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Abstract

Varicella-zoster virus is a member of the Herpesviridae family. It can cause chickenpox and Herpes zoster infection
(shingles). The latter is an acute, cutaneous infection caused by reactivation of a primary varicella infection upon
decline in the virus-specific and cell-mediated immunity. Herpes zoster Infection is a serious infection in immune
compromised patients. Predisposing factors include long steroid use, immunosuppressive medications, HIV, solid and
hematological malignancies, hematopoietic stem cell transplant, exposure to radiotherapy, infections, &other forms of
stress. Here we report one case of Herpes zoster infection in patient with Chronic Myeloid Leukemia, chronic phase,
after four years of Imatinib mesylate, in which complete cytogenetic and molecular remission achieved. This is an

exceptional rare complication of Imatinib in Chronic Myeloid Leukemia patients without stem cell transplantation.

Case Report

Thirty-two year old Nepalese male patient known
case of chronic myeloid leukemia (CML), chronic phase,
since 2013, on Imatinib 400 mg once daily as upfront
therapy in complete hematological remission (CHR),
complete cytogenetic remission (CCyR) & major
molecular response (MMR4), followed as per European
Leukemia Net recommendations 2013, presented to
Hematology outpatient clinic with three day history of
acute severe burning pain localized to the left
abdominal wall and lower chest. Examination showed
grouped tender herpetic form vesicles on an
erythematous base running in dermatomal distribution
on the left half of the lower thoracic wall as shown in
Figure 1 & 2.
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Figure 1
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Figure 2

Figure 1&2 representing the skin rash up on
presentation which sounds typical of Herpes zoster
infection.

Discussion

Chronic myeloid leukemia is one of the
myeloproliferative neoplasms, as per World Health
Organization 2016 classification for hematopoietic and
Lymphoid tissues, and it is a triphasic disease which can
present as chronic, accelerated or blast phase [1-3].
Tyrosine kinase inhibitors revolutionized the natural
course of the disease [4,5]. Imatinib Mesylate was the
first generation tyrosine kinase inhibitor to be used for
treatment of CML with good tolerability, efficacy, and
high safety profiles [4,5]. However, many emerging
complications and associations were described with
Imatinib. One of extremely rare complications reported
with Imatinibis Varicella-Zoster Virus (VZV) infection in
CML patients without stem cell transplantation (SCT)

[3].

One major retrospective study conducted for CML in
the Departments of Leukemia and Bioimmunotherapy
at The University of Texas M.D. Anderson Cancer
Center; under the name “Development of Varicella-
Zoster Virus Infection in Patients with Chronic
Myelogenous Leukemia Treated with Imatinib
Mesylate” by Mattiuzzi GN, et al. [3] 2003, in which 771
patients with CML treated with imatinib Mesylate were
included [3]. Sixteen patients (2%) developed a VZV
infection [15 episodes of herpes zoster (HZ), 1
varicella]. The baseline characteristics of the 16 patients
with infection do not differ significantly from those who
did not develop VZV infection, except for time from
diagnosis of CML to imatinib (median: 55 versus 25
months, P =0.0056) and the number of prior therapies
(3 versus 1, P < 0.001). All patients treated with
antiviral agents with good response [3].
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This study concluded that that imatinib therapy in
CML patients not undergoing intensive cytotoxic
chemotherapy or SCT is associated with low incidence
of HZ infection [3]. VZV infection is more frequent with
longer duration of CML disease, with prior therapies,
does not disseminate, responds well to therapy, and
does not mandate a recommendation for HZ
prophylaxis in such patients [3]. These characteristics
were met in our patient except that Imatinib was used
as upfront treatment. Reactivation of latent viral
infection appears to be the mechanism of VZV infection
due to absence of nosocomial transmission. After
primary infection, the VZV becomes dormant in the
cerebral or posterior root ganglia and may reactivate,
particularly in the presence of defects in cell-mediated
immunity. Normal T-cell proliferation is suppressed by
Imatinib in a dose-dependent fashion [6]. Imatinib
causes suppression of cytokine synthesis by the
activated CD4+ T cells in CML patients [6]. It is
important to mention that Interferon-alpha may be
protective against herpes viral infections [7] and
Hydroxyurea, commonly used for treatment of CML,
may also exhibit antiviral properties [8]. This explains
low incidence of VZV infection in CML patients receiving
any of those treatments.

Conclusion

Varicella-zoster virus infection is reported rarely in
CML patients on Imatinib. It was more observed with
longer duration of the disease. It responds well to
antiviral treatment and does not require further
prophylaxis. It would be important to continue follow
up of these patients who will be on long term treatment
with Imatinib and be vigilant for the occurrence of such
complications.
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