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= Abstract =
A Case of Amiodarone-Induced Pulmonary Toxicity

Jae Jeong $him, M.D., Sang Hwa Lee, M.D., Jae Myung Yoo, M.D., Hong Suk Suh, M.D.,
Dong Joo Oh, M.D., Jae Youn Joh, M.D., Kwang Ho In, M.D,, Se Hwa Yoo, M.D.,
Kyung Ho Kang, M.D., Eun Young Kang, M.D.” and Yang Suk Chae, M.D.”

Department of Internal Medicine, Department of Radiology,” Department of Pathology,”
College of Medicine, Korea University, Seoul, Korea

Amiodarone is a potent antiarrythmic agent used in the treatment of refractory
tachyarrythmias and premature ventricular contractions. Amiodarone may be responsible for
the frequent and various side effects including corneal deposits, abnormal liver function
test hyperthyriodism or hypothyroidism, bluish discoloration of the skin, neuropathies, and the
others. However, pulmonary toxicity is most serious adverse reaction limiting the clinical
efficacy. Rescently, we experienced a case of pulmonary toxicity induced by low dose
10-month amiodarone treatment for atrial fibrilation with rapid ventricular response. Lung
biopsy reveals interstitial inflammation, fibrosis, hyperplasia of pneumocytes, and foamy
macrophages. Respiratory symptoms and abnormal chest X-ray findings were nearly
complete cleared after using steroid and withdrawal of amiodarone. We report a case of
amiodarone~induced pulmonary toxicity with literature review.
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Fig. 1. Initial chest radiograph shows mutltifocal
airspace opacities bilaterally predominant
in the lung periphery.

-52._



Fig. 2. Follow-up chest radiograph obtained 10
days after reusing of amiodarone shows

extensive airspace opacities in the both
lung fields.
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Fig. 3. A. High-resolution CT of the lungs shows
ground-glass opacities, airspace consolida-
tion and some interlobar septal thickenings
bilaterally in the posterior peripheral lung
fields. B. High-resolution CT of the lungs
in mediastinal window settng shows that
the density of consolidated lung is similar
or slightly higher to that of muscle.
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Fig. 4. Section reveals thickend and fibrotic inter—

stitium associated with an infilterate of
mononuclear cells.Diffues fibroblastic pro-
liferations and scattered foamy macropha-
ges within alveolar ducts are also noted.
(H& E, x40

Fig. 5. Section reveals cluster of foamy alveolar
macrophages and hyperplastic pneumocy-
tes in surrounding alveolar septa. (H&E,
X400).
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Fig. 6. Alveolar macrophages W1thm the alveolar
space, showing many intracytoplasmic os-
miophilic lamellar bodies are noted.(EM, X
8000)

Fig. 7. Follow-up chest radiograph obtained 10
days after withdrawal of amiodarone and
steroid treatment shows more clearing of
airspace opacities in the lung fieldsbut
still notes linear and reticular densities in
the both lung fields.
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Fig. 8. Section reveals fatty changes around
central veins(acinar zone 3), and adjacent
portal tract and hepatic plates are well
preserved. (H&E, X100}

i

£ oolevly, AFga 2 5ERY o
SEIEZ LR EERERE E RS
3% §A8H) ndst vt de) F4Aes 7
she % Qo] Auk. 4L APTA )

R

A2 F4 ol mENHY 48 e g F
UEol Edln EFETWL 50~75%0)A AR
1l

o] &

AT 2 AFPaEY A4 FHeg
B 2 2o amiodaroned H&HOE
074 Abgste] mlEv i, ASgad 132
o Aeide g Aestd F ARAT A HE
2.2 AlaE¢] amiodaroned AFAT F €S F

e FAAHY dASdeE AP e ez A}
s¢u}
Sz RGN WB L ZE 7L, lactate dehydrogen

ase(LDH)9) 5719 ESRE S717) Hl5o1d o3 1}
Elvlal ESRE) F7He 50~100%60 A1 e, 4%
FEHL 282 RuEa ANAE T2 Aoy ¥4
JEE= AYAE Yehdis E97F Bl amio-
darone?} FH 2R APTY F2-89] i) ojF
< @ 4 gloH reverse T3S amiodarone?) &3 A
A A H S Vel AXR ol 8% £ 9o
RANAE g g AN ZE =T

