still had
response to azathioprine, cyclosporine and danazole or
combination of them. During the study period, TPO-RAs was
not available in our country and rituximab was used for only 2
patients resistant to all the treatments and the platelets levels
of those patients raised >30,000/mm?,

As a result, this study showed that steroids-based treatment
and splenectomy are very effective in treatment of ITP patients.
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