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stract

Introduction: Primary immune thrombocytopenia (ITP) is an acquired disorder of platelets
with complex and unclear mechanism of increased immune distruction or impaired production
of platelets. While management of ITP is evolving, there is a need for guidance particularly in
certain circumstances such as pregnancy, emergency and for patients requiring co-



medications. We aimed to determine the tendencies of hematologists in Turkiye on such

special conditions.

Methods: As a modified Delphi method, Turkish National ITP Working Group founded

under Turkish Society of Hematology developed a questionnaire consisting of statements

regarding pregnancy, emergency and circumstances regarding co-treatment with

antiaggregant or anticoagulants. 107 Hematologists working either in university or state

hospitals voted for their agreement or disagreement of the statements for two consequential

rounds.

Results: Participant hematologists reached an agreement on the starting treatment in pregn@r

patients with platelets less than 30 x10°/L and delivery of either normal or cesarian sectio Q

be safely performed above 50 x10%/L. For emergency and rescue management of I'TB

panel have agreed against the use of high dose corticosteroids alone, preferred a c¢
x10°

with transfusion or IVIG. For patients who require interventions, platelet cou
were regarded as safe for low risk procedures as well as co-treatment with artiplate
anticoagulants.
Conclusion As National ITP study group, we have observed the need asc'the practice

-

thresholds of platelet counts as well as co- morbidities and
consensus may be due to the variations in the practlces
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Ozet
Giris: Primer immiin trombositopeni, tf@mbositlerin karmasik ve tam aydinlanmamis bir
yapimina bagl olarak azaldig1 edinsel bir
hastaliktir. ITP tedavisi gehsme K elik, acil durumlar ve ek tedavi gereksinimi
gibi 6zel durumlarin yoneti ‘ betlere 1ht1yag: vardir. Calismamizdaki amag,
Tiirkiye’deki hematologla el dufimlara yaklasimini belirlemektir.

Gereg¢ ve Yontem: T toloj1 Dernegi altinda kurulan Ulusal ITP Calisma Grubu
tarafindan olusturula ile modifiye bir Delphi metodu kullanilarak, gebelik, acil ve

arin tek basina yliksek doz kortikosteroidden ziyade transfiizyon ya da IVIG
kullanimini tercih ettikleri gézlenmistir. Diislik kanama riskli girisimsel islemler

sit degerlerinin giivenli olabilecegi konusunda fikir birligi gdzlenmistir.

u¢: Ulusal ITP ¢aligma grubu olarak girisimsel islemler ve pithtilagsma sistemine yonelik
tedavilerin gerektigi 6zel durumlarda ITP yonetimine iliskin uygulama rehberlerine ihtiyag

oldugunu gozlemledik. Gebelikte ITP'nin yonetimine iliskin kararlar bireysellestirilmelidir.

Trombosit sayisi esikleri, eslik eden hastaliklar ve birlikte kullanilan ilaglar konusunda bir

fikir birligi eksikligi vardir. Bu fikir birligi eksikligi klinik pratikteki farkliliklardan

kaynaklantyor olabilir.




Anahtar Kelimler: Erigkin primer immiin trombositopeni, Hastalik yonetimi, Delphi metodu,
Ozel durumlar

Introduction
Immune thrombocytopenia (ITP) is an acquired disorder of the hemostatic system, formerly
regarded as a disease of platelet counts related with increased peripheral destruction, lately
recognized as a concept of immune dysfunction, impaired megakaryopoiesis or a comple
interplay resulting with manifestations including bleeding and/or thrombosis (1). Treatm
should be individualized and constructed around the patient’s requirements includinggage
comorbidities and comedications and life style. Pregnancy, age related cardiovasc
disorders may be challenging periods to manage in a patient with ITP and whi
have been developed to adress these issues, treatments may vary within cou
availability of the agents, economic disparities and distinctions of practice

hematologists in Tiirkiye regarding the management of primary ITP
emergency management for patients w1th bleeding or requ'

ng pregnancy,
tions and in

perspectives of management with international data.
Methods

The Delphi method is a survey-based form of assessa tive. Statements were
constructed and presented to the target populatlon ed and reckoned for a single or
multiple courses until consensus or an adeq i
population vote anonymously and select thei “ement/disagreement. After the
outcomes are collected, statements are e founder team to form a perspective of
the target audience (2,3). Each individ nt Was defined and framed on the statements
within national international guidelines ring committee.