GEFREXAAAL FEAoE ARYE 2
Boj gy W&ol Hizbde] e %A

zyoo g tgdd gy 2 veh, 34
Fobakel SRl M HEUHFo] F2 o
AN TR §‘r7<r°%1\iE #H2

8N
32
PR
()]
E
g
o
2
oo
rek
5,
Sl
P

>
=

L APT 2R}l
A 8hab” amiodarone®

%A amiodarone®] # 13*3}0% %i’&?i}%%—-"—i"é Al
g9 zoog xxd e F71E vhehdE=vl, Kuhl-
manEVel o) 3Hd APTEAFS] 73%°l A Eﬂﬁﬁ}% ¥

2
r.l o
03‘..
re
)

0:10134 7]-011,} H]R]—Q,{ }_xlmr:‘:i L}E}q] A
91% GorhF AR 2yeA ER
2 o)g% 4 glort APTY Fu7t oYt t&
#Ex AGd ARAF A3 HRFTH o] of
29 FAse g Ago] grh B FdY 5=
FAH Gl BRE & de HEde) 3
3 A AEe) FER AwE R AF
o] 3y FEA 5UAER AU
BALZAMY ¢ix g e}l ¥ H2ho 2 foamy cy-
toplasmic inclusion$ WeREd WA ER FL82
lamellar bodyE #Asn dom ML=y CDE ¢
7o 747 B ATV 3 Sk
AL E Ao, Hzg APAALE NYFe} Jupt
o] ig = B]onﬂ HAAAAE £ Add ¥
gel® vehls A"dol AZl in-
clusion ¥ Z%E APTY 93 2702 R 5
Qo 2%1}1;% 1742 2% Lamellar body”} #2t=
1°% Dean%'Vol 95t nﬂm APTEAE 6
o] HEY £8o] ¥ AoBL Russich B &



E AFHZAHAE At dndaz
Aerete TS GFAEES

o HAZ Y] gl RAAEWAA foamy
inclusionel #JHEAEUR, HAENHESZ  lamellar
bodyE 218t

ubghr APTE el ZHAELA, AL 3
FALZALCE FRE 5 Y3 GAH Jdel Fa3
¥ Kudenchuk® amiodarone$ A3k 8hatol 4]
ARG e AEHeR dstEE 24, FRUARA
A A EL oy ehalEE A4
U H&abwol 15%0]4- ofstE e A4 A%
b HAEE APTS] ke & 4 doka 3k
on HAEZY IAZ Aot BALA CD8Y
dtge] 9 ASE APTEA Y £ %o] H1
Aol Aukd HAx & AEY H9Y =
37h JE A APTY 3§33 7o
oA amiodaronert8 AL AHBOE Algom
e A4E 818 4 vk @k

Amiodarone® 2 Z#EHe YHgAHodL 2ox=
AEA g e BarieAstE € dddrsel
Zzoz Yehte O 2 Z#dA g} 2ol TSH, T
= Adeln Twl A PR oldeEZ: 2w
Haon, Lgv)Ae] §Age2 e AERY, 29
2 87t 9o}, amiodarone®FE o2 A%
2382 a9 9 gllen, ¥ S99 dA%S &
ol e FAsA g 9% BELY FUhe
amiodarone F-3}-8 A o Fadelo] 15~50%1 A4 b
BT 1%0l8tel A 2 7+ =& 7w &
Abgh Babgol wrsls Aow addnY B 2
Aol Zh2AZAAE 2b A Ao XA
HHE ot AxEu] A A lamellar body2 3
2] gokrt. ol9]e] g omy ARHI RAw

ot
22X

S

0

QO}L

127

& 039 ogett Agel UE e By
EE nRas FREY AR 2agol Jop,

A 8+ amiodarone AH4-& X3 dl¥-Ee] gt
AA F dulell ZHEHA N hAds Al g da
W AP os wiE Fe WA BT ami-
odarone®] Wr717} FHeojd Feke %U’rfi}od}?: 54
2 AgE  9loy, ~HZojnE AiE
o} A 5ol gl Hee ﬂﬂ}% Ewr}

o

#

Lo

B

P

—

-

]

