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Successful Management of Ibrutinib-Induced Thrombocytopenia
with Eltrombopag in a Patient with Waldenstrom
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Eltrombopag ile Basarili Yonetimi
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To the Editor,

[brutinib is in the therapeutic armamentarium of Waldenstrom
macroglobulinemia (WM) [1], and it is effective in both newly
diagnosed [2] and previously treated cases [3]. One of the most
common hematological adverse events (AEs) experienced with
ibrutinib is thrombocytopenia (32% at all grades) [4], and the
number of prior therapies is positively correlated with the risk
of hematological toxicities [3].

Eltrombopag is a thrombopoietin receptor analog indicated in
cases of immune thrombocytopenia and severe aplastic anemia.
In addition, eltrombopag can be administered to patients
with solid tumors experiencing chemotherapy-associated
thrombocytopenia [5,6,7].

Herein we present a heavily pretreated patient with WM who
was successfully treated with the combination of ibrutinib plus
eltrombopag.

A 61-year-old male was diagnosed with WM in 2009. During
follow-up, he sequentially received chlorambucil, fludarabine,
RCD (rituximab + cyclophosphamide + dexamethasone), BRD
(bortezomib + rituximab + dexamethasone), and BR (rituximab
+ bendamustine) with 2 years of rituximab maintenance, which
was stopped in February 2021.

Three months after the cessation of therapy, his hemoglobin
level dropped to 9 g/dL and immunoglobulin M (IgM) level
increased to 2641 mg/dL. Ibrutinib was initiated in May 2021
at 420 mg/day due to progressive symptomatic disease. At the
start of treatment, his platelet count was 238x10°/L, but on day
7, ibrutinib was interrupted due to grade 2 thrombocytopenia
(56x10°/L) according to the Common Terminology Criteria for
Adverse Events (CTCAE) v5.0 [8]. The platelet count recovered
to 104x10°/L in 7 days and ibrutinib was restarted at a dose
of 140 mg. However, after 18 days, grade 3 thrombocytopenia
reoccurred (44x10°/L). Since the patient was heavily pretreated,

we intended to continue administering ibrutinib, and
eltrombopag was started on June 18,2021, at 50 mg/day. Platelet
counts remained low after 1 week and the eltrombopag dose
was escalated to 75 mg/day. Following 2 weeks of eltrombopag
at 75 mg/day, the platelet count improved to 105x10°/L and
ibrutinib was reinitiated at 140 mg/day in combination with
eltrombopag at 75 mg/day.

With this combination, the IgM level dropped from 2641
mg/dL to 1041 mg/dL after 12 months of ibrutinib with complete
improvement of clinical symptoms, while the platelet count
plateaued over 100x10°/L even after the dose of eltrombopag
was reduced to 50 mg/day (Figure 1). At the time of writing, in
June 2022, the platelet count was 182x10°%/L and the hemoglobin
level was 12.9 g/dL with administration of ibrutinib at 140
mg/day and eltrombopag at 50 mg/day.

Hematological AEs can be clinically significant during ibrutinib
therapy. In a previous study [9], grade >3 thrombocytopenia was
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Figure 1. Immunoglobulin M (IgM) levels and platelet counts
during the course of ibrutinib and eltrombopag combination
therapy.
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observed in 11.1% of cases and dose reduction was performed
for five patients, while two discontinuations were reported due
to hematological toxicities.

The combination of ibrutinib with eltrombopag yielded positive
results for chemotherapy-associated thrombocytopenia in cases
of solid tumors [5,6,7]. Eltrombopag use was tested in patients
with acute myeloid leukemia in combination with induction
chemotherapy; however, higher rates of serious AEs and deaths
were observed in the eltrombopag arm [10].

For our heavily pretreated patient, since we had used nearly all
approved treatment options available in our country, we needed
to continue administering ibrutinib, asgrade 3 thrombocytopenia
occurred with the lowest possible daily dose. To the best of
our knowledge, this is the first report of eltrombopag use in
ibrutinib-induced thrombocytopenia in a patient with WM
with limited therapy options. In cases of grade 3 ibrutinib-
associated thrombocytopenia, thrombopoietin mimetics may be
a reasonable treatment modality, especially if ibrutinib therapy
needs to be continued. The use of thrombopoietin mimetics (e.g.,
eltrombopag) in patients who experience ibrutinib-induced
thrombocytopenia can be tested in the future in prospective
trials in order to determine the role of this combination in cases
of WM.

Keywords: Eltrombopag, Ibrutinib, Thrombocytopenia, Toxicity,
Waldenstrom macroglobulinemia

Anahtar Sozciikler: Eltrombopag, ibrutinib, Trombositopeni,
Toksisite, Waldenstrom makroglobulinemisi

Ethics

Informed Consent: Informed consent was obtained from the
patient.

