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Azacitidine-Induced Lung Injury in a Patient with Myelodysplastic Syndrome

Ho Cheol Kim, Sang Hyung Kim, Jee Hwan Ahn, Hye Mi Kwon,
Jong Han Choi, Tae Hyung Kim, and Je-Hwan Lee

Department of Internal Medicine, University of Ulsan College of Medicine, Seoul, Korea

In randomized phase 3 clinical trials azacitidine has been shown to prolong survival in patients with higher-risk myelodysplastic
syndrome (MDS). Therefore, azacitidine therapy should be considered for treating MDS patients with higher-risk disease. A 78-
year-old male was administered the first cycle of azacitidine treatment for higher-risk MDS. On day three of chemotherapy he com-
plained of fever and dyspnea, and radiographic findings revealed bilateral perihilar-peribronchial infiltration and a small amount of
pleural effusion. Considering the possibility of pneumonia, intravenous broad-spectrum antibiotics were administered and azaciti-
dine therapy was discontinued. Upon improvement of the patient’s subjective symptoms and radiographic abnormalities, azaciti-
dine therapy was resumed. However, fever and dyspnea developed again upon recommencement of azacitidine therapy. A diagnosis
was made of azacitidine-induced lung injury and corticosteroid treatment was administered. Although lung injury is a rare compli-
cation induced by azacitidine, physicians should be aware of this life-threatening side effect. (Korean J Med 2014;87:496-500)
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Figure 1. Initial chest X-ray
and chest computed tomog-
raphy (CT) reveal both pleu-
ral effusion and bilateral
infiltration.
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Figure 2. Chest X-ray shows peribronchial infiltration of the right lower lung field and pleural effusion (A), and improved state (B).
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Table 1. Azacitidine-induced lung injury: summary of cases in the literature

Case  Report Age/ Country  Symptom  Symptom  Chest CT findings Pathological Therapy Outcome
(ref.) Gender onset findings
1 Adams et 71/M USA Not Fever Interstitial opacity, Organizing None Death
al. [5] available alveolar shadow pneumonitis,
interstitial and
alveolar fibrosis
2 Hueser & 55/F USA 5 day Fever, Interstitial opacity NA Steroid Improvement
Patel [6] dyspnea
3 Sekhri et 56/M USA 1 wk Fever, Airspace disease, Organizing Steroid ~ Remission
al. [7] dyspnea, dry  nodular opacity pneumonia,
cough bronchocentric
granuloma
4 Nairetal.  76/M USA 2 wk Fever, Infiltration, Organizing Steroid  Improvement
[8] dyspnea, dry ground-glass opacity ~ pneumonia,
cough (GGO), lymphnode  eosinophilic
(LN) enlargement pneumonia
5 Pillai et al. 74/F UK 5 day Fever, Reticulonodular NA Steroid Remission
[9] dyspnea, dry  shadow, GGO,
cough pleural effusion
6 Hayashi 74/M Japan 2 day Fever, Infiltration, GGO, NA Steroid Remission
M. et al. dyspnea, dry Pleural effusion, LN
[10] cough enlargement
& ARA AZEA] ols| mAER WML A4S o
doA ¥ 45 dovl= Aer dPA =T, gemcita-
binex} azacitidine BALR7 *POM H) &40 QoA AL Eyoldesat Aol A azacitidine 2=

M%7 74 Rlolek F50) 9l
dineo|| 2J3t ¥ £A)o

o] ]of| = azaciti-
o] 1Y YHE7] ¥ Ee= HYEE

22l B9} Tisl Fuuko] ofd Zolehs B 9w,
A M| ZEO] L O ol Fek A WhE A2k Sto] 5
AEITHs Ge o] 74 SATTHSL

Azacitidineo]] 2]3t ¥ £=Afo] Tt %] 8T} g
7 2E|Ro|EE Fofsh= Zlolw o]l HirH FHlEel
A= AHEO|E X7 3 )RR FeollA el =
A =] Yt Table 1).

Azacitidineo]] 2|8t ¥ {42 E31A]+=
9 - AZFst AdE e 5= QIO H 7 azacitidine 2| &

B AYSH: B RO el

S ROt MR 7

Fstelzlol B nat &

+ Azacitidine; H|<AF

REFERENCES

1. Choi CW. The NCCN clinical practice guidelines and
best supportive care for the myelodysplastic syndromes.
Korean J Med 2009;76:137-142.

2. Fenaux P, Mufti GJ, Hellstrom-Lindberg E, et al. Efficacy
of azacitidine compared with that of conventional care
regimens in the treatment of higher-risk myelodysplastic
syndromes: a randomised, open-label, phase III study.
Lancet Oncol 2009;10:223-232.

3. Adams CD, Szumita PM, Baroletti SA, Lilly CM.
Azacitidine-induced interstitial and alveolar fibrosis in a
patient with myelodysplastic syndrome. Pharmacotherapy
2005;25:765-768.

- 499 -



— The Korean Journal of Medicine: Vol. 87, No. 4, 2014 —

. Hueser CN, Patel AJ. Azacitidine-associated hyperthermia
and interstitial pneumonitis in a patient with myelodys-
plastic syndrome. Pharmacotherapy 2007;27:1759-1762.

. Sekhri A, Palaniswamy C, Kurmayagari K, Kalra A,
Selvaraj DR. Interstitial lung disease associated with
azacitidine use: a case report. Am J Ther 2012;19:¢98-100.
. Nair GB, Charles M, Ogden L, Spiegler P. Eosinophilic
pneumonia associated with azacitidine in a patient with
myelodysplastic syndrome. Respir Care 2012;57:631-633.

. Pillai AR, Sadik W, Jones PA, Thachil J. Interstitial pneu-
monitis: an important differential diagnosis for pulmonary

10.

- 500 -

sepsis in haematology patients. Leuk Res 2012;36:¢39-40.

. Hayashi M, Takayasu H, Tada M, et al. Azacitidine-induced

pneumonitis in a patient with myelodysplastic syndrome:
first case report in Japan. Intern Med 2012;51:2411-2415.
Meersseman W, Lagrou K, Spriet I, et al. Significance of the
isolation of Candida species from airway samples in
critically ill patients: a prospective, autopsy study. Intensive
Care Med 2009;35:1526-1531.

Naranjo CA, Busto U, Sellers EM, et al. A method for
estimating the probability of adverse drug reactions. Clin
Pharmacol Ther 1981;30:239-245.



