HIFWGEE 13 (3), 2024 111

FNHERERE L2 L TRA TR X< 7 5HC
KGR IIE % e L 72 29E B

B[y & S | F 1 R~ % N1V
flie AgEER MR EBI: KA 2P

ER  ANXATOYXYT (pembrolizumab) (LK 3 REMEFEERO LT, KEMEXBEEDHRE I
Rah3. £/-KEUHEREEEREL EFTIE, REEDIRIFIBOLARTVEDREEAOSNS. AE
BFIIHA4 7V RX704 FORFREE - 2RSS EEPITONSPEBERNSH Y, ERGFHAZE -
VEEESLVUEER - REZSHH L EEOERPRFAIRTHS. SEHHE LT, FE/EREAE ST L TXA
TAY XY THRERICKEEHEREEEREL -2EREFRL - -08HET 5.
F—U—F:ARLTOVXY T, REBEFEER, KEHEXERE, B\ HiaihE

Pembrolizumab, Immune-related adverse event (irAE), Bullous pemphigoid (BP),

Non-small cell lung cancer

*

NRA710Y) X277 (pembrolizumab) &, HIEF = v
7 RA ¥ FHESH (immune-checkpoint inhibitor : ICI)
D—DOTHHPPD-1E/ 7 u—F VPR TH Y, HiEM
HWAEHES (immune-related adverse event : irAE) 7%
LHME SN T WD, EEOREREIIMZN, KAlL
OHRBEEBIEETE W AENHE RS (bullous
pemphigoid : BP) ®OEAHEA S, ZF Do p )k
ELORXMNPHETHE DLV DEZLTET 2.

E Bl

(]

BiEfi 1]

B 85, Wik

EFR  ALKIEE, BEMEAE.

BEAERE GREEE) t 2B =E710 vy 7 THEAWNR— A
X — AR ARG, BIERE (7> V47 vy VLR
FREE, ATy AP, BENEE), RE B
(HMG-CoA 3@ U [ =) .

BLE 0 R | o S S

T501-1194 I B i R T = 1-1

A ] 37 R A N U ] N7 R S AT ok B K S I s g 2
(%5 2 NEH)

PR EBRNRE (S5 2P9FH)

(E-mail: zbr.yk.820@gmail.com)

(Received 30 Oct 2023/ Accepted 13 Feb 2024)

ARTEIRE ¢ JERREE KBNS,

BUBIE © 20XX — 34F9 HICHIEE T _L3ERiIG - 2%
HEbE ) >~ 2 EilER ¢ T2bN3MO Stage B &2, F
T AN —In TR/ T B, PD-LLIESEH [TPS
(tumor proportion score) 90%] TH -7z, 20XX —34F
1 HICYBEICHRR L, LR i dmeed, —k
HE L TRLA TR X< 7HAED: (200mg - 3B
&) B L7z. 20XX —14E 1 H & 0 PUBCALBEASHH B L,
B2 R AT S-S RS L . PLBPL80HLiIZ R
THY, A7 FHAHOATERLZ:. Ra70) R
< 7IEREEETEFDE T — kG L, RN AR LT
W7z, 20XXAET H &0 TUBB A e B RLBE - BRI K
AT L 72720, BEERHCTIE 2 v b LEEFER
TBP & ZWr. PLBPIOFLARIEETHY, ATuAf K
DEHWS IG5 et o7z,

AT A FRMGRBE @ FE1498cm, AHE51.7kg,
performance status (PS 1), iR 365C, MR 69 Ml/%5.
ME 145/71mmHg. SpO: 98% (FEWNA), M5,
RIS 22 L. FIICEMEAEIZ L, R - T
WCEFEEALRE D ) (Fig. 1), K2 7% L, Bullous

MLEARAS @ FER7.270/uL, BFREER 1,018/uL (14.0%),
CRP 0.76mg/dL, #iBP180%ifk754U/mL.

Mg CT « A LBERFEHL - Mg ) » S 13
INEHEFREL, MO0 L. MEMMmEEZ L.

RE AR 0 RBE T TR & BER L 7o R T AIE DT
DA B, AJEPNNZHER & & ISP - JERRkof



112 H I

13 (3). 2024

Fig. 1

Case 1

Erythema blister formation over the body. A: Before treatment. B: After treatment.