National ITP Study Group foun sh Society of Hematology and Hemostasis and
Thrombosis Scientific Subco yiHematologists with expertise on ITP constructed a
survey consisting 5 state
management or requiri edications. Each individual statement was defined and framed
on the statements withi

hematologists of varyi es and facilities agreed to participate to the study. 88,3% of the
votees were ung : d 40,2% was working in University Hospitals while the
remaining 5 5 3 orking in State Hospitals.

¢ asked to consider each statement and select their level of agreement
ikert-type scale (1=disagree-never, 2=somewhat disagree-rarely, 3=neither
s nor agree, 4=somewhat agree-often, S=agree-always). Agreement of the

ounds of voting were conducted with a halfway analysis to clear the statements when

ereWas a lack of consensus and submitted for a second course. The second round of voting

took place one month after the first, and the response rates for the rounds were 71,9% and
,5% respectively. Results of the assessments were presented here, regardless of the level of

agreement to be discussed.

Results

1. Pregnancy and ITP

1.1 Statement: Pregnant patients with platelet counts <70 x10°/L should be assessed in terms

of ITP



Agreement: 98%

1.2 Statement: Treatment shall be commenced in pregnant patients presenting with <30
x10%/L any time during pregnancy.

Agreement: 92%

1.3 Statement: For pregnant patients with ITP, platelet counts >70 x10%/L is adequate for
vaginal delivery.

Agreement: 92%

1.4 Statement: For pregnant patients with ITP, platelet counts >50 x10%/L is adequate for
cesarian section.

Agreement: 84%

1.5 Statement: For pregnant patients with ITP, platelet counts >70 x10°/L is adequ.
neuraxial anesthesia

Agreement: 80%

2. Emergency and Rescue Treatment of pITP

2.1 Statement: Pulse methyprednisolone should be administered in emergency<8ituations
requiring rapid platelet recovery.

Agreement: 28%

2.2 Statement: High dose dexamethasone (40mg/daily, 1-4g
emergency situations requiring rapid platelet recovery.
Agreement: 39%

2.3 Statement: High dose dexamethasone (40mg/daily, 1
platelet transfusion should be administered in emer
recovery.

Agreement: 73%

2.4 Statement

Platelet transfusion can be administered tie o have IVIG exposure in emergency
situations requiring rapid platelet recov

Agreement: 40%

2.5 Statement

Antifibrinolytics shall be used i gdlicy situations as supportive treatment

Agreement: 40%

2.6 Statement: For patient o have pITP and not receiving treatment and will undergo an
elective surgical intergention, icosteroids and IVIG shall be used to increase platelet
counts above safe thresholds.

ays) shoul inistered in

mbined with IVIG or
requiring rapid platelet

ts who have pITP and not receiving treatment and will undergo an
tion, TPO-RAs shall be used to increase platelet counts above safe

*For patients with pITP, platelet counts 30-50 x10°/L are safe for low risk
rventions under adequate local measures.
ment: 62%
tement: For patients with pITP, platelet counts >50 x10°/L are safe for low risk
sutgical interventions under adequate local measures.

greement: 94%
2.10 Statement: For patients with pITP, platelet counts >50 x10%/L are safe for antiaggregant
treatments.
Agreement: 90%
2.11 Statement: For patients with pITP, platelet counts >50 x10%/L are safe for anticoagulant
treatments.



Agreement: 86%
2.12 Statement: For patients with pITP, platelet counts 30-50 x10%/L are safe for
antiaggregant treatments.

Agreement: 19%

2.13 Statement: For patients with pITP, platelet counts 30-50 x10%/L are safe for
anticoagulant treatments.

Agreement: 29%

Discussion

Mild decreases in platelet counts may occur during almost all pregnancies without
complications mainly due to increased distribution volume. Thrombocytopenia (<100 x1
is observed in less than 1 percent of uncomplicated pregnancies (4,5). Gestational
thrombocytopenia (GT) is defined as a temporary condition isolated with mild
thrombocytopenia observed in the late stages (majorly over 100x10°/L) witho
bleeding or fetal complications and is the most frequent cause of thrombocy
pregnancy (1,4). ITP is observed in 1-3/10.000 pregnancies and may be o

international consensus report (7).
Management of ITP during pregnancy is mainly t
goal of treatment is to reduce the risk of bleedi
rather than normalizing the platelet count. T

recommended by American
ve platelet counts > 30 x10°/L and
without bleeding until 36 weeks of gestation (oruntil delivery if it commences before) (4).
While a stable platelet count may be ai on the safe side, our panel have agreed that
treatment shall be commenced fi ents with platelet counts < 30 x10%/L. This
observation may be interpret cofdant with the consensus report and no thresholds

n Society of Hematology guideline for starting

o have platelet counts <30 x10%/L or with clinically relevant
VIG is recommended (1,4). Oral corticosteroids methyl

