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pneumonitis alveolitis pulmonary fibrosis
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CT
bronchoalveolar lavage: BAL
transbronchial lung biopsy: TBLB

1980

EGFR-TKI 9
TNF pD-

€y

@3
fine crackles

©)
CRP LDH

KL-6 SP-D SP-A
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CT
CT high resolution CT: HRCT HRCT
idiopathic interstitial pneumonias: 11Ps
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hypersensitivity pneumonitis: HP
eosinophilic pneumonia: AEP CT
diffuse alveolar damage: DAD
cardiac pulmonary edema: NCPE
organizing pneumonia: OP
nonspecific interstitial pneumonia: NSIP

AEP
)

acute

non-
HP

®)
eosinophilic pneumonia EP
OP DAD usual interstitial
pneumonia UIP desquamative interstitial pneumonia
DIP NSIP ®
DAD
(6)
1 2
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DAD
3
HP
OP
UIP
€))
4
mTOR
mammalian target of rapamycin 17 28%
7 10% 10%
EGFR-TKI
3 14%
3.
X
KL-6 SP-D
CT HRCT BAL
TBLB BAL
drug lymphocyte stimulation test
DLST
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COP
11Ps
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11Ps

AIP
idiopathic NSIP
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CRP KL-6 SP-D BNP

BAL
TBLB
5.
2 10)
19/
3
B polymyxin B-immobilized fiber column:
PMX
mTOR
grade 1
2 10) mPSL: methylprednisolone, PSL: prednisolone
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19/ 3 -

0.5 1 mg/kg /

2 2 4
52
X 6 6 30
7 13
39 fine crackles
WBC 11,160 /-L neut 87% eos 1% lym 10% mono 2% CRP 10.8
mg/dL KL-6 110 U/mL SP-D 83 ng/mL pH 7.41
PaO, 78 Torr PaC0O, 34 Torr
X 3. A
consolidation HRCT 4. A
OP
BAL 11 X 10> /mL
BALF 65% 26% 1% 8%
TBLB
14
3. B 4. B
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3 A 14 B 14
4 A 14 B 14
63
X 7 CcTINOMO Stage I
9
11 38
38.5
WBC 7,740 /-L neut 67% eos 1% baso 1% lym 21% mono 11% CRP
5.9 mg/dL KL-6 856 U/mL SP-D 151 ng/mL pH
7.42 Pa0, 67 Torr PaCO, 40 Torr
X 5.A X 5.B
HRCT
6.8 6.A
HP
BAL 32 X 10° /mL BALF 52%
41% 4% 3%

TBLB

PSL 40 mg/  0.7mg/kg/
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6 A B
82

X 10 2cm

cT2aNOMO Stage IB
EGFR 19 del19

X+2 3 X+2

4 EGFR-TKI 6

X
37.9 fine crackles

WBC 6,250 /- L neut 74% eos 2% baso 1% Hdym 17% mono
6% CRP 10.8 mg/dL KL-6 1,784 U/mL SP-D 211 ng/mL

2 L/ pH 7.49 Pa0, 57 Torr PaCO, 30 Torr
X 7.B X 7.A
HRCT
DAD
8 BAL
42 X 10° mL BALF 72% 20%
6% 2%
19/ X3 PSL
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7 A B
8
72
X 3
cT2aN3Mlc Stage IV EGFR ALK
PD-L1 75% 6 PD-1
10 X
9.A
9.B CT 10.A
reverse halo sign 10.B oP

fine crackles
WBC 13,900 /-L neut 84% eos 2% baso 1% lym 7% mono 6%
CRP 1.8 mg/dL KL-6 505 U/mL SP-D 89 ng/mL

pH 7.42 Pa0, 70 Torr PaCO, 41 Torr BAL
22 X 10° /mL BALF 69% 22%
6% 3% TBLB
OP

PSL 30 mg 0.5 mg/kg/
PSL 3
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Gefitinib Leflunomide Bleomycin Methotrexate | Amiodaone Tocilizumab
70 60 65
65 40
DMARDs

DMARDs: disease-modifying antirheumatic drugs
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EGFR-TKI gefitinib, erlotinib mTOR
everolimus temsirolimus
bortezomib

