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Abstract

In this study, we aimed to investigate the discrepancies regarding the clinical characteristics and the treatment outcomes between
immune thrombocytopenic purpura patients < 60 y and > 60 y, which is the cut-off age for the definition of old age by the WHO.
We retrospectively analyzed the data of 67 immune thrombocytopenic purpura patients diagnosed and treated in the Hematology
clinic between December 2014 and February 2019. The median age of the patients was 44 years (range, 17-86); 48 (71.6%) patients
were female and 19 (28.4%) were male. There were 50 (74.6%) patients aged < 60 y and 17 (25.4%) patients > 60 y. When two
groups were compared with respect to treatment features, they were similar in responding to the therapies, the loss of response
to therapies and in duration of response to the therapies (p>0.05). When the cutoff point for age was 50 and 65 years again the
groups were similar in terms of disease and treatment characteristics (p>0.05). Despite the clinical complexicity and heterogeneity
of older adults, the treatment outcomes of olderimmune thrombocytopenic purpura patients seem to be similar to the young ones.
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Bu ¢aligmada, DSO'niin yaglilik tanimi igin kesme yas1 olan 60 yas ve iistii immun trombositopenik purpura hastalar1 arasinda
klinik 6zellikler ve tedavi sonuglari ile ilgili farkliliklar1 aragtirmay1 amagladik. Yontem: Aralik 2014 ile Subat 2019 arasinda He-
matoloji kliniginde teshis ve tedavi edilen 67 immun trombositopenik purpura hastasinin verilerini geriye déniik olarak analiz
ettik. Hastalarin ortanca yas1 44 (aralik, 17-86); hastalarin 48'i (%71,6) kadin, 19'u (%28,4) erkekti. < 60 yasinda 50 (%74.6) hasta
ve > 60 yasinda 17 (%25.4) hasta vardi. Tedavi 6zellikleri agisindan iki grup kargilastirildiginda, tedavilere yanit verme, tedavilere
yanut kaybi ve tedavilere yanit siiresi agisindan benzerdi (p>0.05). Yas i¢in kesme noktasi 50 ve 65 oldugunda yine gruplar hastalik
ve tedavi 6zellikleri agisindan benzerdi (p>0.05). Yagh yetigkinlerin klinik karmagikligina ve heterojenligine ragmen, yash immun
trombositopenik purpura hastalarinin tedavi sonuglar: genglere benzer goriinmektedir.

Anahtar Kelimeler: ITP, frajilite, tedavi sonuglari, yash erigkinler
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1. Introduction

Immune thrombocytopenic purpura (ITP) is
one of the acquired autoimmune diseases
characterized by sole thrombocytopenia as a
result of the peripheral destruction and
impaired production of platelets.1-4 While
minority of the patients have a secondary

cause such as hepatitis C, human
immunodeficiency virus, systemic lupus
erythematosus, antiphosholipid syndrome,

immune deficiency; a specific underlying
stimulus could not be demonstrated in most of
the ITP patients [3,4].3,4 The standard first
line therapy is corticosteroids (CSs) for ITP
patients who require treatment [4-6].4-6
Although the response rates to CSs are
convincing at first, the achievement of a
durable response is not feasible in most of the
ITP patients when CS treatment is
interrupted.5 In the steroid refractory ITP
patients splenectomy, thrombopoietin receptor
agonists, rituximab and other
immunsupressive drugs are the treatment of
choices.6

According to the World Health Organization
(WHO), the world’s population is getting
older and it is estimated that the world’s
population over 60 years will increase from
12% to 22% between 2015 and 2050.7
Comorbidities emerging with increased age
and altered drug metbolism are important
issues to be considered in the management of
diseases, in older people.8,9 From this point
of view, there is insufficient data comparing
the clinical parameters and treatment
responses of young and old ITP patients. In
this study, we aimed to investigate the
discrepancies  regarding  the  clinical
characteristics and the treatment outcomes
between ITP patients < 60 y and > 60 vy,
which is the cut-off age for the definition of
old age by the WHO.7-10

2. Material and Methods

We retrospectively analyzed the data of 67
primary ITP patients diagnosed and treated in
the Hematology clinic between December
2014 and February 2019. The data including
age, gender, bleeding history, complete blood
cell count at the time of diagnosis, history of
patients and treatment characteristics were

noted for each patient. The diagnosis of ITP
and treatment criteria were defined according
to The American Society of Hematology
practice guidelines.4 We started

treatment for patients with platelet count
below 30x109/L or patients with bleeding.
Response to treatment was evaluated with
respect to the recommendations of the
international working group.11 Complete
response (CR) was described as a platelet
count greater than 100 x109/L, response (R)
was described as a platelet count greater than
30x109/L and no response (NR) was
described as a platelet count less than
30x109/L. In patients responding to treatment,
loss of response (LOR) was defined as a
platelet count less than 30x109/L or a less
than 2-fold decrease in the platelet count from
baseline or the presence of bleeding. Two low
platelet count was needed to diagnose loss of
response.

The study protocol was approved by the local
ethical committee.