1costeroids and IVIG are regarded as second line treatments and the safety
s in pregnancy have been reported but not recommended by international
. Since antibodies do not cross the placenta until the second trimester and
inearly as the pregnancy advances, rituximab is hypothetically safe during the first
rom the attributable data of rituximab used on various indications, use of
ab during pregnancy is not clear and thus, not recommended (6,7).
regarding the use of TPO-RAs during pregnancy is limited and only based on case

ports. Decision on the use of TPO-RAs during pregnancy shall be individualized and cannot
be a routine practice for now. The goal of treatment for patients with ITP during pregnancy is
> 50 x10%/L at the time of delivery. While data regarding safe platelet counts for neuraxial
anesthesia is not available, 2021 consensus report from the Society for Obstetric Anesthesia
stated that platelet counts >70 x10°/L may be the safe recommendation to avoid epidural
hematoma. Preferences of anesthesiologists may vary within countries and even within



centers and therefore the decision should be based on the multi-disciplinary team managing
each patient.

Management of ITP during bleeding or in patients where rapid platelet recovery is required
(surgical or medical interventions, etc), the treatment shall be individualized. Contributing
factors for this decision include the severity of bleeding, age, comorbidities or comedications
that may create an extra tendency for bleeding, complications of each ITP treatment and the
time that is required or available for platelet increase. Though the bleeding risk is not exactly
related with platelet counts, the risk may be regarded as increased when platelet counts are <
20 x10%/L (11). For low risk procedures such as dental procedures including deep cleanin
and simple extraction, >30 x10°/L may be adequate while for complex extractions and mi
surgeries, a level of > 50 x10%/L shall be targeted (7). Our panel have agreed that fo 1
procedures, a platelet count > 50 x10°/L shall be regarded as adequate and the lac

agreement on platelet levels between 30-50 x10°/L may be interpreted as the
individualize ITP treatment as well as the risk of interventions being unclea
Our panel have not reached a consensus on how to manage pITP patientsd f bleeding

or when a rapid recovery is required. The major point that may be reg eement
(73% of agreement) were observed on the combination of high dose d sone with
IVIG or platelet transfusions. While there is not enough da s of each
option in emergency situations, combination of high dose co IVIG is stated
as probably effective (7). Since TPO-RAs require at least telet counts,
they are not recommended in emergency settings as our pa ¢ hot agreed on their use for
rescue treatment as well as for rapid platelet recove

Platelet transfusions with or without IVIG may be red in patients failing other
treatments and an increase of platelet count be achieved in almost half of
the patients though the level of evidence is n rinolytics (oral or intravenous
tranexamic acid and g-aminocaproic aci 1 to prevent bleeding as a supportive
measure though without any strong evi panel have not supported the use of
antifibrinolytics in emergency situation observed a need to increase the awareness
P in acute settings.

for single antiplatelet agent or anticoagulant treatment and >
50-70 x10%/L for dua or anticoagulants (7). Patients shall be assessed for their
individual risk of b including age, gender, bleeding history, fall risk, cancer and cancer

De n theimanagement of ITP during pregnancy should be individualized and be
ultidisciplinary team including hematology, obstetrics and anesthesiology.
served a certain lack of consensus on the thresholds of platelet counts regarded as
or interventions as well as co-morbidities and co-medications. This lack of confidence
due to the variations in the practices of the physicians who perform the interventions,
ell as anxiety of hematologists which may be considered as patient or health care system
ntered.

ay

Ethics

Ethics Committee Approval: This study was approved by the local ethics committee (Trakya
University Medical School Scientific Ethics Committee: TUTF-BEK 2023/322). Informed
Consent: All of the participating physicians provided their written informed consent.



Authorship Contributions

Concept- A.M.D., Design- AM.D., E.G.U, M.Ayr., M.C.A, M.Ayl,, V.K,EK,F.O. NS,
M.S., F.S., SK.T, T.T., 1.Y., Data Collection or Processing- A.M.D., E.G.U, M.Ayr., M.C.A,
M.Ayl, VK., EK., F.O., NS, M.S,F.S., SK.T, T.T., 1Y, U.C., Analysis or Interpretation-
AM.D., E.G.U, M. Ayr., M.C.A, M.Ayl,, VK, EK,F.O., NS,MS,FS.,SKT.,TT.,
1.Y., Literature Search- AM.D., E.G.U, M.Ayr., M.C.A, M. Ayl,, VK., EK,, F.O.,N.S.,
M.S.,F.S.,SK.T,T.T.,1Y., U.C., Writing- AM.D., E.G.U, M.Ayr., M.C.A, M.Ayl., V.K.,
EK., F.O.,NS,MS.. FS.,SKT,T.T, LY.,

Contflict of Interest: No conflict of interest was declared by the authors.