Fig. 2 Subepidermal blistering formation was present, separated from the dermis under the epidermis. In-
flammatory cell infiltration was confined to the papillary dermis. The blisters were infiltrated with a mixture
of eosinophils and neutrophils with granular eosinophilic cytoplasm. Serous fluid was also present.

Mg %A L7k & i h ERANRE L TR LT 5
(Fig. 2). #GPuAEHEH: (direct immune fluorescence :
DIF) THEEE & R MR 1gG R ik O #IRIE S
B 5.

BRI © 20XX4E2 A FH LD I /%4 2~ (mino-
cycline : MINO) 200mg/H, SH®WA LY 7L F=vn
> (prednisolone : PSL) 30mg/HZFIBL, RAa7w
) X< 713200mg - 63 Z &2k G- MR % LR LTk
L7z, ALBE - K HBHEINAE 50, 9R 11X PSL

7mg/H ¥ Tk L7z, ZDkirAEN %% Bt% L PSL T
B - RA78) A TRELZ L7205, £D#H%IZPSL
10mg/HZ#EFRE L, Ra 70 X< 713 [FETHH,
BRI ML T 5.

(et 2]

B 80, Witk

FFR  AHAIBE, BN,

WEAERE (GREESR) - BRI E (BEWRSE, A



ICTH 5-HH AP ERTR I &2 J8JE L 72 2 61 113

YU, A T FSRFREE), 2RIBEIRGN (SGLT-2
PS8, FERhA + AR A > ) ).

BRIE © 20XX = 64F 3 A T ZEMim T LBz ss 1t L
THAT T B2 BRAR + ND2a-1 553 & #ifr L, A &9
pT1cN2MO Stage A TH Y i fliBhfbagfid: & LTh
VAR 75 F >~ (carboplatin) + ¥/ L)V ¥ ¥ (vinorel-
bine) Fl43— A% FEti L7z, 20XX —44E2 A2 RIE
FEEIATH B, BARMN A R, MERESE T AR BRAT IS
£ 0 iR R ORIF RIS & B L7z, 20XX -4
EIHIIRATTOY X< T (200mg * 3T L) =F4h
L, BOHBEIFTH 7205 20XX —-34EL ) &H B H
B EERERTT PE—HEFRELTATuA
RAVHEE - SERREHE - 7 94+ 7 ¥—SnEHEz 2T
TeDSHEMIN CTH o 72728, 20XX4E3 HIS K ez gkl %
-z L, IrAEREREEZSbN AR L7z, 20XX 4R
47 L TITEFE3 2 — AfkfE S T W72,

ABERFEE - & 1730cm, KE738kg, PS 2, fAii
365C, MR¥58El/45, IfiL)F 124/55mmHg, SpO: 98%
(BNR). LF - %, DS L. WIS, S
L. B - RERERICHROERSEI ST L, WRIEMERLE %
RD L. FIFBAAZ BN RKE» AT 5 (Fig. 1).
BPDAI 72-51-0 .

WL WM AR BBk 9.230/ul, B R Bk B 2,760/ L.,
CRP 2.35mg/dL, $iBP180Hif43,580U/mL.

WMEE 8 CT « 47 TR, ArIER LML W
SRR L.

Bz AAR - ERBI L & AR FT R

FRRFGH  RATa Y A T2 KL, SHTFH LD
MINO 200mg/H, 4 H#4 £ » PSL 60mg/H %= Baa L
7z, FLBERKIEI I BMEI AR 5, PSL 175mg/H %
TR - RA 78 A TIEHEELTW RS, JE5H
FEBLUOBPHBRIEALN TV,

zZ ¥

BPlx, RFILIKBHEAEMBEDONI FAEY — 2T
LEHOPUEADSRE TRZFISREI L, BEONKEEE %
b7 63 HCREEAEERERETH BV, Mot
FRERR° IgE 8Bl & 70 BREBI DL V28, g & OB
B 6 2T, TgGHiEE Bz 38 S Hu Ak o BE g B &
BP180 & BP230 T 1), BP180 NC16afHisi® ELISA#:5
LK O'CLEIA #:03RBIGR S T b, F 724 O3 A
(PURISE, AN DEPEE, 7o oF T vy AR
PSR, B, U — TRIRIER L) & OBEHS
NTHO?, FAETIZDPPAMEEDIHREHHEIM L T
%Y. SWoOEFHETIE, bEdEehny T aEEhEE
TYIkT vy VERBERAERORNNREND D,
BPRIENDOGIIBEETE RV OO, BPRIERIC

