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A bstract: Hairy cell leukaemia (HCL) is an uncommon, low-grade B-cell
lymphoproliferative disorder. HCL-variant describes an entity of HCL that is important
from the point of view of requiring differential diagnosis from HCL, and for requiring
careful consideration of the treatment approach. HCL-variant differs from the classic
form with respect to the lack of monocytopaenia, its elevated WBC and unique morpho-
logy and immunophenotype. Indeed, there is currently no adequate standard treatment
for this condition — HCL-variant is generally resistant to interferon-a, and complete
remission is rarely achieved with either pentostatin or cladribine.

We report a 57-year-old female patient who presented at our institution in No-
vember 2004 with high white blood counts and splenomegaly. Based on her blood mor-
phology, bone marrow and spleen histology, immunophenotype and clinical characte-
ristics, the patient was diagnosed as having HCL-variant, with blastoid variant transfor-
mation. The patient had advanced-stage disease. She was initially treated with spleen-
ctomy, which resulted in short-term normalization of blood counts. One month later the
blood counts deteriorated, she developed peripheral and abdominal lymphadenopathy and
had poor performance status. One cycle of cladribine combined with rituximab was im-
mediately administered. We started with rituximab 375 mg/m?” which resulted in a remar-
kable recovery of blood counts, followed by cladribine 0.1 mg/kg for 7 days. However,
the patient’s general condition worsened, and she subsequently died from heart failure.

Our experience from this case suggests that rituximab is a promising therapy
for patients with HCL-variant, particularly when combined with cladribine. However,
further clinical study is required before rituximab can be considered as a front-line the-
rapy for this form of malignancy.
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Introduction

Hairy cell leukaemia (HCL) is an uncommon, low-grade B-cell lym-
phoproliferative disorder.

Hairy cell leukaemia-variant (HCL-V) is a distinct clinicopathological
entity. It differs from classic HCL in its morphological, immunological and cli-
nical features.

In HCL-V, bone marrow and spleen histology resemble typical HCL,
but the circulating cells have a round or oval nucleus and a prominent nucleolus
(resembling prolymphocytes) and moderately basophilic villous cytoplasm [3,
4]. The cells have a B-cell phenotype and often express IgG on the cell mem-
brane, but lack typical hairy cell antigens, and always express CD25 and some-
times also CD103 and HCL2 [3, 4, 5, 10] (Table 1).

Tabele 1 — Tabena 1

Differences between the expression of cell markers in HCL and HCL-V
Pasznku mery excripecujara Ha Kesnjaure mapkepn kaj HCL w HCL-V

Antigen | slg. [HLA-DR|{CDS5| CD10 | CD20 | CD23 | FMC7 |CD11c| CD25 | HCL2 |CD103

HCL + + _ _ + _ . N . . N

HCL-V | + + - - + - + + - + +

Patients typically present with a high white blood cell count (WBC:
50 x 10°/L) and lack of monocytopaenia. The clinical course of HCL-V is va-
riable, but usually aggressive and associated with a short survival [3, 4, 9].

There is no adequate treatment for this condition. Recently, in view of
the efficacy demonstrated by cladribine in HCL, this drug has been used in
HCL-V, but with a lower response rate than in classic HCL. Very rarely, pa-
tients may achieve complete remission (CR) after three or four courses of clad-
ribine. There are no reported CRs with any other agent [1, 3, 4, 8].

Monoclonal antibodies which target CD20 expressing cells, such as
rituximab, have been tested successfully in the treatment of HCL [2, 3, 6, 7].

Here we report a patient who was diagnosed as HCL-V and treated with
chemotherapy combined with rituximab.

Case report

A 57-year-old female patient presented at our department in November
2004 with high WBC (47-65 x 10°/L), low Hb (86 g/L), low platelet count
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(80 x 10°/L), night sweats, weakness and fatigue. On examination the spleen
was palpable 20 cm, accompanied with painful abdominal discomfort. There
was no hepatomegaly or lymphadenopathy. RFT/LFT/electrolyte/urate were in
the normal range except LDH (1292 U/L).

Based on blood morphology, bone marrow and spleen histology, cyto-
chemistry and immunophenotype, the patient was diagnosed as having HCL-V.
The diagnosis was confirmed in two different laboratories.

The immunophenotype of the HCL-V cells was IgD+, IgM+, CD20+,
CD5-, CD23—, CD10-, cyclinD1-, DBA44+, CD103+ and with no nuclear
expression of BCL6.

Blood smears showed infiltration with hairy-cells of 56% and blastoid
forms of 10% (Fig. 1).

Figure 1 — Blood smears showing hairy cell variant in blastoid transformation

Cinka 1 —KpBHATE pazMackn MOKaxkyBaaT BaApHJaHTA HA BAAKHECTA KeJIHja
BO OJ1aCTOHHA TPpaHCHOpMAanwja

The patient had advanced-stage disease, with blastoid-variant transfor-
mation.
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She had already had the disease for at least 2 years. She was initially
treated with splenectomy, which resulted in short-term normalization of blood
counts.

One month later the blood counts deteriorated, she developed peripheral
and abdominal lymphadenopathy and had poor performance status.

One cycle of cladribine combined with rituximab was immediately ad-
ministrated.

