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Lung transplant is a successful method for treating

end-stage respiratory failure. Patients with immunosup-

pression or chronic lung diseases are accepted to be at

augmented risk of infection [1]. The association of lung

disease and pharmacological immunosuppression in

lung transplant patients is associated with a major risk

of infection that is one of the leading causes of

morbidity and mortality in this group [2].

Mycobacterial infections and, in recent years, nontuber-

culous mycobacteria (NTM) represent a dangerous com-

plication for solid organ transplanted recipients [3].

Treatment of NTM infection is more challenging in

these patients because of drug resistance and interaction

with immunosuppressive agents and enhanced toxicity.

Several NTM can produce disease in solid organ trans-

plant patients [4]. A small group of NTM is represented

by rapidly growing mycobacteria as Mycobacterium fortui-

tum, Mycobacterium chelonae (MC)/Mycobacterium absces-

sus (MA) and Mycobacterium smegmatis. Known

collectively, being almost identical, MC and MA were

identified only with bio-molecular technology evolution,

introducing ribosomal gene sequencing [5].

A review of the literature suggests that MC causes locali-

zed skin infection in immunocompetent hosts and dissem-

inated disease in immunocompromised patients [6].

In these patients, cutaneous lesions present as red to

violaceous subcutaneous nodules that evolve in abscess

with multiple fistulas oozing serous or purulent fluid.

Lesions can become painful only when large. Generalized

symptoms of infection are typically absent [2]. Pulmonary

lesions occur in about one-third of patients with cutane-

ous disease.

Diagnosis is made by tissue culture or pathology, but is

rarely immediate because of the great variability of pattern,

partially depending on host’s immunological status [7].

In January 2002, a 58 years old man, underwent a sin-

gle lung transplant because of rapidly progressive chronic

obstructive pulmonary disease (COPD). He had compli-

cated postoperative course including reperfusion injury,

critical illness polyneuropathy and renal impairment,

requiring assisted ventilation and haemodialysis for

3 months.

On 97th postoperative day, thoracotomic scar presen-

ted a painless nodular cutaneous lesion 10 cm in length,

with overlying pustules discharging purulent exudate

4 days later (Fig. 1). Physical examination evidenced no

sign of systemic infection. At that time he was on

cyclosporine 175 mg (2.4 mg/kg), prednisone 25 mg

and azathioprine 100 mg, with a serum creatinine of

3.1 mg/dl and a creatinine clearance of 12.21 ml/min.

Cyclosporine concentration was maintained around

300 ng/ml. Histopathology of skin biopsies showed poly-

morphonuclear infiltrate, mimicking bacterial infection.

Cultures prepared for bacteria, fungi and mycobacteria

were negative. Bronchoscopy with bronchoalveolar lavage

and transbronchial biopsies (TBB) excluded rejection and

pulmonary infection.

Conservative treatment was performed. Affected skin

excision and ‘wet to dry’ dressings were repeated twice a

day until the 15th day, when skin lesion appeared com-

pletely healed. As renal function was still impaired (creati-

nine clearance of 20 ml/min), empiric antibiotic therapy

was postponed. Cyclosporine predose ‘trough’ (C0) level

was tapered down from 300 to 180 ng/ml.

Figure 1 A painless nonfluctuant subcutaneous nodular eruption on

the thoracotomy wound, 10 cm in length, with overlying pustules

that, in few days, ruptured and discharged a purulent exudate.
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The patient was discharged with a normal lifestyle and

satisfactory pulmonary function tests (pO2 87 mmHg,

pCO2 37 mmHg, FEV1 46%). Three weeks later, on a late

exudate culture, MC was isolated. Modulation of immu-

nosuppression is reported to be enough in NTM infection

treatment; therefore no specific therapy had been adopted

[8].

Nine months post-transplant, TBB evidenced acute

rejection (grade IIa). It was successfully treated with

a short course of methylprednisolone (500 mg/day in

three doses) and cyclosporine C0 level increase up to

300 ng/ml.

Three months later, a painful subcutaneous lesion

appeared on the medial surface of the thigh. Surgical

debridement was immediately performed. Pathology

showed panniculitis with necrotizing pattern. Ulcer swabs

yielded MC in 8 days and it was confirmed by PCR. The

cutaneous isolates from thoracotomy and thigh were both

susceptible to clarithromycin (MIC 4 mg/ml), cefoxitin

(MIC 4 mg/ml) and ciprofloxacin (MIC 8 mg/ml), but

resistant to amikacin and rifampin. Clarithromycin

(250 mg per os twice a day) and cefoxitin (0.125 mg i.v.

twice a day) were immediately started. Cefoxitin was

stopped after 21 days, whereas clarithromycin had been

prosecuted for 6 months. Swabs became negative in

15 days and the wound healed completely in 1 month.

Treatment for MC disease is crucial in transplanted

patients. Lesion extension, drug toxicity and interaction

should guide infection management. Treatment corner-

stone is chemotherapy associated with surgical debride-

ment and immunosuppression reduction [9].

Accumulated experience from literature suggests multi-

drug therapy. Standard anti-mycobacterials such as eth-

ambutol, pyrazinamide and isoniazide are ineffective.

Choice agent is clarithromycin, because of well tolerable,

with few side-effects and excellent clinical results. Never-

theless, it should be avoided as monotherapy, because of

acquired mutational resistance. A second agent, active on

these mycobacteria, such as amikacin, rifampin, cefoxitin,

imipenem and quinolones should be associated at least

for the first 2 weeks [10].

Clarithromycin, as the other macrolides, is a powerful

inhibitor of cytochrome P450 isoenzyme. Cyclosporine

and tacrolimus are predominantly metabolized by CTP3A;

the observed interaction between cyclosporine and clarith-

romycin is previously demonstrated [11].

Both antibiotic and cyclosporine dosages had been tail-

ored to renal function and serum level of cyclosporine

(Fig. 2).

Eight months after antibiotics withdrawal, the patient

was in good general conditions without evidence of recur-

rent disease or rejection.

Interestingly, in this case, a deceptive infection control

was obtained with immunosuppression modulation. Spe-

cific therapy was not started because of apparent thoraco-

tomic lesion healing and marginal renal function. At

immunosuppression adjustment, the infection relapsed in

a different skin site, probably because of haematogenous

spread. Cutaneous lesion healed without relapse only after

full antimicrobial therapy. In conclusion, MC is a com-

mon saprophyte and possible pathogen in transplant

recipients. It should be suspected when skin or joint

lesions of unknown origin occur. Treatment options

include surgical debridement and antibiotic therapy.
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Modulation of immunosuppression, when possible, plays

a key role in the infection course.
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