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Zidovudine induced late
occurrence

Anand Gajanan Phatak', Avinash Suresh Buche?, Satish Devidas Kulkamni®

Zidovudine is one of the important components of Anti retroviral Therapy in India. However, therapy
with Zidovudine is associated with many side effects. Anemia or Bons marrow suppression leading to
pancytopenia s common with Zidovudine in early days of initiation of therapy. We report a case where
patient developed pancytopenia, four years after continuous Zidovudine therapy. Regular blood count

monitoring is essential in patients on Zidovudine.
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ince 2000, ART is widely available in India. Because of coxt

consiraints, AZT is still the main drug used in many pans of our
country. Anemia or Bone marmw suppression is seen usually within
few months of starting AZT therapy. The incidence of ithis side offect
is mare it before initiation of therapy there is presence afanemia. ltis
general consensus W avaid AZT in presence of anemia’. In addition
to AZT, simultaneous use of other drugs like cotrimoxarole’, Am-
photericin B, Dapsone, Sulfadiazing increases the chande anemia.
Some opportunistic infections like Mycobacteria, parvovirns can also
cause bone marrow suppression in patients on ART, We report a case
of HIV infected patient on ART who developed bone mamow sup-
pression after 4 yvears of continuous AZT therapy. This side effect is
rare to develop vears afier initiation of AZT. Anticipating this rane
evert and contineous blood count monitoring is recommended cven
if patient tolerates initial AZT therapy.

Cast. REvonr

A 30 years old female, housewife, was sereened for HIV infec-
tion in view of history of herpes zoster. Her hushand had died 6
vears before and was HIV-1 infected, She was asvmptomatic and
her general and systemic examination was normal. She was posi-
tive for HIV-1 with ELISA and the same confirmed by western blot
im August 2005,

Tmvestipations — Her baseline investigations were Hb -11.9
gmidl, TLC- 7300¢dl (N6d. L24, E%, and M3), Platlets-131000¢d1.
Liver and Kidney functions were normal. She was HBsAg and
TPHA non reactive. Ultrasonography of abdomen showed sbsemt
right kidney with.compensatory lypertrophy of lefi kidney. Baseline
O wes |84 micno liter, Plasma viral load was nol done. She was
started on AZT+3TC+NVP from August 2005. She also received
cotrimaxazole prophylaxis il august 2007,

Foflow-gp — On follow up aftier 2 months her investigations
were Hb-9.2 gmidl, TLC-3100/d1 (N48, LAS, EZ, and MS5) MCV-
94.7, Platelets- | 310000d], and SGPT-14. She was shified 1o DAT
(Stavuding) +3TC+NVP from Oct 2005 because of anemia. One
month later, hemogram improved (Hb-10.4gm%, TLC-4000/d| and
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platelets — 2400004d1). Her | Table | — Serial PVL and CIM cownts
serial viral loads and CDM | Month CMooant  Plasm
oounts ane shown in Table 1. per Wiral Load
Affier 3 years of DAT microliore  (copics'mi])
therapy, she was re-shified | Aveusi 2005 184 Nt done
on AZT+3TC+ NVP in Feb- | Amgust 2007 312 =M
ruary 2008, because of mi’;ﬁ x m{;ﬂ
ulh:rﬁRTu:uMnmm: ek 2010 s Pt
ered due to non mﬂ lmlﬂ'" ek o
uffordability. - o .
: Al PYL were dowse by BT PCR exovpt m
She developed fever, | 1. ;) oBAS TADMAN)

anonexia and nonproductive
cough in Jan 2012, She was investigated in other hospital at her
place and was found 1o have pleural effusion. The pleural effision
was exudative with lymphocvtic predominance. She was advised
o take 4 drug ATT (Isoniazide (H), Rifampicin (R), Pyrazinamide
Z) and ethambuiod (E)). Her ART was not changed by her treating
Doctor, at her town, probably was unaware of dnag interactions
between NVP & Rifampicin. Rifampicin is known o reduce blood
levels of NVP low enough as i Fheing given in sub therapeutic doses
o produce resistance to NVP. Hence NVP is changed o Efavirenz
when Rifampicin s 10 be given.

She visited our hospital in March 2012 with extreme fatigabil-
plewral effusion. Her Izb results were Hb-2.3 gm%e, MOCV-12711.
TLC-33000d1 {N51,L.44, M5}, Platelet count- BERIO0L, Sr. Fermitin-
623ng/ml (F4.63- 204ng/ml), Sr. Lactaie 15.1 mg/di(4.5-19.8mgf
dl), Sr. Creatinine 1 .0d4mg/d], Pleural Muid Protein 3.58 Gm®, lew-
kocyte count- SB0 (N 2%, 98%), ADA-24.2 (N <25). USG abdo-
changes. Serum erythropoietin-1 7347 mIUMI (5.4-3 1) Her regi-
men was switched to ITC+HDITHEFY and RHE was continued.
She also received red cell support for anemia. Afier 2 months of
follow up her Hemogram showed Hb- 11.2gm®6, TLC-36004d1
(N41 147 E3.ME), platelet 196000¢dl. She received 6 months of
ATT and is on ITCHDAUHNVP. She is doing well at present. (Hb
14, TLC-5840, Ph-2 14000}
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Dascussion

Zidovodine is imporiant component of ART in India. Commaon
side effects of AZT are anemin™* granulocytopenia, lactic acidosls,
hepatic stealosis, headache and nouseéa,

Ancmia is most common hematologic abrormality in HIW in-
fected patients. The specific reversible causes are drug toxicity,
opporiunistic infections like mycobacterin, parvovirus e, and nu-
tritional deficiencies. AZT causes maturation arvest in the mamow
causing pancyiopenia. The effect is mare pronounced in erythoid
precursors leading o anemin’, High serum erythropoietin levels
can differentiale between snemia secondary 1o AZT and anemia
duc o other canses”.

The phenomenon of anemia / bone mamow suppression sec-
ondary to AZT is seen mostly within few days ioone year of initiat-
ing the therapy’.

I ooter pratienst, the bone marmow suppression was seen after lour
years of uncveniful AZT therapy from February 2008 to Janusry
2012, She initially had mild anemia which subsided on shifting o
DET.Re- introduction of AZT has lead 10 severe bone marmow sup-
pression. She had pleural tuberculosis for which she was on ATT
(HRZE). Thene are no known drug interactions between HRRZE and
AZT which can incrense the drag levels of AZT in blood 8 TNH
itself can lesd to sideroblastic anemia which was not the blood pic-
ture in our case, Moneover, she had high serum erythropoietin ley-
els and her blood picture improved after stopping AZT.

At present she is on Stavudine, lamivudine and Nevirapine and
her viral load s well suppressed.

This case highlights the importance of regular monitoring of
blood counts in patients on AZT even after one year of uneventful

therapy, Timely drug withdrawal can prevent future complications

due 1o bone marrow suppression. Learning from this ease, it would

not be wrong to suggest avoiding re-challenge of AZT in such coses,
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