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In 1996 and 2011, the American Society of Hematology (ASH) supported efforts to create guidelines for the diagnosis
andmanagement of patients with immune thrombocytopenia (ITP). These guidelines used different approaches to arrive
at recommendations for testing and treatment. Despite differences in methodology, in both cases there was a paucity of
randomized trials to inform recommendations. As data on the diagnosis and management of ITP expands, the ASH
Committee on Quality is dedicated to maintaining updated guidelines representing recent evidence and guideline
methodology. Here, we will review the updated ASH guidelines on ITP with a focus on recommendations with new
understanding and future research to close knowledge gaps.

Learning Objectives

• Highlight evidence supporting the management of adult and
pediatric patients with newly diagnosed ITP

• Outline an appropriate management strategy for adults and
children with persistent or chronic ITP based on recent re-
visions to the ASH ITP guidelines

• Understand current gaps in knowledge in ITP

Background
In 1996, theAmerican Society of Hematology (ASH) published the first
guidelines for the management of immune thrombocytopenia (ITP).1

At that time, the guidelines were created using a consensus approach
resulting in expert opinion. In 2011, ASH updated the guidelines,
applying the Grading of Recommendations Assessment, Development,
and Evaluation (GRADE) methodology.2 Utilizing GRADE meth-
odology, 6 panel members developed 7 clinical cases, conducted
systematic literature reviews, and formulated 18 recommendations
based on the quality of the evidence available. Recommendations are
considered strong (grade 1) or weak (grade 2) based on the confidence
in the evidence. A letter of A, B, or C then details the strength of the
evidence used to support that recommendation. A grade 1A recom-
mendation is the highest level of recommendation, representing ex-
treme confidence in a recommendation based on high-quality evidence.
Given the paucity of high-quality literature, many of the 2011 rec-
ommendations were of low confidence. Table 1 highlights key concepts
and differences between the 1996 and 2011 ASH guidelines.

In an era of rapidly expanding medical knowledge, the ASH Com-
mittee on Quality is dedicated to maintaining up-to-date guidelines.
The ITP guidelines are currently being revised with emphasis placed
on incorporating expert biostatisticians, employing a comprehensive
evidence to decision framework (Table 2), determining a priori

important outcomes, and involvement of patient representatives. The
evidence-to-decision framework provides a full review of the available
literature, but it furthers places that evidence within the context of
clinical practice identifying potential limitations and/or practical as-
pects of patient care that may shift the balance between 2 considered
treatment approaches. Additionally, the panel reviewed areas of future
research based on identified gaps. The panel is composed of in-
dividuals with and without conflicts of interest, balanced to favor
a majority of unconflicted members. If members had a relevant con-
flict, then they were recused from the weighing of risks and benefits
and any decisions that required a vote from the panel. This is important
to note, as it may have influenced certain recommendations in which
a vote was required.

The current efforts address both adult and pediatric ITP, and questions
focused on the management of ITP, as this is the area with most rapid
gain of knowledge since 2011. Table 3 outlines the questions selected
for inclusion with complete information on the population of interest,
the intervention, the comparator, and the ranked outcomes. This list is
in no manner comprehensive of all possible questions encountered in
clinical practice; rather, it represents those questions given high pri-
ority by the panel either because of new literature since the 2011
guidelines or because of significant controversy. This review will
address the updated ASH guidelines on ITP with a focus on rec-
ommendations with new information since 2011 and future research to
close knowledge gaps. The evidence provided in this review is based
desired population and outcomes, study design, and number of pa-
tients; therefore, it may not be inclusive of all available data.