BiFsRATO) X2 T UNOWEEIEORMGIIMER S
Loz,

R BPOG# L, ERREHE L L CTHWHNL5 BPDAI
(e U CHAERE 2 HE L, BE CRF AT S A
TF b4 27) vRAPEATTAL F (PSL 02~0.3mg/
kg/H), WEEULETIEIPTER~KEDOATOA F
(PSL 05~1mg/kg/H) WIREEZIT, RIRA TG %
WA T F 47 ~ (azathioprine) R 270K A 7 7
3 F (cyclophosphamide) 7 &G ERHIHK] - A 704
ROV ARG - g a7 ) VR - MEsSHR: - v
ZJURAT 7 I ROV LR EEENT AY. Bl
T Y F ¥~ 7 (rituximab : $LCD20E / 7 a0 —J )L
Pifk) 272 €< 7 (dupilumab : HLIL-4/13 Z 54K
7 7 a—FVHR)YY OFREIRE SN TV S, AE
BITIE, PEROATOA FNIRBEEO A TERIES
., BIERIES 2 ho 7.

ICIB#BP I, XA 70 X< 722w TIZIR/ MG
T V09 % 45 AN RBR Cla i A7 . Z ool
Wb B RSB T L MBI OB IR T 5. BERIC X S
FICIZMH &N BE 2GR & UK 5z B
WA ERROL M BT HNBSEIE T, AT
0) AT 2B ENTHERN9% EFENTEBY, BPO
FIERIZ0~3%, FSEM M odIfEIZ 12 7 H, JERIEH
HHORIEIZ6 » H L @i s Twa”, RIEFITIE,
FEAERE I & EAE LI, JEBI1AY26 o H THSE, RERI2
1245 HCTHEFETH-72. BPREOZHIZHEL T, iE
BI2D & 5 WZHIEMNIZ S 2 e KT AR <, AL
HOARPHBETL2ERN L HD7-0FELZET L. B
BP180HUIRIZZ WA TH %A%, ICIRIHEBP T3 Ak
TEdALNDL0, FHAEMTREEREGHIZBITS
H CHUARORRIRIL A % HOEPURE L TRt § 2 2 & 28
FETH DY,

ICTBY 3 BP 23§ % i3 X564 BPIC #3525, PSL
Be 5% {kfe L 22 A% 5 IC1 % F5 5 L BP O AR AT g &
B HIERIHH B )T, Wik ICIRE DS EE D K
FHEBID Wil STV RO ICIOHK G585 HFE )
BP D38 hE SRR iR BB YE I 2 2 03, BIRR S TIEW
LT,

/R I RE 12 BV TIrAE 2 589 L 723 & 2447
B OEED A SNBSS Y, F72, irAERK
J B & S L 72 B A IS HUER S R S e T vk o
Wb AaoND. ICIRIEE6 » H LN ir AE K2 i ki
BRHE L7ER & F ) THRWIEER & oA f- N 2 g L
72#17.000 A 3k — MFFETIE, Fe i BEE 2 I L 72
BT AN AL R SN W REEEARIZ S 719,

BP % 284 L 72 HEBI DA TOFHIZOWTDIENTIZ R D
WO RN 7208, ARERTIX, FEH 11X Stage M - 5



114 H I

BI213+ ) TR HE G DT, —k 7% Stage IV« I
FEBI & D IEGME R VA, wiid 50 7 HEL EOZw)hs
BoHNTWAE, S512, FE/NHIREMIRE I B W LT
BP180IgGHLAAM 28 ICIDOPUIERS Zh %0 T 142 & AP S % &
DOHELH W, ZHIIBPISOASE L B AT D AT
e K ESHAE RSO R L T D 2 LICRNT 5 &
HWENTWwaBY,
BPIXirAERZJEEED L h T3 TH 575, 1IEHEZR I
B E WIARAEETH ), KR - WEES R A &
UL 28EE L UM% 8 2 72 dEr N ThH 5.
B AEGIOBW L BBRIC T2 &5 F L EK
FRBEE R AR SRR AL R KA A, B
BRI BB WP SE A, I RO A2 IR R B I i B
B  NR e, EIRSA, HERARE SH
PSR L RO E T

F#% ® COI (conflicts of interest) BA/R @ AR LI FEHEIC
BILCHERL.