Statistical Analysis

Statistical evaluation was made by using
SPSS 24 software. Data were described as
numbers and percentage or median and range,
when appropriate. x2, Fisher’s exact test was
used for evaluating categorical values and
Mann-Whitney U test for continuous values in
patient groups. All p-values were 2-sided with
statistical significance at 0.05 alpha levels.

3. Results

The  patients and  their  treatment
characteristics are presented in table 1 and 2.
The median age of the patients was 44 years
(range, 17-86); 48 (71.6%) patients were
female and 19 (28.4%) were male. The
bleeding history at the time of diagosis was
present in 36 (53.7%) patients. The median
white blood cell count was 8200/mm3 (2200-
16850/mm3), hemoglobin level was 12.7 g/dl
(5.7-17.3 g/dl), platelet count was 15500/mm3
(1000-43000/mm3). Twenty (29.9%) patients
had at least one comorbidity and 16 (23.9%)
patients were on at least one medication
(tablel).
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Table 1. Patient Characteristics

Characteristic

Gender, n, (%)

Female

Male

Age, years, median, (range)

Bleeding, n, (%)

Present

Absent

WBC, /10*/mm?, median (range)
Hgb, /g/dl, median (range)

Plt, /10*/mm’®, median (range)

Comorbidity, n, (%)
Present

Absent

Other medication
Present

Absent

48 (71.6%)
19 (28.4%)
44 (17-86)

36 (53.7%)

31 (46.3%)

8200 (2200-16850)
12.7 (5.7-17.3)

15500 (1000-43000)

20 (29.9%)
47 (70.1%)

16 (23.9%)
51 (76.1%)

hgb: hemoglobin; plt:platelet; WBC: white blood cell count

Regarding the response to CS treatment, 38
(56.7%) patients had CR, 20 (29.9%) patients
had R and 9 (13.4%) patients had NR. And
loss of response developed in 20 (34.5%) of
these patients during follow-up. The response
duration to CS therapy was median 6 (range,
1-53) months. Twenty (29.8%) patients were
applied IVIG and the response to IVIG
therapy was CR in 9 (45%) patients, R in 10
(50%) patients and NR in 1 (5%) patient.
Fifteen = (22.3%)  patients  underwent
splenectomy and the response to splenectomy

Table 2. Treatment Characteristics

was CR in 8 (53.3%) patients, R in 5 (33.3%)
patients and NR in 2 (13.4%) patients. The
loss of response to splenectomy was observed
in 10 (66.7%) patients. Twenty-four (35.8%)
patients were applied eltrombopag and the
response to eltrombopag therapy was CR in
13 (54.1%) patients, R in 9 (37.5%) and NR in
2 (8.4%) patients. The loss of response to
eltrombopag therpy was seen in 3 (12.5%)
patients.  The response  duration to
eltrombopag therapy was median 8.5 months
(range, 1-51) (table 2).

Characteristics

Response to corticosteroid therapy, n, (%)

CR

Response

No response

Loss of response to corticosteroid, n, (%)

Present

Absent

Response duration to corticosteroid therapy, months,
median (range)

The number of patients who were applied IVIG, n, (%)

Response to IVIG therapy, n, (%)

CR

Response

No response

The number of patients who underwent splenectomy, n (%)
Response to splenectomy, n, (%)

CR

Response

No response

Loss of response to splenectomy
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38 (56.7%)
20 (29.9%)
9 (13.4%)

20 (34.5%)
38 (65.5%)
6 (1-53)

20 (29.8%)

9 (45%)
10 (50%)

1 (5%)

15 (22.3%)

8 (53.3%)
5(33.3%)
2 (13.4%)
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Yes 10 (66.7%)
No 5 (33.3%)
The number of patients who were applied eltrombopag, n 24 (35.8%)
(%0)

Response to eltrombopag therapy, n, (%)

CR 13 (54.1%)
Response 9 (37.5%)
No response 2 (8.4%)
Loss of response to eltrombopag, n, (%)

Present 3 (12.5%)
Absent 19 (79.1%)
Missing 2 (8.4%)

Response duration to eltrombopag, months, median (range) 8.5 (1-51)
CR: complete response

There were 50 (74.6%) patients aged < 60 y  0.05). However, history of comorbidity and
and 17 (25.4%) patients > 60 y. Two groups use of another medication were more
were comparable in terms of gender, bleeding prominent in older patients (p<<0.05) (table3).
history, WBC count, Hb level, PLT count (p>

Table 3. Comparison of clinical features of ITP patients with < 60 years and > 60 years

Characteristic <60 > 60 P value
N=50 N=17

Gender, n, (%)

Female 38 (76%) 10 (58.8%) 0.217

Male 12 (24%) 7 (41.2%)

Bleeding, n, (%)

Present 24 (48%) 12 (70.6%) 0.159

Absent 26 (52%) 5 (29.4%)

WBC, /10*/mm®, median (range) 8420 (2200-16850) 7400 (4480-14300) 0.293

Hgb, /g/dl, median (range) 12.85 (5.7-17.3) 12.1 (7.5-16.7) 0.141

Plt, /10°/mm?, median (range) 16500 (1000-43000) 11500 (4000-33000) 0.355

Comorbidity, n, (%)

Present 11 (22%) 9 (52.9%) 0.029

Absent 39 (78%) 8 (47.1%)

Other medication

Present 8 (16%) 8 (47.1%) 0.018

Absent 42 (84%) 9 (52.9%)

hgb: hemoglobin, plt:platelet; WBC: white blood cell count

When two groups were compared with respect  When the cutoff point for age was 50 and 65
to treatment features, they were similar in years again the groups were similar in terms
responding to the therapies, the loss of of disease and treatment caharacteristics
response to therapies and in duration of (p>00.5).

response to the therapies (p>0.05) (table 4).