Adult ITP
Prioritized questions for adult ITP are shown in Table 3. Corticosteroid
selection for adults with newly diagnosed was a highly prioritized
question given recent randomized trials comparing dexamethasone
to prednisone.3-6 Based on the available data, remission rates were
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increased with dexamethasone (relative risk, 2.96; 95% confidence
interval [CI], 1.03-2.96); however, the number of cycles, length of
treatment with dexamethasone, and platelet count used to establish
remission were not consistent among studies, causing low confi-
dence in the data. The other significant response difference was
an increase in overall initial response by day 7 among patients
receiving dexamethasone (1.31; 95% CI, 1.11-1.54). Data are
missing on health-related quality of life (HRQoL), and there was
no significant difference between response at 1 month, durable re-
sponse, and major bleeding. Therefore, based on preselected out-
comes, the balance between desirable and undesirable effects did
not appear to favor either approach. Clinically, selection of cor-
ticosteroid type is dependent on individual patient characteristics
such as comorbidities that would affect the side effect profile.
Therefore, either dexamethasone (40 mg/kg3 4 days) or prednisone
(0.5-2.0 mg/kg per day) is acceptable initial therapy for adults with
newly diagnosed ITP. Physicians should avoid prolonged use of
either corticosteroid regimen and be aware of monitoring for im-
portant side effects such as hypertension, increased blood glucose,
and mood/mental changes.

Since the 2011 guidelines, 2 randomized trials have investigated
augmenting initial corticosteroid therapy with rituximab.7,8 Both trials
(n 5 177) demonstrated an increase in sustained response (platelet
count $50 3 109/L after 6 months of treatment), with rates of 35%
with dexamethasone monotherapy and 60% with combination therapy
(P 5 .004; 95% CI, 0.079-0.455). A fair number of patients in
each study group (27% monotherapy and 47% combination) required
additional treatment with either corticosteroids or IVIg during the first
28 days of the study trial period. Additional data on prioritized outcomes
such as major bleeding and HRQoL were absent. The identified pop-
ulation for the guidelineswas treatment-naive patients; however, indirect
data on all newly diagnosed patients also exist. Due to concerns about
a lack of safety data, wide CIs on prioritized outcomes, increased initial
cost, and need for longer-term outcome data, corticosteroids alone
continue to be favored as initial treatment of adults with newly di-
agnosed ITP.

High priority was placed on management of adult patients who have
persistent or chronic ITP ($3 months) and are corticosteroid de-
pendent or have no response to corticosteroids. Based on regional
resources and drug access, a number of agents are considered second
line. However, the panel limited second-line treatment options
to splenectomy, rituximab, and thrombopoietin- receptor agonists
(TPO-RAs). In order to compare these 3 different treatment ap-
proaches, each was evaluated side by side (Table 3). It is recognized
that in clinical practice these 3 approaches are often considered si-
multaneously. No randomized trials directly compare these 3 options
simultaneously, and each is considerably different with regards to
route of administration, side effects, and potential impact on patient-
related outcomes.

Several key concepts emerged when evaluating one second-line
therapy against the other: (1) the 2 US Food and Drug Adminis-
tration (FDA)–approved TPO-RAs (romiplostim and eltrombopag)
were determined to be equally efficacious, with no significant dif-
ferences beyond the route of administration and potential for hep-
atobiliary laboratory abnormalities with eltormbopag9,10; (2) selection
of a treatment approach may be influenced by disease duration; (3)
patient preference plays a substantial role in treatment choice; and
(4) the calculated risk over time of certain sides effects cannot be
ascertained with the current evidence.

General considerations for splenectomy include the desirable effect
of high remission rates (77%, range 58% to 91%)11-15 balanced
against undesirable effects of lifelong risk of infection, thrombo-
embolic events, and a pooled incidence of 12.3% for surgical
complications,11,14-17 which are potentially higher in certain
populations. There was low confidence in the high remission rates
with splenectomy given that these data represented a heterogeneous
population of patients and did not represent data from more modern
cohorts. Rituximab is a potentially splenectomy-sparing therapy with
high initial response rates of ~60%. However, the beneficial effects
of rituximab appear to wane over time, with approximately ~24% of
patients remaining in remission at 1 year.18-22 There is a lack of long-
term follow-up data with rituximab as well as potential for drug-
related side effects. A significant benefit of the TPO-RAs is their
favorable safety profile that avoids immunosuppression. While a du-
rable response for the TPO-RAs is seen in ~45% of patients,23,24 it is
mostly thought that patients need long-term use of treatment with
limited very long-term (.10 years) safety data. Although recent
publications (not included in the evidence tables) report remission
following many months of treatment in 20% and 30% of patients with
TPO-RA use, these are mostly from single-center retrospective cohorts
and one prospective study of use in early disease; therefore, the full
impact of TPO-RAs on remission is yet to be fully understood.25-30

