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Dear Editor,

Chronic Lymphatic Leukemia (CLL) can rarely be complicated by
inclusion-body myositis.""” There are also two case reports about CLL
with dermatomyositis.>* Transient, self-limiting myositis in CLL has not
been reported.

The patient is a 69-year-old woman, height 172 cm, weight
78 kg, who was diagnosed with CLL in June 2006. In addition, her
medical history was positive for diabetes, moderate renal insuffi-
ciency, polyneuropathy, arterial hypertension, hypothyroidism, sicca
syndrome, and glaucoma surgery. Since Fluorescence In Situ Hybrid-
isation (FISH) was negative in 2006, the wait-and-see strategy was
initially pursued for CLL. However, in May 2007 progression
occurred manifested by lymphadenopathy and splenomegaly, classi-
fied as RAI II and Binet B, for which she received five cycles of flu-
darabine and cyclophosphamide. Although re-staging in July 2012
showed a significant reduction in lymph node size, she was enrolled
in the CLL-TRU.016 trial and received six cycles of bendamustin
through August 2012. Despite this treatment, a relapse occurred in
September 2014 with a lymphocyte doubling time < 6 months,
platelet count < 100, and increased f2-microglobulin.

This time FISH revealed del 11q, and del 13q. Therefore, the
patient received two cycles of bendamustin in October 2014 and
one cycle of ofatumumab in December 2014. In March 2023 pro-
gressive thrombocytopenia and the BTKi mutation ¢.1442G>C were
detected. However, the administration of ibrutinib was complicated
by dermal side effects, which is why treatment was started using the
MURANO regimen (Venetoclax plus Rituximab [RTX]). She received
the last RTX treatment in January 2024. Almost four weeks later,
the patient developed myalgias of the anterior thigh muscles. Clini-
cal neurologic examination two days later revealed muscle soreness
in the neck, decreased tendon reflexes in the upper and lower limbs,
rapid lowering of the legs when attempting to hold the leg, and
marked standing ataxia with a tendency to fall backward. Creatine-
kinase was elevated to 2746 U/L (Table 1). A muscle MRI three
days after the onset of myalgias revealed muscle edema of the left
vastus intermedius muscle, the right vastus medialis muscle, and the
right gluteus medialis muscle (Fig. 1). Non-specific myositis was
diagnosed and in the following days myalgia and muscle enzymes
resolved spontaneously (Table 1). The search for common causes of
myositis remained negative. Myositis-specific antibodies and myosi-
tis-associated antibodies were negative as were antisynthetase anti-
bodies and PCRs for viral infection. Current medications included
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empagliflozine, nebivolol, valsartane, levothyroxine, pregabalin, INN
filgastrin, venetoclax, allopurinol, valacyclovir, and dexpanthenol.

The patient presented is of interest because of myositis of the
thigh and pelvic muscles during chemotherapy with venetoclax plus
RTX for CLL. Possible causes of myositis in the index patient were
infectious disease, autoimmune disease, paraneoplasia, or drug-asso-
ciated diseases. Arguments against infection are that the patient had
no fever before the onset of myalgia, that CRP was almost normal
18 days before the onset of myalgia, that the PCR was negative for
CMV, EBV, influenza, and SARS-CoV-2, and that leukocyte count did
not increase but decreased since the onset of myalgia. The fact that
ANA, ANCA were negative and that myositis-associated antibodies
and myositis-specific antibodies were negative speaks against an
immunological cause. Another argument against autoimmune myosi-
tis is that she did not develop manifestations such as dysphagia, cal-
cinosis, rheumatoid arthritis, lupus, or scleroderma. Furthermore, no
subtypes of Idiopathic Inflammatory Myositis (IIM) could be identi-
fied. Dermatomyositis was excluded because the patient did not
have typical cutaneous features (heliotrope rash, Gottron papules,
shawl sign). Inclusion body myositis was excluded because there
was no progression but spontaneous regression and IBM occurs
more frequently in men than females. Polymyositis could not be
definitively excluded because the patient did not undergo muscle
biopsy to detect abnormal activation of CD8 T-lymphocytes and
extrafusal expression of major histocompatibility complex-I1.> Necro-
tizing myositis was excluded due to the absence of SRP and HMGCR
antibodies and only mild CK elevation. However, an argument in
favor of paraneoplastic IIM is that polymyositis, dermatomyositis,
and inclusion body myositis have already been reported in associa-
tion with CLL."~*® Whether venetoclax played a pathophysiological
role remains speculative. Although no cases with venetoclax-associ-
ated myositis or rhabdomyolysis have been reported to date, it can-
not be definitively excluded that it played a pathophysiological role.
Filgastrin was excluded as a cause of myositis because there are no
reports of such side effects in the literature. The long latency period
between the last use of RTX and the onset of myalgias suggests that
there was no causal relationship between RTX and the onset of CK-
elevation. Whether the elevated CRP reflects infectious disease, CLL,
or simply myositis remains speculative. Since common infectious
diseases have been excluded and CLL is not usually associated with
elevated CRP, it most likely reflects myositis.

It is concluded that transient, self-limiting myositis may occur in
patients with CLL receiving venetoclax. Although not previously
reported, a causal relationship between the two cannot be definitively
ruled out.
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Table 1
Blood chemical values before and during the myositis episode.
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Parameter RL 12.12.23 22.12. 10.1.24 18.1.24 7.2.24 8.2.24 9.2.24
CK 0-145U/L ND ND ND ND 2746 1450 1268
GOT 0-34U/L 19 ND 21 20 94 75 81
GPT 0-34U/L 11 ND 16 15 27 23 23
LDH 0-246 U/L 234 ND 213 213 340 256 309
LDH 0-246 U/L 234 ND 213 213 340 256 309
Creatinine 0.51-0.95 mg/dL 1.18 1.27 1.04 1.27 1.42 1.32 1.2
GFR 90-2001.7 m*KO 47 43 55 43 38 41 46
Erythrocytes 4.0-50.0 T/L 3.4 3.8 3.5 3.9 3.9 3.6 3.5
Leucocytes 4.0-10.0 G/L 1.8 1.9 10.4 7.2 3.2 1.3 1.2
Thrombocytes 150-400 G/L 102 102 111 134 72 53 40
CRP 0.0-4.9 mg/L 5.2 12.7 3.5 8.2 43.3 46.2 46.8

CK, Creatine-Kinase; CRP, C-Reactive Protein; GFR, Glomerular Filtration Rate; GOT, Glutamate Oxalate Transaminase; GPT, Glu-
tamate Pyruvate Transaminase; LDH, Lactate Dehydrogenase; ND, Not Done, RL, Reference Limits.

Fig. 1. Muscle MRI (T2 STIR sequences) of the thigh and pelvic muscles three
days after admission showing edema of the left intermedial vastus muscle, of the
right medial vastus muscle, and right medial gluteus muscle arrows).
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