H IS

10 (3). 2021 283

RA71TY) X< 72X A MPO-ANCA B it o 1 41

EELTF:  HEANTTP s ek
ke dhE: IR RFEE &k e

EY  84mBEH. EITEREICHLTNATOUZXYT (pembrolizumab) AEA XN, 13— XFITE,
#, MRHPHIRL, CTTHIHICTYHZ AL, FEEZIEHONL. MFEMPO-ANCAO LR E, REX
BRECHBEMOMEAROH SN ENS, ANCABEDELIN EFEERZHSh, XAaTAUXYT
ICLPREFAERFEER (rAE) &EFAaoNn/. EFPEERTOAN NEEICLYEHELE REFI VY
42 FEAZEEDIrAE £ LT, MPO-ANCAHYBEE§ ZhtlaMM AR WBI AR ULEEERENEE

A5h3%.

¥ —7—FK :MPO-ANCA, $®EF v VRS> MEEE, REMEFEER, HizLm
Myeloperoxidase anti-neutrophil cytoplasmic antibody (MPO-ANCA),
Immune checkpoint inhibitor (ICI), Inmune-related adverse event (irAE), Alveolar hemorrhage

*

P programmed cell death-1 (PD-1) $ifko XA 70
A< 7 (pembrolizumab) % EDHRIEF = v 7 KA ~ b
FHE# (immune checkpoint inhibitor @ ICI) &, ftk®
BB DR B 5 <2 7 TR I3 & 134 B BRI
ZHLTWS, BEEGEICBWTIE, YOS A E
AR RPURIC X 0 i Z 520, PUESRHARIC X b THI
faasif b S, BEEMIE B L CHRL T, &
Z CHEHMIE, PD-1% programmed cell death-ligand
1 (PD-L1) EwvozftiEF oy 78, » MEWEZFEL,
THINE 2 ASTEPEAL U CREMSHED S LML Tnb. ICT
(&, SIS X 5 THIOAE L Z HEI L, T Ml
EFIEMALT 5 2 & T, PUIEGRIR L BT 5EHTH
AV, RAa7a) A 7IE, S F T B OMRRERIC
BOTHABAREINTBY, DHETIZ20164F12HEME
BAE OIS % B L CRIRE, k4 LSRR LT
5. —HTICIIE, $EBEAEFSR (immunerelated
adverse event : irAE) & Fbits HCOREEORIIEH
FRITIEPREIN TV, iBEEIZO—D2TH
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0, RRICHIER E 2 0155 720, ICIHGRHCIZEED
VHRIrAETH 5. Fxld, RAT70Y AT DIirAE
L&z oz, PuFhEHE PR (myeloperoxidase
anti-neutrophil cytoplasmic antibody : MPO-ANCA) I
Hofifatimzs 2Lz 180% &R L0 THET 5.
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TEATBEMERE R U TR & ke .

BRIHEE 204/ H X524, 725 & 1) B4,

KIGHE © FFicdimH e L.

WSk« EARSE.

TLLVF— L.

HHRIRIERE - I X710 ¥ (mirabegron), TV X7
F =) (esomeprazole), @¥V 717 =~ (loxopro-
fen), BiL=27 %4, Ki@dd, L7 A7 F
A1)V %7 2 (calcium L-aspartate), 7V 7 7 #)V Y K—
)V (alfacalcidol), 7V 7 %Y ¥ (naldemedine), # ¥
v a F v (oxycodone) FHEE.

HImEE © 20XX4E3 H, #EATREBEIE IS0 5 20iAHE L
LTRAT T XX 705G S 7z &5 180
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WERD L7z, MRPEN % & B S, PUR SRR FE



284 HEEE 10 (3), 2021
Table 1 Laboratory findings on admission
Hematology Biochemistry and serology MPO-ANCA 41.3EU
WBC 13,800 /ul. T-bil 056 mg/dL PR3-ANCA <10EU
Neu 84.2% AST 35U/L Anti-GBM antibody <20U/mL
Eos 05% ALT 24U/L Anti-ds-DNA antibody 10IU/mL
Bas 0.1% LDH 194U/L Anti-Sm antibody <1.0U/mL
Mon 82% v-GTP 73U/L
Lym 7.0% BUN 31.1mg/dL | Urinalysis
RBC 37210 /uL. Cr 1.34mg/dL Protein (-)
Hb 11.3g/dL Na 139 mmol/L Occult blood 2+)
Ht 36.9% K 4.9mmol/L RBC 1-4/HPF
MCV 994 1L Cl 104 mmol/L
Plt 19.7 x10* /uL CRP 2548 mg/dL
IgG 851 mg/dL
Coagulation RF 9IU/mL
PT 80.0sec ANA x 40
PT-INR 112 KL-6 387 U/mL
APTT 46.5sec SP-D 227ng/mL
D-dimer 80ug/mL SP-A 81.5ng/mL

i S 7eAs, FERIZEEE S, MR RS EE L7270,
NRATT) A TGN S 14 HRICABR L.