Rates of additional important outcomes such as major bleeding were
balanced among the 3 treatments. There was no identified datameeting
inclusion criteria on patient-related outcomes such as HRQoL.

The drivers for selecting a treatment among TPO-RAs, rituximab,
and splenectomy are outlined below:
1. Rituximab and splenectomy. Despite splenectomy having higher

overall remission rates (77% vs 25%), rituximab has the potential
to be splenectomy sparing in 20% to 30% of patients.18-22 Both
approaches were considered definitive treatments, and there was
perceived balanced between undesirable effects. Given the po-
tential benefit of rituximab to potentially spare splenectomy,
rituximab was favored over splenectomy by the majority of panel
members (75%); however, an additional 25% felt either was an
appropriate option, placing higher value on individual patient
characteristics and preferences.

2. TPO-RAs and splenectomy. While there are emerging data sug-
gesting that patients with TPO-RAs may undergo remission off
treatment, these data are mostly from cohort studies. It is not yet
clear from the evidence available the number needed to treat to
experience 1 remission.With a paucity of long-term data and lack of
control data, the TPO-RAs have generally not been considered to
be remission-inducing agents. The need for ongoing therapy with
TPO-RAswas balanced against the desirable effects of TPO-RAs in
terms of high response rates and relatively few toxicities.23,24,31-35

Therefore, collectively, the desirable and undesirables were felt to
balanced between the 2 therapies.

3. TPO-RAs and rituximab. The balance between desirable and
undesirable effects appears to favor the TPO-RAs, largely due to
reduced toxicities with TPO-RAs compared with rituximab and
similar durable response rates (45% vs 40%). This is especially true
earlier in the course of the disease inwhich patients and providersmay
still wish to avoid side effects in exchange for the need for ongoing
therapy. After considering these aspects, the majority (67%) of the
panel favored the TPO-RAs over rituximab; however, a minority
thought that either option would be appropriate (33%) and placed
higher value on individual patient characteristics and preferences.
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Table 1. Differences between the 1996 and 2009 ASH evidence-based practice guidelines for the diagnosis and management of ITP

1997 2009

Methodology Each article was evaluated independently by 2 panel
members, and validity was assessed using published
guidelines.

Development of a background consisting of
recommendations on nomenclature, diagnosis, and
response criteria (largely drawn from a recently
published consensus document).

Most of the literature on the treatment of ITP consists of
case series without a control group (level V).

Creation of focused clinical questions that form the basis
for systematic literature review.

For those therapies for which only level V evidence is
available, or for which no evidence is available, and for
issues on diagnosis that have not been addressed by
clinical studies, the opinion of the panel was assessed.

Establishment of evidence tables and the development
of recommendations using GRADE methodology.

Nomenclature Idiopathic thrombocytopenic purpura Immune thrombocytopenia
Chronic ITP .6 mo .12 mo
Pathology Increased destruction of platelets by antibodies Reduced production of platelets as well as increased

destruction of platelets
Diagnostic tests in adults The diagnosis of ITP is based principally on the history,

physical examination, complete blood count, and
examination of the peripheral smear. Further diagnostic
studies are generally not indicated in the routine workup
of patients with suspected ITP.

History examination, blood smear, and in addition,
testing patients for HCV and HIV. Other routine
testing only if there is a clinical or biological
suggestion.

Is a bone marrow
examination
recommended?

