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Hypersensitivity to clopidogrel occurs in approximately

1% of patients, 93% of these patients develop a maculo-

papular rash (1); however, the eosinophil count has not been

sufficiently discussed. The median time from drug introduc-

tion to the appearance of symptoms is 5-10 days, with a

peak incidence of onset at 6 days (2). Although a

lymphocyte-mediated response is suspected, the details of

the pathogenic mechanism remain unknown.

There are limited reports on drug-induced lung injury

from antiplatelet drugs, and only a few reports of drug-

induced lung injury from clopidogrel for eosinophilic pneu-

monia (3-5), including Yamada et al. (6). Clopidogrel is ad-

ministered for a period of 6-12 months (3-6), and drug-

induced lung injury develops a relatively long time after its

oral administration. In a reported case of eosinophilic gas-

troenteritis, it occurred 29 months after the start of clopido-

grel treatment (7). It may be difficult to diagnose drug-

induced lung injury because the development of disease may

occur long after the initiation of oral administration. Even in

the case reported by Yamada et al. (6), it took 6 months for

the clopidogrel-induced hypersensitivity reaction and the re-

sulting organ damage to develop after the start of admini-

stration, and is considered that the onset takes time.

Most of the mechanisms of drug-induced lung injury are

unknown, however, it is thought to include cytotoxicity, im-

mune system cell involvement, and idiosyncratic adverse re-

actions to drugs. Immune system cells are suspected to be

involved in eosinophilic pneumonia. Therefore, the reaction

to a drug-induced lymphocyte stimulation test (DLST) or

patch test may be useful as an auxiliary diagnosis, and

DLST using bronchoalveolar lavage solution may also be

helpful (8, 9). It is not possible to rule out the possibility

that clopidogrel alters the immune system, causing the exac-

erbation of airway lesions and eosinophilic pneumonia.

The diagnosis of clopidogrel hypersensitivity is clinically

based on the symptoms and timing of their appearance. In

addition, some supplementary tests for drug allergies have

been performed. Estimates of clopidogrel-induced hypersen-

sitivity reactions and associated organ damage is often deter-

mined by the improvement of symptoms following drug dis-

continuation. In that respect, clopidogrel also needs to be

identified as a suspected drug.

Drug-induced hypercalcemia has been reported to occur

in association with the long-term oral administration of lith-

ium [promoting parathyroid hormone (PTH) secretion], the

excessive intake of vitamin A (promoting bone resorption),

thiazide diuretics (promoting reabsorption from the kidney),

active vitamin D3 or supplements (increased absorption

from the intestine), and theophylline (PTH enhancing ef-

fect). There have been no reports of hypercalcemia caused

by other drugs. The case reported by Yamada et al. (6) was

associated with hypercalcemia in addition to eosinophilia.

Furthermore, imaging findings showing bone lesions were

obtained. It would be even more interesting if the bone le-

sions could be shown pathologically, or if the improvement

of bone lesions could be demonstrated using images ob-

tained after the discontinuation of clopidogrel.
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