ABEREHURE - & 1725cm, K#E701kg, ik 36.1C,
IfitF 115/64 mmHg, R#I89 I51/55 - &, SpO:293% (W
R, LEE, O WPETE, TR L, LB LA
L, SEERE MM A L, iz L.

ABEREH AR M, (Table 1) @ kF R EREN O H I ERIE %
& CRPOZEHZL FHIED 511, MPO-ANCAAY41.3EU
EERLTW MiE2 L7 F= M 1.34mg/dL & Bl
THholohs, BREEEIRLTTY X THGHH» 5
HOLNTEY, HFRICE 2B JREMER
HFTHM2+ ThH - 7225, WETHL P2 MRITED S
Nehoi:.

W B X ARG E - AR PR ISR L T T A
RO LN,

JECT (Fig. 1b) : Al 3% F&k & LCHiliilcBEIRD
TN AT AL S ESER D REESTAD H e,

ABERARRIRBE® © ABESH, A& ZHEMREI AT S
N, RELET THPRELE S O IGEITE R AR &
Nn7- (Fig. 2a). AB & 0 A EMiEM (transbron-
chial lung biopsy : TBLB) & &5 gt AsiifT &
M, /&IPS (bronchoalveolar lavage fluid :
BALF) &< (Fig. 2b), Mg TAEY T VY HE
X 7u7 7 —=YNRO LN BALF HIENEMIERHT
MW, ERZ2OAFERERFEIRID SN2 2.
TBLB O BLET W CI&, il NI TH o W il W A332.0
bz, MERRPWHFHON IR SN o7z, R
AR I A IS REA S e 2o 7228, 1LiE MPO-
ANCANPEMHETH Y, BYE BN, &5ty 7

X =T ALY, MOBERHIC X ZMRLMEEE S h
722 &, ANCA BT 412 0E 5 Wil il & BRR 2
Wrah, Xaryn) A 7ELEEREBIOY 437
o, RATHRY X TOIrAEE # 2 5N/, MikEd L
L CHOEIEEIZCTCAE Grade 2T, RAT70) AXT
DOELETHIIL, —#IZ, Ra7a) X< ToREL
7L F=v' 1 ¥ (prednisolone : PSL) 1~2mg/
kg DFEIBREARNVE VHNC L DIEEIHER I NS, L
L, MlaimizsfIicHEE T2 L0H o720, AT
T4 K7V AHRE [(AF V7L F=V'a ¥ (methylpred-
nisolone) 1g/H, 3HME] »Mrbi, Totk, HiFpRDE:
& LTPSL70mg/H (Img/kg/H) 25 1R Z &2k
WENTz, FOME, BB ML & OBREIRIESE
L7z, %355 H I, My MPO-ANCA1Z49 EU ¥ T
TL, Wi odaEbRo s (Fig 1o), 409 H
\ZPSL 30mg/ H TR L7, AR THBEI MRS, il
REDOTR R SRR L, WG 56 7 H1%ICPSL %
T L7z B0 BRG0S0 % 1713 7%
oz,

z =

RATUY) A T2 E&LICIIC X BEHTIE, THil
OFEMALIZ X ) FhEZRICB W CHORERBICEM L /2
EREET2IrAEDHE SN TBY, MiEEEZ0—>
ThAb. ICIC X B MikEEDFEIUFHE L X & fENT O H
THI3% & HE SN TWD2Y 25, Bille o SR o #Hes
%, RATE) XA TG %I 272072
JEFI O, HERBIZ 5030V EMiTh b, RIEH]
O il I iE, MPO-ANCA BETH 722 &0 b,
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Fig. 1 Computed tomography findings. (a

‘

A

) CT before the initiation of pembrolizumab treatment showed a slight

ground glass attenuation in the peripheral area of the right middle lobe. (b) CT on the day of admission showed
diffuse patchy ground glass opacities and consolidations with air bronchogram predominantly in the right lung.
(c) CT performed 35 days after the withdrawal of pembrolizumab and the start of corticosteroid therapy showed

improvement.

Fig. 2 Bronchoscopy findings. (a) Bronchoscopy showed active bleeding from the right middle lobe. (b) Bronchoal-
veolar lavage fluid from the right B’ showed bloody return.