51 RACHE

1) Venning VA, et al. British Association of Dermatol-
ogists’ guidelines for the management of bullous
pemphigoid 2012. Br J Dermatol 2012; 167: 1200-14.

Lloyd-Lavery A, et al. The associations between bul-
lous pemphigoid and drug use: a UK case-control
study. JAMA Dermatol 2013; 149: 58-62.

3) Béné J, et al. Bullous pemphigoid and dipeptidyl
peptidase IV inhibitors: a case-noncase study in the
French pharmacovigilance database. Br J] Dermatol
2016; 175: 296-301.

BREE (BRUREAKEREEED) BRI T
1 ERZERS. BORIEE (BRMEFRKEE 2 &
o) BETA FT4 . HEES&REE 2017 5 127 1483~
521.

Brown AM, et al. Systemic treatment of cutaneous

4)

adverse events after immune checkpoint inhibitor
therapy: a review. Dermatitis 2023; 34: 201-8.
6) Zhao L, et al. Evaluation of dupilumab in patients

13 (3), 2024

10)

11)

12)

13)

14)

15)

with bullous pemphigoid. JAMA Dermatol 2023;
159: 953-60.

Kawsar A, et al. Checkpoint inhibitor-associated
bullous cutaneous immune-related adverse events:
a multicentre observational study. Br ] Dermatol
2022; 187: 981-7.

Sadik CD, et al. Retrospective analysis of check-
point inhibitor therapy-associated cases of bullous
pemphigoid from six German dermatology centers.
Front Immunol 2021; 11: 588582.

Vényai B, et al, Cutaneous metastases at the sites of
pembrolizumab-induced bullous pemphigoid lesions
in a patient with melanoma. Immunotherapy 2022;
14: 1377-82.

Lopez AT, et al. A review of bullous pemphigoid as-
sociated with PD-1 and PD-L1 inhibitors. Int J Der-
matol 2018; 57: 664-9.

Mari R, et al. Durable disease control and refractory
bullous pemphigoid after immune checkpoint inhib-
itor discontinuation in metastatic renal cell carcino-
ma: a case report. Front Immunol 2022; 13: 984132.
Raynes G, et al. Immune-related adverse events,
biomarkers of systemic inflammation, and survival
outcomes in patients receiving pembrolizumab for
non-small-cell lung cancer. Cancers 2023; 15: 5502,
Tang K, et al. Association of cutaneous immune-
related adverse events with increased survival in
patients treated with anti-programmed cell death 1
and anti-programmed cell death ligand 1 therapy.
JAMA Dermatol 2022; 158: 189-93.

Hasan Ali O, et al. BP180-specific IgG is associated
with skin adverse events, therapy response, and
overall surviaval in non-small cell lung cancer pa-
tients treated with checkpoint inhibitors. ] Am Acad
Dermatol 2020; 82: 854-61.

Panariello L, et al. Bullous pemphigoid and nivolum-
ab: dermatologic management to support and con-
tinue oncologic therapy. Eur J Cancer 2018; 103:
284-6.



ICIEG- I ARIE A RN 2 FEAE L 72 2 A 115

Abstract

Pembrolizumab-induced bullous pemphigoid
in non-small cell lung cancer: a two-case report

Yu Kitamura? Masachika Fukui?® Akihiro Tsukamoto?
Yuka Sasaki? Komei Yanase? and Hiroyuki OkuraP®
4Department of Respiratory Medicine, Tokai National Higher
Education and Research System, Gifu University
PDepartment of Cardiology, Tokai National Higher Education
and Research System, Gifu University

While pruritus and erythema multiforme are known immune-related adverse skin reactions associated with
pembrolizumab, cases of bullous pemphigoid have also been reported. Notably, reports suggest that patients who
develop bullous pemphigoid may be more likely to experience anti-tumor effects against cancer. Treatment typi-
cally involves the use of topical steroids and systemic administration. However, it is important to note that se-
vere cases have been documented, emphasizing the importance of prompt action and collaboration with derma-
tologists and pathologists. In this report, we present two cases of bullous pemphigoid occurring during
pembrolizumab treatment in patients with non-small cell lung cancer.



