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Abstract

Amiodarone-induced pulmonary toxicity is one of the major complications in patients receiving admin-
istration of amiodarone. KL-6 is a useful indicator to evaluate the activity of interstitial pneumonitis. We
studied the clinical utility of KL-6 as a marker for amiodarone-induced pulmonary toxicity.

We investigated 6 patients in whom chest radiography revealed abnormal consolidations after adminis-
tration of amiodarone from 1997 to 1999. All patients were male aged 56 to 76 years (mean 66 & 7 years).
The indications for amiodarone included sustained ventricular tachycardia in 5 patients and atrial fibrilla-
tion in one patient with refractory heart failure. The mean left ventricular ejection fraction was 31 + 12%
(22 —52%) . KL-6 levels were measured by a sandwich type enzyme immunoassay using a murine mono-
clonal antibody (KL-6 antibody), and the cutoff level was determined at 520 U/ml. Complications
occurred from 17 days to 45 months after treatment with amiodarone. The KL-6 levels were abnormally
high (2,100 and 3,000 U/ml)in 2 patients with amiodarone-induced pneumonitis but under the cutoff level
in the non-pneumonitis patients. In one patient with amiodarone-induced pneumonitis, the KL-6 level
increased from 695 to 2,100 U/ml concurrently with worsening interstitial changes shown by high resolu-
tion computed tomography.

We conclude that KL-6 has practical uses as a marker for the detection and evaluation of amiodarone-

induced pulmonary toxicity.
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2. KL-61E & Z DDIRERER (Table 2)
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BAIYE Lo, MEREIHEENICHY, REF
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7:. LDHIIFiRBIOFER4, SIZEEFHEETDH - 7295,

Table 1 Patient characteristics

Patient Age (yr) Sex Under.lying LVEF Arthythmia : Dosage (mg) Duration of
No. heart disease (%) Loading  Maintenance therapy (months)
1 65 Male DCM 22 VT 200 100 28
2 56 Male MI 24 VT 800 200 10
3 64 Male Unknown 52 AF 400 200 0.6
4 69 Male DCM 22 VT 400 75 26
5 76 Male MI 36 vT 400 200 0.8
6 66 Male MI 28 VT 200 100 45

LVEF=left ventricular ejection fraction; DCM=dilated cardiomyopathy ; MI=myocardial infarction; VT = ventricular

tachycardia ; AF=atrial fibrillation.
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Fig.1 A 65-year-old man received a dual-chamber endocardial pacemaker for complete atrioven-
tricular block on June 1992 (Patient 1)
He had sustained ventricular tachycardia which was terminated by intravenous injection of 50 mg disopyra-
mide. After that, his medication consisted of oral administration of disopyramide at 300 mg/day. However,
his antiarrhythmic medication was changed from disopyramide to amiodarone because of aggravation of
left ventricular dysfunction in 1994. On February 5, 1997, he was admitted because of progressive dyspnea
accompanied by hemoptysis. Chest radiography demonstrated congestion and bilateral infiltration (4).
Clinical symptoms and chest radiographic findings improved after standard treatment for heart failure and
administration of antibiotics. The KL-6 level measured retrospectively on February 13 was 695 U/ml. The
dosage of amiodarone was decreased from 150 to 100mg on April 12.
He was readmitted due to an increase of consolidation shown by chest radiography performed on April 28
(B). Although clinical symptoms and chest radiographic findings improved after standard treatment for
heart failure and administration of antibiotics, oral administration of prednisolone was started on May 8 and
amiodarone was stopped on May 15. The consolidation of both lung fields disappeared shown by chest radi-
ography performed on June 3(C). However, high resolution computed tomography of the lungs demon-
strated an increase in interstitial markings (D: performed on March 13, E: performed on June 3). The KL-
6 level measured retrospectively on June 10 was very high at 2,100 U/ml/, corresponding to the time when
high resolution computed tomography of the lungs demonstrated an increase in interstitial markings.
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Fig. 2 Chest radiograph(A4)and high resolution computed tomography scan (B)demonstrating an
interstitial infiltration pattern of the lungs (Patient 2)
The KL-6 level of this patient was very high at 3,000 U/m/.
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Fig. 3 Chest radiographs of Patients No. 3—6
A Chest radiograph of Patient No.3 demonstrating a mass shadow in the left hilus. The cytology of his
sputum revealed adenocarcinoma. The KL-6 level of this patient was 360 U/ml.
B: Chest radiograph of Patient No.4 demonstrating consolidation in the right lower lung field. The KL-6
level of this patient was 120 U/ml.

C: Chest radiograph of Patient No.5 demonstrating consolidation in the right lower lung field. The KL-6
level of this patient was 330 U/ml.

D: Chest radiograph of Patient No.6 demonstrating congestion of the lungs. The KL-6 level of this patient
was 190 U/ml.
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Table 2 Laboratory data

atient _— CRP LDH %DLco KL-6 AMD DEA
PNo. Complication ( w/a)  (UW)  Before  Afier | (Um)  (ng/m)  (ng/ml)
1 Pneumonitis 10.8 956 83.5 68.0 2,100 716 457
2 Pneumonitis 12.7 987 NP NP 3,000 327 441
3 Lung cancer 342 1,010 NP NP 360 98 189
4 Pneumonia 37.0 373 71.0 91.0 120 481 413
5 Pneumonia 1.6 408 NP NP 330 365 336
6 Congestion 0.3 742 87.5 93.0 190 265 274

CRP=C-reactive protein(normal range; <0.3 mg/dl); LDH=lactate dehydrogenase (normal range ; 299-610 U/l); %DLco=%
diffusing lung capacity for carbon monoxide ; Before =before administration of amiodarone ; After=after pulmonary complication ;
AMD=amiodarone ; DEA =desethylamiodarone ; NP=not performed due to poor patient condition.
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