2 prednisone 40~60mg 2.5 AlZrsle] 2U1A] 671495
Qt AN EeEA AL, UE e s
ALY ALe 98 84004 B 7~‘33’i‘3‘rl5>.
wetr amiodarone A&l = APTE 4738
9= 7\}1 =glong annodarone*}%ﬂ(’ﬂ 349,
ofgrd A, AV HAR HAEE 8E Blsha,
AEFAE 13711#93 APTEA oRE FU3hd
of & Aoy AlgH

8 o
AREE WA A AEERIA amiodarone

AgFoz A8 F ASAol 24D 14T 7
gstelzlol BRI B o Bush: vpolch

REFERENCE
D o8, &5, A9 e waEy SHEA
gl gkzlo) A o] A& amiodarone 2 HH LW
(combmatlon therapy)®] E¥HE2H). £87] 18
£):521, 1988
2) 5]’“‘? HP3, FY AAY FAde] g

amiodarone®] &3 w87] 17585, 1983

3) Couihan PJ, Mckenna WJ: Risk-benefit asse—
ssment of amiodarone in the treatment of
cardiac arrythmia. An International Journal of
Medical Toxicology and Drug Experence 5
286, 1990

4) gAZ, $71%, ojFT, 443, Fei, &8
4z 7&«‘?—?4_ °‘¥.°§, 8 A4, o)%

29,
A el (E‘ﬁ%) BH?_L} 3-8} 3) 2] 45(Suppll):50,

5) Martin WJ, Rosenow EC: Amiodarone pulmon-
ary toxicity: Recognition and pathogenesis(part
D). Chest 93:1067, 1988

6) Kudenchuk PJ, Pierson DJ, Green HL, Graham
EL, Sears GK, Trobaugh GB: Prospective ev—
aluation of amiodarone pulmonary toxicity.
Chest 86:541, 1984



7) Martin WJ, Rosenow EC: Amiodarone pulm-

8)

9

10

=

onary foxicity: Recognition and pathogenesis
(part II). Chest 93:1242, 1983

Martin WJ, Howard DM: Amiodarcne-induced
lung toxicity'In vitro evidence for the direct
toxicity of the drug. Am J Pathol 120: 344,
1985

Sandron D, Israel-Biet D, Venct A, Chrétien J-
Immunoglobulin  abnormalities in bronchoal—-
veolar lavage specimens from amiodarone-
treated subjects. Chest 89:617,1986

Line BR, Hunninghake GW, Keogh BA, Jones
AE, Johns GS, Crystal RG: Gallium~67 scan-
ning to stage the alveolitis sarcoidosis: Cor—
relation with clinical studies, pulmonary func—
tion studies and bronchoalveolar lavage. Am
Rev Respir Dis 123:440, 1981

11) Kublman J, Tiegen C, Ren H, Hurban RH,

Hutchins GM, Fishman EK: Amiodarone pul-
monary toxicity: CT findings in symptomatic
patient. Radiology 177:121,1990

12) Akoun GM, Cadranel JL, Blanchette G, Mille-

ron BJ, Mayaud CM: Bronchoalveolar lavage
cell data in amiodarone-associated pneumoni—
tis, evaluation in 22 patients. Chest 99:1177,
1991

13) Myers JL, Kennedy JI, Plumb V] Amiodarone

lung:Pathologic findings in clinically toxic pa-
tients. Hum Pathol 18:349, 1987

14) Dean PJ, Groshart KD, Parterfield JG, lansmith

DH, Golden EB: Amiodarone-associated pul-
monary toxicity: A clinical and pathologic
study of eleven cases. Am ] Clin Pathol 8777,
1987

15) Reasor MJ: Drug-induced lipidosis and the

alveolar macrophage. Toxicology 20:1, 1981