Children with peristent thrombocytopenia (.6-12 mo) A bone marrow examination is not necessary
irrespective of age in patients presenting with typical
ITP (grade 2C)

Platelet count to initiate
treatment: children

Children with platelet counts ,20000 and significant
mucous membrane bleeding and those with counts
,10000 and minor purpura should be treated with IVIg
or glucocorticoids

Children with no bleeding or mild bleeding (defined as
skin manifestations only, such as bruising and
petechiae) be managed with observation alone
regardless of platelet count (grade 1B)

Platelet count to initiate
treatment: adults

Patients with platelet counts ,20000 to 30000, and those
with counts ,50 000 and significant mucous membrane
bleeding (or risk factors for bleeding, such as
hypertension, peptic ulcer disease, or a vigorous lifestyle)

Treatment should be administered for newly diagnosed
patients with a platelet count 30 109/L (grade 2C)

First-line treatment IVIg or corticosteroids IVIg, steroids, or anti-D immunoglobulin*
Splenectomy Splenectomy is often appropriate if platelet counts remain

below 30000 after 4 to 6 weeks of medical treatment
Splenectomy for adults who fail corticosteroid therapy

(grade 1B).
Splenectomy for children and adolescents with chronic

or persistent ITP who have significant or persistent
bleeding and lack of responsiveness or intolerance of
other therapies such as corticosteroids, IVIg, and
anti-D, and/or who have a need for improved quality
of life (grade 1B).

In children, splenectomy or other interventions with
potentially serious complications be delayed for at
least 12 mo, unless accompanied by severe disease
defined by the International Working Group as
unresponsive to other measures or other quality of life
considerations (grade 2C).

HCV, hepatitis C virus; IVIg, IV immunoglobulin.
* Anti-D immunoglobulin is recommended only in patients who are Rh positive, have a negative direct antiglobulin test result, and have not undergone splenectomy. Additionally,
clinicians are cautioned that the FDA has provided a warning and specific monitoring requirements because of reports of fatal intravascular hemolysis reported with anti-D.
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The discrepancy in these 3 points partly reflects the composition of
voting members of the committee (4 panelists were recused from TPO-
RA–related decisions due to conflicts of interest) but also reflects the lack
of published data for long-term outcome in adult ITP (ie, true long-term
remission rates of splenectomy, rituximab, and TPO-RAs), the lack of
comparative studies on these 3 very different therapeutic strategies, and
the divided opinion on the use of splenectomy in adult ITP.

Based on the balance of desirables and undesirables previously men-
tioned, and accounting for the important component of disease duration
and patient preference, several treatment considerations emerge.

• If splenectomy is not an option and/or not desired by the patient, then
TPO-RAs were preferred to rituximab. This balance was driven pri-
marily by patients earlier in the disease course and might change over
time or with patients who place high value on treatment-free remission.

• In the setting where treatment-free remission is desired, rituximab
or splenectomy is the preferable option. A trial of rituximab may
be desirable prior to splenectomy, as it has potential splenectomy-
sparing therapy.

• Evidence suggests that patients who fail rituximab should be treated
with either a TPO-RA or splenectomy, depending on patient values.

• As highlighted, implementing these guidelines requires a high
level of shared decision making with patients and frequent reas-
sessment patient-related outcomes and treatment plans.

Pediatric ITP
A major difference for the pediatric questions is reflected in the lack
of the platelet count as a primary outcome. Rather, high emphasis
was placed on patient-related outcomes such as bleeding rates,
HRQoL, and side effects. This differs from previous guidelines1,2 in
which the platelet count was the primary outcome reported in clinical
trials and the primary outcome assessed for recommendations.
Prioritized questions and outcomes for pediatric patients are high-
lighted in Table 3.

Table 2. Evidence-to-decision framework

Is the problem a priority?
How substantial are the desired effects?
How substantial are the undesirable effects?
What is the overall certainty in the evidence?
Is there important uncertainty about or variability in how people might value

the main outcome?
Do the desirable effects outweigh the undesirable effects?
How large are the resource requirements?
What is the certainty of the evidence of resource requirements?
Are the net benefits worth the incremental costs?
What would be in the impact on health equity?
Is the intervention/option acceptable to key stakeholders?
Is the intervention feasible to implement?