MPO-ANCA D Mg B M OFFEICEH G- Lz E 2 5N 5.
MPO-ANCA IF HERERF I X D BN REEZ 5] &
oL, ANELIAY 257 © SRS Y 2 38 1M 45

monTnaY. REFITIE, BIERERVEVAIICE S
BWHRIC XY, PURMIEOMET & & b ITHiWEISHE LS
EHH b, MPO-ANCA DBIGA R ENL. MO 2
BV TIXANCA Z o HCHREROTEH T, H
Bplid<a7m) X< 7125 ) MPO-ANCA 2S5 %

4% (micro-
scopic polyangiitis : MPA) OFFEICS- L TWAH I &M

MBI ASE 2 D155 2 L 2R LMD TORETH 5.
BEFRICB VT, ANCARGHEOERRMEEZ TRAT T
) A= TGRS IR 2V WS IEAE % F89E L 729 Bl
DEAH DY, ANCABHEEHZ T, ICIHRSI1CXD
ANCAPBIH M RO FFECHEZ B3 2 e H 57°.
TP & LT, ANCARGMERE TIEEERILIE T @ CD4
sk THINE LD PD-1 SR E I L T B 2 EHREINT
BHDY ICIH 512 & Y PD-1/PD-L1 %% o fe e Bl A
bR S, CDAREYE T M2 5 BRI %2 A L 72 PiikpE &
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HICHE L, ANCA B3 B O JE R W EATEE = 5 &
ENs. KEEFNL, MPO-ANCA BT, MPA @ 2\
5T M 25520 S, TBLB i Tl o Bk
MHIMEROFAIIEONTES T, MR
TETWRWAS, JEAEGA GRS &I 2 5A
WFZEPE DI IEHEY TIZMPASEWOHEE Y, RAT
0y A< T7THGI2E D ANCAEADTLHE L TMPA # %
SEL, MiBMcE 722 E2 55, REB DMK
M, Xa7na) X< 7hta 5 LEECHE L7225, B
WIZBWTH, ICIHG-# 1AM LINIZ ANCA B i 4
RKOFIERCHEN A SNTY, ANCABTERE 2T 5
ICT#¢ G- I I3 28I A RASEAL T 5 2 L A%h D iR
PRETH D, 7272, NEBIZ, RA78) A3 THYE
O MPO-ANCA 2l L CTE 5T, Milgtions 5
MPO-ANCAFETH - 7200 A TH S, —#IZICHE
L oW IEE B AR & L TP R E T LAER S
BNZ EDLNDS, RIEFOD XD WMEAIER S5 LD T
HiuF, ICIHG-HiDIiE ANCAHEZRATRETH
%9

ANCA B #5420 9 M2, Moy AkICER
HHEND I LNV, KA E 2 RTZ En
HY, \BEoOWETIE, 1160046 (364%) @ CT Thii
RN DD - 7210, REEFIT D FW 2 A A58
Hohiehs, BlE LT, BRI o B R OfFTEDS
ICIIC X B HiEEDGHRNTTH 5 L OHEHH W12,
RIEGITIERL 70 A= THGHI5 5 CT THM P 3
BT 0 AT AR SNTE Y (Fig. la), Al
BALIIRENHB L2 L EZ N5,

ICIIC & B iamE, R 2RES 213k L,
Grade 2Ll ECIRREIBIRE ANV E H Z2HK%G L, EIEH]
TIEEATOA R0V ZFEPHRET S Y, BB RZE AV
E U F R BIIG L CAS BERI LAIC S A5RE0 H N Wi
&, Y27 ukA773IF (cyclophosphamide) 4 ~ 7
) ¥ <7 (infliximab) 7 ERIEINHIF OB IMAME &
N KREFITIE, AT A B2V AR % & T
BRI AN E VEFIC L) IIREIIES ISR L2
EMD, MOICTIC X ZMikEE & Fkk, il i 5w
Th, BIEREARVE VAP ERRIEB AT L L
AR SNz ANCABIEIMAE K X 2 M limi, v
BT LEELRINETH Y, BIFREATTA N2
2 CHRIEPIHIFH 2 0 H 5 2 A% WO KERITIE,
BB R E AV E RO B CHiRAZ 3 fu—)L
L7225, ICTAS & 2 Ml i 2 ek 3 % adi o) 72 6 98¢ 2 1
LCiE, JEfZEM LG 200D 5.
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A case of MPO-ANCA-positive alveolar hemorrhage induced by pembrolizumab

Makiko Kitajima®?, Sachiko ShioyaP, Takatsune Hosoya?,
Takuma Kitajima? Kouhei Kawasaki® and Tomoko Suzuki?
4Department of Pulmonary Medicine, JA Onomichi General Hospital

bDepartment of Pulmonary Medicine, Innoshima Medical Association Hospital

An 84-year-old man with advanced bladder cancer had received pembrolizumab as second-line chemothera-
py. One week after the initiation of pembrolizumab therapy, he had symptoms of fever and blood sputum. Com-
puted tomography scan showed bilateral ground glass opacities and consolidations. Bronchoscopy showed active
bleeding from the right middle lobe, and bronchoalveolar lavage fluid revealed alveolar hemorrhage pattern. The

serum level of myeloperoxidase anti-neutrophil cytoplasmic antibody (MPO-ANCA) was high (41.3 EU). Based on

these findings, a diagnosis of MPO-ANCA-positive alveolar hemorrhage induced by pembrolizumab was made.

The clinical findings were improved rapidly by corticosteroid therapy and withdrawal of pembrolizumab. This is

an important case of alveolar hemorrhage associated with MPO-ANCA as an immune-related adverse event of

immune checkpoint inhibitor therapy.