We started with rituximab 375 mg/m’, which resulted in a remarkable
recovery of blood counts (WBC decreased from 104 x 10°/L to 5.6 x 10°/L
within 24 hours), followed by cladribine 0.1 mg/kg as a continuous iv infusion
for 7 days.

However, the patient’s general condition worsened and she subsequ-
ently died from heart failure.

Conclusions

The application of rituximab combined with cladribine resulted in a
remarkable recovery of blood counts in our patient with HCL-V in blastoid
transformation.

Our experience from this case suggests that rituximab is a promising
therapy for patients with HCL—V, particularly when combined with cladribine.

However, further clinical study is required before rituximab can be
considered as a front-line therapy for this form of malignancy.
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Pe3zume

RITUXIMAB BO TPETMAHOT HA BAPUJAHTA HA HAIRY CELL
JEYKEMUJA (ITPEIIEQ HA CIIYYAJ)

Xagu-ITenosa JI.,' CtojanoBuk A.,'
Ilerpymescka I'.,” Ilanoscka W.!

' Knunnka 3a xemarosioruja, Y HHBEp3HTETCKH KIHHHIKH [[EHTAP,
Ckormje, P. Makenonuja
’Uucrutyr 3a natonoruja, Meguunucku (paxyirer,
Ckornje, P. Makegonuja

Jleykemuja Ha BnakHecTH Kenuu (Hairy cell Leukemia) € peTKO XpOHHYHO
numdponponudepaTuBHo 3aboiyBame. EqHa o BapHjaHTUTE Ha OBaa JeyKemuja
(Hairy-cell Leukemia-variant) e 3Ha4ajHO a ce pa3rpaHudm Off KjacuuHaTa popMma
3apaju norpebaTa of noceGeH TepaluCcKy MpucTan. Bapujantara ce KapakTepu-
31pa co 3rojieMeH Opoj Ha JIEYKOIUTH, OTCYCTBO HAa MOHOIUTOIICHHU]a, E{UHCTBE-
Ha Mopdosoruja 1 UMyHoeHOoTun. Taa e pe3dcTeHTHa Ha UHTep(EepoH-a, a
KOMIIJIETHA PEMHUCHja PETKO ce MOCTUTHYBA €O 3—4 NUKIIYCH HA IEHTOCTaTHH WU
KJaipuOuH.

Ha namrara xnuauka (HoemBpu 2004 rop.) Gemre mpuMeHa 57-TORUIIIHA
MaIMeHTKa co BICOKA JIEYKOIWTO3a M M3pa3eHa CIuieHoMerannja. Bp3 ocHoBa Ha
KJIIMHAYKATE KapaKTepHCTUKH, MOpoorajaTa Ha KeMUATEe BO KPBTA, XMCTOIA-
TOJIOIIKATE KapaKTEPUCTUKN Ha KOCKEHWOT MO30K W CII€3MHATa W MMYHO(EHO-
THNOT, NallMeHTKaTa Oellle THjarHOCTHIPaHa KaKo JIeyKeMIja Ha BIaKHECTH Ke-
M — BapujaHTa Bo OiracTomgHa TpaHcopmanyja. Taa Gelrie manueHT BO HATIPEN-
HAT CTaguyM Ha GoJecra.

WMuvnyjanyo, Kaj manueHTKara Oelle HampaBeHa CINICHEKTOMHja cO Kpat-
KOTpajHO HOpMaJm3upame Ha KpBHaTa cnmka. [1o efeH Mecell Off CIJICHEKTO-
MHjaTa Jojie Ao mporpecuja Ha Gosiecta co Op3 MOpacT Ha JICYKOUUTUTE U MOjaBa
Ha mepugepHa u abgoMuHanHa auMdaneHonaruja. IlamuenTkara BegHam oelre
[IOCTaBeHa Ha Tepanmja co KIaApuONH M puTykcuMmal. JIeKyBameTo 3alodHa co
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putykcumab 375 Mr/mM’ mTo foBefe A0 3HAYATETHO HAMaTyBambe Ha JICYKOIH-
THTE, TPOCIIEIeHO CO KOHTUHYHNpaHa nH(py3uja Ha Knapubud 0,1 Mr/Kr BO TEKOT
Ha ceayM feHa. Habp30 1o 3aBpiryBameTO Ha TepamnyujaTa cocTojoaTa Ha ManueH-
TKaTa IPOTPECUBHO Ce BIIOMIYBAIIIEe ¥ Taa MOYMHA Of] CpIeBa ci1abocCT.

Oga Hallle UCKYCTBO MTOKaXa JleKa pUTYKCUMal BO KOMOMHAIM]ja CO KJIafi-
puOuH MoOXe fla Ouje Hajle’kHa Tepamnyja BO JIEKYBAaHkETO Ha OBA MHOTY PETKO
3a0onyBame. MefyToa, HOTpeOHU ce TOHATaAMOUIHY KIMHUYKY CTYAUU 32 yIIOTpeE-
0aTa Ha pUTyKcUMab KaKo NIPBOCTENEHa Tepalyja Kaj 0Ba 3a00IIyBambe.

Kny4ynu 360poBm: neykemuja Ha BIAKHECTH KeJlMU, BapHjaHTa, OllacTHa TpaHC-
¢opmatmja, KnagpuOuH, puTYKCUMao.
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