Table 1. (continued)

1997 2009

Alternative second-line
treatments

Adults: Thrombopoietin receptor agonists for patients
at risk of bleeding who relapse after splenectomy or
who have a contraindication to splenectomy and who
have failed at least one other therapy (grade 1B);
thrombopoietin receptor agonists may be considered
for patients at risk of bleeding who have failed one line
of therapy such as corticosteroids or IVIg and who
have not had splenectomy (grade 2C); rituximab may
be considered for patients at risk of bleeding who
have failed one line of therapy such as corticosteroids,
IVIg, or splenectomy (grade 2C)

Children: Rituximab be considered for children or
adolescents with ITP who have significant ongoing
bleeding despite treatment with IVIg, anti-D, or
conventional doses of corticosteroids (grade 2C);
rituximab may also be considered as an alternative to
splenectomy in children and adolescents with chronic
ITP or in patients who do not respond favorably to
splenectomy (grade 2C); high-dose dexamethasone
may be considered for children or adolescents with
ITP who have significant ongoing bleeding despite
treatment with IVIg, anti-D, or conventional doses
of corticosteroids (grade 2C); high-dose
dexamethasone may also be considered as an
alternative to splenectomy in children and adolescents
with chronic ITP or in patients who do not respond
favorably to splenectomy (grade 2C)

ITP in pregnancy Women with ITP should be delivered by cesarean section
in selected circumstances.

Mode of delivery based on obstetric needs

Women with ITP who are of childbearing age and have
counts ,10000 after splenectomy and other treatments
should be discouraged from becoming pregnant.

HCV, hepatitis C virus; IVIg, IV immunoglobulin.
*Anti-D immunoglobulin is recommended only in patients who are Rh positive, have a negative direct antiglobulin test result, and have not undergone splenectomy. Additionally,
clinicians are cautioned that the FDA has provided a warning and specific monitoring requirements because of reports of fatal intravascular hemolysis reported with anti-D.
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Table 3. Prioritized PICO questions and outcomes

Final question(s) in PICO format Selected outcomes

Adult ITP
Should adults with newly diagnosed ITP and a platelet
count,303 109/L who are asymptomatic be treated
with corticosteroids or observation?

Major bleeding Remission

Should adults with newly diagnosed ITP and a platelet
count$303 109/L who are asymptomatic be treated
with corticosteroids or observation?

Overall health-related quality of life Mortality

Response within 7 d
Should adults with newly diagnosed ITP and a platelet
count ,20 3 109/L and no or mild bleeding be
treated as an outpatient or be admitted to the
hospital?

Major bleeding

Should adults with newly diagnosed ITP and a platelet
count $20 3 109/L and no or mild bleeding be
treated as an outpatient or be admitted to the
hospital?

Mortality

Should adults with newly diagnosed ITP receive
a shorter (# 8 wk) or prolonged course (including
treatment and taper) of corticosteroids for initial
therapy?

Durable response Infection
Major bleeding Mortality
Remission

Should adults with newly diagnosed ITP be treated
with prednisone (0.5-2.0 mg/kg per day) or
dexamethasone (40 mg/day 3 4 d) as the type of
corticosteroid for initial therapy?

Durable response Major bleeding
Overall HRQoL Remission
Response within 7 d Response within 1 mo

Should adults with newly diagnosed ITP be treated with
rituximab and corticosteroids or corticosteroids alone
for initial therapy?

Durable response Infection
Major bleeding Mortality
Overall HRQoL Remission
Response within 1 mo

If an adult with ITP is corticosteroid dependent or
unresponsive to corticosteroids and is going to be
treated with a TPO-RA, should the patient receive
eltrombopag or romiplostim?

Durable response Major Bleeding
Overall HRQoL Remission
Response within 1 mo Thrombosis
Reduction or discontinuation of corticosteroids

Should adults with ITP lasting $3 mo who are
corticosteroid dependent or have no response to
corticosteroids undergo splenectomy or be treated
with TPO-RAs?