Financial Disclosure: This study was financially supported by Abdi Ibrahim
Pharmaceuticals.

Abbreviations: ITP: Immune thrombocytopenia

References
1. Rodeghiero F, Stasi R, Gernsheimer T, Michel M, Prova M, Bussel JB,
Cines DB, Chong BH, Cooper N, Godeau B, Lechu@r K G, McMillan
R, Sanz MA, Imbach P, Blanchette V, Kiithne T, Rug :
Standardization of terminology, definitions a pe effteria in immune

thrombocytopenic purpura of adults and ¢
group. Blood. 2009 Mar 12;113(11)¢
Epub 2008 Nov 12. PMID: 1900518
2. Hsu CC, Sandford BA. The Delp,
Assessment, Research, and Evaluation
3. Sahin AE Egitim arastirma ephi teknigi ve kullanim1. Hacettepe Universitesi
: 20.
4. ACOG Practice Bulleti hrombocytopenia in Pregnancy. Obstet Gynecol.
2'10.1097/A0G.0000000000003100. PMID:

rom an international working
.1182/blood-2008-07-162503.

aking sense of consensus. Practical

30801473.
5. Webert KE, uin C, Heddle NM, Kelton JG. A retrospective 11-year

30 11.
1 DR, Arnold DM, Buchanan G, Cines DB, Cooper N, Cuker A,
» eorge JN, Grace RF, Kiithne T, Kuter DJ, Lim W, McCrae KR,
itt B,8himanek H, Vesely SK. American Society of Hematology 2019 guidelines
immume thrombocytopenia. Blood Adv. 2019 Dec 10;3(23):3829-3866. doi:
. loodadvances.2019000966. Erratum in: Blood Adv. 2020 Jan 28;4(2):252.
D: 31794604; PMCID: PMC6963252.

Provan D, Arnold DM, Bussel JB, Chong BH, Cooper N, Gernsheimer T, Ghanima
W, Godeau B, Gonzalez-Lopez TJ, Grainger J, Hou M, Kruse C, McDonald V, Michel
M, Newland AC, Pavord S, Rodeghiero F, Scully M, Tomiyama Y, Wong RS, Zaja F,
Kuter DJ. Updated international consensus report on the investigation and
management of primary immune thrombocytopenia. Blood Adv. 2019 Nov
26;3(22):3780-3817. doi: 10.1182/bloodadvances.2019000812. PMID: 31770441;
PMCID: PMC6880896.
8. Sun D, Shehata N, Ye XY, Gregorovich S, De France B, Arnold DM, Shah PS,

Malinowski AK. Corticosteroids compared with intravenous immunoglobulin for the



10.

11.

treatment of immune thrombocytopenia in pregnancy. Blood. 2016 Sep
8;128(10):1329-35. doi: 10.1182/blood-2016-04-710285. Epub 2016 Jul 11. PMID:
27402971.

Bauer ME, Arendt K, Beilin Y, Gernsheimer T, Perez Botero J, James AH, Yaghmour
E, Toledano RD, Turrentine M, Houle T, MacEachern M, Madden H, Rajasekhar A,
Segal S, Wu C, Cooper JP, Landau R, Leffert L. The Society for Obstetric Anesthesia
and Perinatology Interdisciplinary Consensus Statement on Neuraxial Procedures in
Obstetric Patients With Thrombocytopenia. Anesth Analg. 2021 Jun 1;132(6):1531-
1544. doi: 10.1213/ANE.0000000000005355. PMID: 33861047.

Patil AS, Dotters-Katz SK, Metjian AD, James AH, Swamy GK. Use of a
thrombopoietin mimetic for chronic immune thrombocytopenic purpura in p
Obstet Gynecol. 2013 Aug;122(2 Pt 2):483-485. doi:
10.1097/A0G.0b013e31828d5b56. PMID: 23884268; PMCID: PMC4,
Piel-Julian ML, Mahévas M, Germain J, Languille L, Comont T, La
Payrastre B, Beyne-Rauzy O, Michel M, Godeau B, Adoue D, i
investigators group. Risk factors for bleeding, including platelg
newly diagnosed immune thrombocytopenia adults. J Thromb
Sep;16(9):1830-1842. doi: 10.1111/jth.14227. Epubi018 Aug

N