Leflunomide methotrexate e (MTX) penicillamine

Bleomycin, pepleomycin  docetaxel, gemcitabine

Amiodarone

Nivolumab, pembrolizumab, atezolizumab, durvalumab

Cyclophosphamide

Minomycin

Interferon

EGFR-TKI: epidermal growth factor receptor-tyrosine kinase inhibitor
mMTOR: mammalian target of rapamycin
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DAD Gefitinib, erlotinib, amiodarone, methotrexate
(MTX), leflunomide, cyclophosphamide
(CPA), bleomycin (BLM), gemcitabine
(GEM), cetuximab, panitumumab

oP Amiodarone, BLM, MTX, CPA, ,
salazosulfapyridine (SASP), penicillamine,

nivolumab

NSIP Amiodarone, MTX, penicillamine, ,
SASP

HP Gefitinib, MTX

UiP Amiodarone, nitrofurantoin

PPFE CPA, carmustine (BCNU), daptomycin,

AFOP Amiodarone, BLM, abacavir, sirolimus,
nivolumab,

AIP: acute interstitial pneumonia, DAD: diffuse alveolar damage, COP: cryptogenic organizing
pneumonia, OP: organizing pneumonia, NSIP: nonspecific interstitial pneumonia, HP: hypersensitivity
pneumonia, UIP: usua interstitial pneumonia, PPFE: pleuroparenchymal fibroelastosis, AFOP: acute

fibrinous and organizing pneumonia
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%

Gefitinib 3.98*
EGFR.TKI Erlotinib 4.52*
Afatinib 4.4**
Osimertinib 5.8**
ALK.TKI Crizotinib 5.77**
Alectinib 3.84*
Methotrexate 04 RA
Salazosulfapyridine 0.03*
Iguratimod 0.52*
Bucillamine 0.06*
Leflunomide 1.8*
Paclitaxel 0.54*
Docetaxel 0.6*
Amrubicin 2.2*
Gemcitabine 1.0*
Pemetrexed 3.6*
Vinorelbine 2.5*
Peplomycin 6.9*
Bleomycin 10.2*
Cisplatin <0.1*
Carboplatin 0..1*
S1 0.3*
TOR Everolimus 11.6*
Temsirolimus 17.3*
Nivolumab 5.8%*
Pembrolizumab 5.6*
[pilimumab 3.7**
Atezolizumab 2.9***
Durvalumab 13.9
* % % % 16)
Infliximab 0.5*
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Etanercept 0.6*
Tocilizumab 0.5*
Abatacept 0.3
Amiodarone 10.6x**** 17)

EGFR-TKI: epidermal growth factor-receptor tyrosine kinase inhibitor, ALK-TKI anaplastic
lymphoma kinase tyrosine kinase inhibitor, RA: rheumatoid arthritis, mTOR: mammalian target of
rapamycin
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PMDA Japanese Adverse Drug Eve
nt Report database JADER

ICH MedDRA/J
ver. 21.1 Preferred Term

28 412

31 3 213
101
98

R 98X

32
31
30
30
29
29
26

31



25
24
23

22
1106

2497
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486
364
192
99
92
67
51
49
46
43
40
39
36
32
30
27
26
26
26
25
25
1195

3016

https://www.pmda.go.jp/PmdaSearch/iyakuSearch/
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ICH MedDRA/J ver. 21.1
EU ICH ICH
MedDRA
0325001 0325032
ICH MedDRA/J
oPT (Preferred Term)
Interstitial lung disease

OLLT Lowest Level Term

Pneumoniainterstitial diffuse
Interstitial pneumonia

Interstitial pneumonia aggravated
Interstitial lung disease

Interstitial pulmonary fibrosis
Interstitial pneumonitis

Acute diffuse infiltrative lung disease
Chronic interstitial pneumonia

Follicular bronchiolitis
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ver. 21.0

29

ICH

Preferred Term

87

MedDRA/J

25 29

613

520
114
399
232

100
95
70
36
29

293

623

https://www.pmda.go.jp/relief-services/adr-sufferers/0043.html
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PMDA

PMDA

https://www.pmda.go.jp/relief -services/adr-suff erers/0004.html
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(®)

3 10%

70%

®)

3 14%

29

Durvalumab 73.6

***16)
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Durvalumab 13.9 L
***16)
29 30
EGFR-TKI Crizotinib 5.9**
Alectinib 3.84*
Everolimus 28.3*
mTOR —
Temsirolimus 17.1*
Atezolizumab 8.9%
Durvalumab 13.9
* % % 16)
Amiodarone 10.6 ¥

EGFR-TKI: epidermal growth factor-receptor tyrosine kinase inhibitor, RA:

rheumatoid arthritis, mTOR: mammalian target of rapamycin

*

**

*k*

EGFR-TKI

ALK-TKI

Crizotinib

S.(7**
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Alectinib 3.84*
Everolimus 11.6*
mTOR — 420
Temsirolimus 17.3*
Atezolizumab 2.0%**
Durvalumab 13.9
* % % % 16)
Amiodarone 10.6x****17)

EGFR-TKI: epidermal growth factor-receptor tyrosine kinase inhibitor, ALK-

TKI anaplastic lymphoma kinase tyrosine kinase inhibitor, RA:rheumatoid

arthritis, mTOR: mammalian target of rapamycin
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