Authorship Contributions

Concept: A.E, FZA. AEE.; Design: AE, FZA., AEE,; Data
Collection or Processing: A.E., FZA. A.EE.; Analysis or
Interpretation: A.E., FZ.A., A.EEE.; Literature Search: A.E., FZA,
A.EE.; Writing: AE., FZA., AEEE.

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

©Copyright 2021 by Turkish Society of Hematology
Turkish Journal of Hematology, Published by Galenos Publishing House

Financial Disclosure: The authors declared that this study
received no financial support.

References

1. Raedler LA. Imbruvica (ibrutinib): first drug approved for the treatment of
patients with Waldenstrom's macroglobulinemia. Am Health Drug Benefits
2016;9:89-92.

2. Castillo JJ, Meid K, Gustine JN, Leventoff C, White T, Flynn CA, Sarosiek
S, Demos MG, Guerrera ML, Kofides A, Liu X, Munshi M, Tsakmaklis N,
Xu L, Yang G, Branagan AR, O'Donnell E, Raje N, Yee AJ, Patterson CJ,
Hunter ZR, Treon SP. Long-term follow-up of ibrutinib monotherapy in
treatment-naive patients with Waldenstrom macroglobulinemia. Leukemia
2022;36:532-539.

3. Treon SP, Tripsas CK, Meid K, Warren D, Varma G, Green R, Argyropoulos KV,
Yang G, Cao Y, Xu L, Patterson CJ, Rodig S, Zehnder JL, Aster JC, Harris NL,
Kanan S, Ghobrial I, Castillo JJ, Laubach JP, Hunter ZR, Salman Z, Li J, Cheng
M, Clow F, Graef T, Palomba ML, Advani RH. lbrutinib in previously treated
Waldenstrom's macroglobulinemia. N Engl J Med 2015;372:1430-1440.

4. European Medicines Agency. Summary of Product Characteristics
(Imbruvica). Available at https://www.ema.europa.eu/en/documents/
product-information/imbruvica-epar-product-information_en.pdf.

5. Kellum A, Jagiello-Gruszfeld A, Bondarenko IN, Patwardhan R, Messam C,
Mostafa Kamel Y. A randomized, double-blind, placebo-controlled, dose
ranging study to assess the efficacy and safety of eltrombopag in patients
receiving carboplatin/paclitaxel for advanced solid tumors. Curr Med Res
Opin 2010;26:2339-2346.

6. Winer ES, Safran H, Karaszewska B, Richards DA, Hartner L, Forget F,
Ramlau R, Kumar K, Mayer B, Johnson BM, Messam CA, Mostafa Kamel
Y. Eltrombopag with gemcitabine-based chemotherapy in patients with
advanced solid tumors: a randomized phase | study. Cancer Med 2015;4:16-
26.

7. Winer ES, Safran H, Karaszewska B, Bauer S, Khan D, Doerfel S, Burgess P,
Kalambakas S, Mostafa Kamel Y, Forget F. Eltrombopag for thrombocytopenia
in patients with advanced solid tumors receiving gemcitabine-based
chemotherapy: a randomized, placebo-controlled phase 2 study. Int J
Hematol 2017;106:765-776.

8. U.S. Department of Health and Human Services. Common Terminology
Criteria for Adverse Events (CTCAE) Version 5.0. Available at https://ctep.
cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_
Quick_Reference_8.5x11.pdf.

9. Treon SP, Meid K, Gustine J, Yang G, Xu L, Liu X, Patterson CJ, Hunter ZR,
Branagan AR, Laubach JP, Ghobrial IM, Palomba ML, Advani R, Castillo JJ.
Long-term follow-up of ibrutinib monotherapy in symptomatic, previously
treated patients with Waldenstrom macroglobulinemia. J Clin Oncol
2021;39:565-575.

10. Frey N, Jang JH, Szer J, lliés A, Kim HJ, Ram R, Chong BH, Rowe JM,
Borisenkova E, Liesveld J, Winer ES, Cherfi A, Aslanis V, Ghaznawi F,
Strickland S. Eltrombopag treatment during induction chemotherapy for
acute myeloid leukaemia: a randomised, double-blind, phase 2 study. Lancet
Haematol 2019;6:€122-e131.

E: "E Address for Correspondence/Y32|§ma Adresi: Ahmet Emre Eskazan, M.D., istanbul University-Cerrahpasa,
Cerrahpasa Faculty of Medicine, Department of Internal Medicine, Division of Hematology, Istanbul, Turkey
E-mail : emre.eskazan@iuc.edu.tr ORCID: orcid.org/0000-0001-9568-0894

Received/Gelis tarihi: September 7, 2022
Accepted/Kabul tarihi: November 8, 2022

DOI: 10.4274/tjh.galen0s.2022.2022.0397

276