Table 4. Comparison of treatment outcomes of ITP patients with < 60 years and > 60 years

Characteristics <60 > 60 P value
N=50 N=17

Response to corticosteroid therapy, n, (%)

CR 27 (54%) 11 (64.8%) 0.429

Response 17 (34%) 3 (17.6%)

No response 6 (12%) 3 (17.6%)

Loss of response to corticosteroid, n, (%)

Present 15 (34.1%) 5 (35.7%) 1.000

Absent 29 (65.9%) 9 (64.3%)
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Response duration to corticosteroid therapy, months,
median (range)

The number of patients who were applied IVIG, n, (%)
Response to IVIG therapy, n, (%)

CR

Response

No response

The number of patients who underwent splenectomy, n
(%0)

Response to splenectomy, n, (%)

CR

Response

Loss of response to splenectomy

Yes

No

The number of patients who were applied eltrombopag,
n (%)

Response to eltrombopag therapy, n, (%)

CR

Response

No response

Loss of response to eltrombopag, n, (%)

Present

Absent

Missing

Response duration to eltrombopag, months, median
(range)

8 (1-53) 4(1-39) 0.332
13 (26%) 7 (41%) 0.628
7 (53.8%) 2 (28.5%) 0.337
5 (38.5%) 5(71.5%)

1 (7.7%) 0 (0%)

11 (22%) 4 (23.5%) 1.000
7 (63.6%) 1 (25%) 0.217
4 (36.4%) 3 (75%)

6 (61.5%) 4 (100%) 0.231
5(38.5%) 0 (0%)

16 (32%) 8 (47%) 0.295
8 (50%) 5 (62.5%) 0.636
7 (43.8%) 2 (25%)

1 (6.2%) 1 (12.5%)

3 (18.75%) 0 (0%) 0.523
12 (75%) 7 (87.5%)

1 (6.25%) 1 (12.5%)

6 (1-31) 13 (2-51) 0.361

CR: complete response

4. Discussion

In recent years, it has been noticed that the
management of hematological diseases such
as lymphoma, chronic lymphocytic leukemia,
acute myeloid leukemia and myelodysplastic
syndrome requires privileged approach in
patients with older ages.11-13 However there
is not such a distinction in elderly ITP
patients, although the management approach
to ITP is well defined with guidelines in adult
population.4,6,14 But, the world population is
aging and the incidence of ITP increases with
age; in addition bleeding complications and
mortality are more frequent in older ITP
patients compared to the young ones.15,16
So, it is indispensable to establish an
individualized treatment approach in older
ITP patients. Before that, the differences
between the old and young ITP patients
should be exhibited properly. So, we analyzed
the clinical characterisitcs and the treatment
outcomes of the young and the old ITP
patients and found that both groups were
comparable despite the higher rate of
comorbidities and medication usage in older
patients.

Corticosteroids are the first line therapies for
ITP patients who require treatment [4,6,17].
Although the initial response rate to CS
treatment, varying from 50 to 90%, is
acceptable, a sustained response could be
ensured in only 10-30% of patients, after the
cessation of CS treatment.5 Similar to the
previous studies, we found that the response
rate to CS therapy was 86.6% in our cohort
and the results were comparable in patients <
60 y and >60 y (86% v.s. 82.6%). On the
other hand, the loss of response was lower
than expected in both young and older ITP
patients (34.1% v.s. 35.7%). But the duration
of response was median 8 (range, 1-53)
months in patients < 60 y and 4 (range, 1-39)
months in patients >60 y, either of which was
not long enough to advert to the sustained
response.

Although, splenectomy is still one of the most
common therapeutic approach in refractory
ITP patients, in our cohort the number of
patients who underwent splenectomy was
relatively low, especially in old age, to make a
comment about the  outcomes  of
splenectomy.4,6,17 The reason of the low
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number is likely the introduction of
thrombopoietin receptor agonists (TPO-RAs)
in the treatment of ITP patients, which are a
good alternative in old ITP patients with good
safety profile and efficacy, considering the
presence of comorbidities  preventing
splenectomy in that group of patients. In
recent years, TPO-RAs eltrombopag and
romiplastin,  which  stimulate  platelet
production in the bone marrow, are used
frequently in adult ITP patients at risk of
bleeding who relapse after splenectomy or
who have contraindications to splenectomy
and who have failed at least one other
therapy.4,6 In this study, the response and loss
of reponse to eltrombopag was alike in young
and old ITP patients. Although it did not reach
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