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glass of peripheral predominance (figure 1). Daptomycin is 
withdrawn given the high clinical suspicion of eosinophilic 
pneumonia secondary to it. Preferential bronchoscopy was re-
quested - without macroscopic findings. Finally, the result of 
the cytometry of bronchoalveolar lavage shows the presence 
of 98% of eosinophils. All cultures in conventional and spe-
cific media were negative. Given the absence of improvement 
3 days after daptomycin withdrawal, Prednisone was started 
at 0.5 mg/kg/ day. The patient experimented progressive dis-
appearance of dry cough and the tendency to tachypnea in 
48 hours. The x-ray also demonstrated the disappearance of 
bilateral infiltrates (figure 2), so the patient was discharged to 
an orthopedic rehabilitation center with a short tapering in its 
rehabilitation center. This case was notified through the usual 
route to Spanish National Drug Agency. 

AEN is a severe syndrome usually associated with drug ex-
posure. Its pathophysiology is related to a recruitment of Th2 
lymphocytes and release of IL-5, which promotes the migration 
of eosinophils to the lung [1]. Daptomycin is a glycolipopeptide 
with a high bactericidal activity against Gram-positive microor-
ganisms. The drug mechanism undergoes conformational change 
through interaction with the membrane, increasing its permea-
bility and blocking protein synthesis. However, the pulmonary 
toxicity mechanism of daptomycin is unknown. It has believed 
that it can be related to drug accumulation in the pulmonary ep-
ithelium that leads to a lipid alteration that stimulate the inflam-
matory response [2]. There are two diagnostic classifications for 
AEN related to pneumonia: one from FDA warning [3] and one 
established by Solomon and Schwartz [4]. Both are similar and 
are summarized in: 1) exposure to daptomycin; 2) fever, dyspnea 
and increased oxygen requirements; 3) new onset pulmonary in-
filtrates; 4) bronchoalveolar lavage with>25% eosinophils; and 5) 
clinical improvement after daptomycin withdrawal. A recent me-
ta-analysis showed that reports of eosinophilic pneumonia due to 
daptomycin occurred in patients with a dose range of 4-10mg/
kg/day and with generally prolonged exposures to the drug (2.8 
± 1.6 weeks) [5]. Therefore, it has suggested that it is a time de-

Dear Sir, 

Daptomycin is an antibiotic in the family of glycopeptides 
that is characterized by its great activity against Gram-positive 
bacteria. Clinicians are aware of its potential muscle damage 
(5%) and gastrointestinal manifestations (7%). Eosinophilic 
acute pneumonia (AEN) is another adverse effect that can be 
potentially fatal. Early recognition and reasonable exclusion of 
other causes can make the difference.

We present a case of a 50-year-old female patient with 
arterial hypertension, dyslipidemia, grade II obesity, and mild 
extrinsic allergic asthma admitted to our hospital initially for 
placement of elective knee prosthesis. During the intervention, 
traumatic rupture of the popliteal artery occurs, so the postop-
erative was complicated with shock, which ends in supracon-
dylar amputation of the right leg. Treatment with meropenem 
(1g/8 h) and daptomycin (5 mg/kg/day) was started, obtain-
ing as the only microbiological finding Klebsiella pneumoniae 
BLEE in blood cultures. Urine and bronchial aspirate culture 
were negative and the surgical wound was not cultured. Af-
ter 14 days of stay in Reanimation, the patient presented a 
new febrile peak with no clear focus, so broad-spectrum anti-
biotics were maintained since all cultures of different sources 
were negative. On day +23 with daptomycin and meropenem 
as antibiotic treatment, the patient develops insidious dysp-
nea, orthopnea and dry cough. Physical examination revealed 
tachycardia, superficial tachypnea, dry crackles in pulmonary 
auscultation and 90% pulse oximetry. Chest x-ray show bilat-
eral reticulointerstitial pattern of new appearance. Blood tests 
show eosinophilia with 4,010 eosinophils/mm3. High resolution 
thoracic CT is performed confirming this nonspecific bilat-
eral diffuse interstitial pattern with some areas of tarnished 
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Figure 1  Chest x-ray and CT scan at the beginning of symptoms that showed 
diffuse interstitial infiltration with some ground glass opacities.

Figure 2  Chest x- ray on day +3 and day +7 after daptomycin withdrawal. The 
second one was done after 4 days of corticosteroids treatment.



Daptomycin eosinophilic pneumonia: an adverse effect to be aware ofG. Abelenda Alonso, et al.

Rev Esp Quimioter 2018;31(3): 282-284 284

3. FDA Drug And Safety Communication: Eosinophilic pneumonia 
associated with the use of Cubicin (daptomycin). https://www.
fda.gov/Drugs/DrugSafety/ucm220273.htm#ds Accesed July, 14th, 
2017 )

4. Solomon J, Schwarz M. Drug-toxin- radiatation therapy – induced 
eosinophilc pneumonia. Semin Respir Crit Care Med .2006; 27: 
192-7. PMID:16612770

5. Uppal P, LaPlante K, Gaitanis M, Jankowich M, Ward K. Daptomy-
cin-induced eosinophilic pneumonia – a systematic review. Anti-
microb Resist Infect Control. 2016. 5:55. PMID:27999664

6. Higashi Y, Nakamura S, Tsuji Y, Ogami C, Matsumoto K, Kawago 
K, et al. Daptomycin-induced Eosinophilic Pneumonia and a Re-
view of the Published Literature. Intern Med. 2018; 57(2): 253-258. 
PMID:29093391

7. Montenegro O, del Campo R, del Río JJ, Ambrós Checa A. Acute 
eosinophilic pneumonia secondary to daptomycin. Enferm Infecc 
Microbiol Clin. 2016; 34(6): 390-396. PMID:26530225

8. Hirai J, Hagihara M, Haranaga S, Kinjo T, Hashioka H, Kato H, 
Sakanashi D, et al. Eosinophilic pneumonia caused by daptomycin: 
Six cases from two institutions and a review of the literature. J 
Infect Chemother. 2016: 1-5. PMID:28003110

9. Miller BA, Gray A, Leblanc TW, Sexton DJ, Martin A, Slama T. Acute 
eosinophilic pneumonia secondary to daptomycin: a report of 
three cases. Clin Infect Dis 2010;50(11): 63-8. PMID:20420515

10. Chiu SY, Faust AC, Dand HM. Daptomycin-induced eosinophil-
ic pneumonia treated with intravenous corticosteroids. J Pharm 
Pract. 2015;28:275-9. PMID:25657193

11. Allen J, Pacht E, Gadek J, Davis B. Acute eosinophilic pneumonia 
as a reversible cause of non-infectious respiratory failure. N Engl J 
Med. 1989; 321: 569-7 PMID:2761601