Durable response Infection
Major bleeding Operative complications
Overall HRQoL Remission
Response within one month Thrombosis
Reduction/discontinuation of corticosteroids

Should adults with ITP lasting $3 mo who are
corticosteroid dependent or have no response
to corticosteroids be treated with rituximab or
TPO-RAs?

Durable response Infection
Major bleeding Thrombosis
Overall HRQoL Remission
Response within one month
Reduction/discontinuation of corticosteroids

Should adults with ITP lasting $3 mo who are
corticosteroid dependent or have no response to
corticosteroids undergo splenectomy or be treated
with rituximab?

Durable response Infection
Major bleeding Operative complications
Overall HRQoL Remission
Response within one month Thrombosis
Reduction/discontinuation of corticosteroids

Pediatric ITP
Should children with newly diagnosed ITP and a platelet
count ,20 3 109/L be treated as an outpatient or be
admitted to the hospital?

Major bleeding Mortality

Should children with newly diagnosed ITP and a platelet
count $20 3 109/L be treated as an outpatient or be
admitted to the hospital?

Overall HRQoL

Should children with newly diagnosed ITP and no or
minor bleeding be treated with observation or
corticosteroids for initial therapy?

Durable response Major bleeding
Overall HRQoL Mortality
Remission

Should children with newly diagnosed ITP and no or
minor bleeding be treated with observation or IVIg?

Durable response Major Bleeding
Overall HRQoL Mortality
Remission

PICO, population, intervention, comparator, and outcome.
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Consistent with previous guidelines, observation for children with no
or mild bleeding is still supported as the primary management for
children with ITP regardless of the platelet count. When first-line
therapy is necessary, either for bleeding symptoms or to improve
HRQoL, comparisons of anti-D immunoglobulin, IVIg, and cortico-
steroids were conducted. At that time, an FDA black box warning was
released regarding fatal disseminated intravascular coagulation–
associated hemolysis with anti-D immunoglobulin, impacting per-
ceived risk–benefit balance for anti-D immunoglobulin.

Revisiting the data surrounding hemolysis, ~15% patients suffer
from hemolysis, defined differently among studies, following anti-D
immunoglobulin.36-38 Less clear, however, is the severity of he-
molytic episodes as well as the clinical impact, since magnitude of
anti-D immunoglobulin–associated hemolysis is unclassified in the
majority of reports. Further, there is a paucity of reported data on
prioritized patient-related outcomes, making full determination of
balance between desirable and undesirables unknown. Even in the
absence of substantial data, the lowest perceived risk is treatment
with a short course of corticosteroids, as anti-D immunoglobulin and
IVIg have more significant side effects profiles as well as increased
cost and no long-term benefit compared with corticosteroids.

High priority was placed on management of children who were
unresponsive to first-line therapy with new publications on the TPO-
RAs since 2011. Similar to adult ITP, only splenectomy, rituximab,
and the TPO-RAs were considered for evaluation.39-50 Many com-
ponents of the evidence-to-decision framework align with those for
adults with several distinctions: (1) splenectomy is less desirable
overall for children because of the lifelong risk of sepsis starting at
a young age and prior to full immunity for vaccines; (2) there are
concerns regarding the effects of rituximab on a developing immune
system; and (3) the ongoing likelihood of spontaneous remission in
children. The balance in overall desirable and undesirable effects

favored TPO-RAS and rituximab rather than splenectomy. The
dominating treatment was TPO-RAs, followed by rituximab, with
splenectomy reserved for those who have failed previous therapies.
This hierarchy was based mostly on the high rate of spontaneous
remission in children. For this reason, less emphasis was placed on the
durable remission rates of therapy, and greater importance was placed
on avoidance of potential lifelong risks. Parallel to adults, this was
accompanied by recognition that this decision will be impacted by the
duration of disease and patient and parent values and preference.

Future directions
It is apparent that the majority of recommendations are based on very
low-quality evidence regardless of the question being posed or the
population of interest. Several important knowledge gaps were
identified that should be explored.

First, investigators are encouraged to use common reporting lan-
guage based on accepted criteria for complete and partial response.51

Universal adoption of these definitions will assist with pooling of data
and comparison of treatments outside of randomized clinical trials.
One weakness of these definitions is the lack of ability to account for
the need for ongoing treatment to maintain increased platelet counts.
Therefore, this should be taken into account when assessing patient
values and preferences. Long-term data were lacking on most treat-
ments and are highly desired.

Beyond platelet count response, clinical trials should emphasize
patient-related outcomes. Both HRQoL and fatigue are endorsed as
being important to patients, and effective treatment should positively
influence both. Reliance solely on the platelet count fails to recognize
an important exchange in terms of the balance between desirable and
undesirable effects of treatment. Greater information is necessary
regarding side effects of therapy, reflecting the degree of events and
details about the resultant morbidity and mortality. In parallel to this,

Table 3. (continued)

Final question(s) in PICO format Selected outcomes

Should children with newly diagnosed ITP and no or
minor bleeding be treated with observation or anti-D
immunoglobulin for initial therapy?

Durable response Hemolysis
Major bleeding Mortality
Overall HRQoL Remission

Should children with newly diagnosed ITP who as
determined above require treatment, be treated with
anti-D immunoglobulin or corticosteroids for initial
therapy?

Durable response Hemolysis
Major bleeding Mortality
Overall HRQoL Remission

Should children with newly diagnosed ITP who as
determined above require drug therapy receive IVIg or
anti-D immunoglobulin for initial therapy?

Durable response Hemolysis
Major bleeding Mortality
Overall HRQoL Remission

Should children with newly diagnosed ITP who as
determined above require drug therapy receive
a course of corticosteroids longer or shorter than 7 d?

Durable response Infection
Major bleeding Mood or mental changes
Overall HRQoL Mortality
Remission

Should children with newly diagnosed ITP who as
determined above require drug therapy receive
dexamethasone (0.6 mg/kg per day for 4 d every
4 wk) or prednisone (2-4 mg/kg per day 3 5-7 d) as
the type of corticosteroid?

Durable response Major bleeding
Mortality Remission

What is the best treatment of children who are
unresponsive to first-line treatment? That is, what are
the risks and benefits to various treatments:
splenectomy, rituximab, and TPO-RAs?

Durable response Infection
Major bleeding Thrombosis
Overall HRQoL Remission
Response within 1 month
Reduction/discontinuation of corticosteroids

PICO, population, intervention, comparator, and outcome.
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long-term safety data are desired for all treatments. Ideally collection
of this data alongside patient-related outcomes data would lead to the
ability to perform comparative effectiveness trials in the absence of
randomized trials. Longer-term outcome data for patients with ITP are
also needed. The data assessed in decision making for this gridlines
assumed infrequent remissions outside of splenectomy in adult ITP
compared with pediatric ITP, yet longer-term follow-up in clinical
trials and cohort data are challenging this concept. Rather than con-
centrating on remission data, information on tolerability and impact on
HRQoL, through specifically designed clinical trials, is needed.

While average medication cost can be established from clinical
resources, this does not account for all cost variables. More robust
cost analysis accounting for the cost of drug administration, re-
quirement for hospitalization, and time lost from work as well as
downstream costs of treatment of toxicities and relapse would greatly
aid the evidence to decision framework.

Lastly, it was evident that most decisions require strong attention to
patient preference and shared decision making. In order for effective
shared decision making to occur, providers need research guided
tools to assist with assessment of patient values and preferences. This
can occur through exploratory qualitative methods, involvement
with patient support groups, and inclusion of patient representatives
on guideline and similar panels.

Conclusions
Ongoing efforts to maintain guidelines that reflect the most current
evidence are underway for ITP. In order to ensure that the guidelines
represent a full assessment of desirable and undesirable outcomes of
therapies, rigorous methodology must be employed. Applying
a priori outcomes, conducting comprehensive appraisals of the ev-
idence quality, and utilizing an inclusive evidence to decision
framework will ensure that guidelines represent evidence as well as
account for essential aspects of clinical care.
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Herrera MF. Laparoscopic splenectomy for primary immune thrombo-
cytopenia: clinical outcome and prognostic factors. J Laparoendosc Adv
Surg Tech A. 2014;24(7):466-470.

15. Guan Y, Wang S, Xue F, et al. Long-term results of splenectomy in adult
chronic immune thrombocytopenia. Eur J Haematol. 2017;98(3):235-241.

16. Sampath S, Meneghetti AT, MacFarlane JK, Nguyen NH, Benny WB,
Panton ON. An 18-year review of open and laparoscopic splenectomy for
idiopathic thrombocytopenic purpura. Am J Surg. 2007;193(5):580-584.

17. Park YH, Yi HG, Kim CS, et al; Gyeonggi/Incheon Branch, The Korean
Society of Hematology. Clinical outcome and predictive factors in the re-
sponse to splenectomy in elderly patients with primary immune thrombo-
cytopenia: a multicenter retrospective study. Acta Haematol. 2016;135(3):
162-171.

18. Godeau B, Porcher R, Fain O, et al. Rituximab efficacy and safety in adult
splenectomy candidates with chronic immune thrombocytopenic pur-
pura: results of a prospective multicenter phase 2 study. Blood. 2008;
112(4):999-1004.

19. Tran H, Brighton T, Grigg A, et al. A multi-centre, single-arm, open-label
study evaluating the safety and efficacy of fixed dose rituximab in pa-
tients with refractory, relapsed or chronic idiopathic thrombocytopenic
purpura (R-ITP1000 study). Br J Haematol. 2014;167(2):243-251.

20. Khellaf M, Charles-Nelson A, Fain O, et al. Safety and efficacy of
rituximab in adult immune thrombocytopenia: results from a prospective
registry including 248 patients. Blood. 2014;124(22):3228-3236.

21. Ghanima W, Khelif A, Waage A, et al; RITP study group. Rituximab as
second-line treatment for adult immune thrombocytopenia (the RITP
trial): a multicentre, randomised, double-blind, placebo-controlled trial.
Lancet. 2015;385(9978):1653-1661.

22. Cooper N, Stasi R, Cunningham-Rundles S, et al. The efficacy and safety
of B-cell depletion with anti-CD20 monoclonal antibody in adults
with chronic immune thrombocytopenic purpura. Br J Haematol.
2004;125(2):232-239.

23. Kuter DJ, Bussel JB, Lyons RM, et al. Efficacy of romiplostim in patients
with chronic immune thrombocytopenic purpura: a double-blind rand-
omised controlled trial. Lancet. 2008;371(9610):395-403.

24. Cheng G, Saleh MN, Marcher C, et al. Eltrombopag for management of
chronic immune thrombocytopenia (RAISE): a 6-month, randomised,
phase 3 study. Lancet. 2011;377(9763):393-402.

25. Newland A, Godeau B, Priego V, et al. Remission and platelet responses
with romiplostim in primary immune thrombocytopenia: final results
from a phase 2 study. Br J Haematol. 2016;172(2):262-273.

574 American Society of Hematology

mailto:cn2401@cumc.columbia.edu
mailto:cn2401@cumc.columbia.edu


26. Ghadaki B, Nazi I, Kelton JG, Arnold DM. Sustained remissions of
immune thrombocytopenia associated with the use of thrombopoietin
receptor agonists. Transfusion. 2013;53(11):2807-2812.

27. Thachil J, Salter I, George JN. Complete remission of refractory immune
thrombocytopenia (ITP) with a short course of Romiplostim. Eur
J Haematol. 2013;91(4):376-377.

28. Vlachaki E, Papageorgiou V, Klonizakis F, et al. Total remission of
severe immune thrombocytopenia after short term treatment with
romiplostim. Hematol Rep. 2011;3(3):e20.
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