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Jili i ¥ _E B2 98 L2 k3 A pembrolizumab % -5- 14\ HEIRAN 75 %2 K L 72 1 B

KIE KAV ARRETY B RV N Y

EE 61 mEM. MRFELEEICHLEEF T v 7K1 MEEHF (immune-checkpoint inhibitors; ICIs) T#&
% pembrolizumab A%, 5 26 KB ICER TRE L . BE&MIEE (BERER) cEANDLRE%3BY, ME7
OAILY hZ U Bi%» DBER adenosine deaminase (ADA) LR » 5, %80 BEMBEERLDARE 2R S
hi-. BHEEEH,IEE L, pembrolizumab IC & 2 £ZFEERIEA (immune-related adverse events; irAE) MDEEL»
T, 2704 RV ZBEERBRZREICYURAEGR L /-, BHESTONER, BAEERTrEE L 240, O

27094 RzBINUEBEESL < ERR L 7. ICIsEREN & 31545,

RRICARERARBT B EHNEETHS.
(ERPR##% 2019;59:105-108)
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FU &I

GIEF = v 7 R4 ¥ b HEA] (immune-checkpoint inhibitors;
ICIs) 1&, JEZFMIEIC & 2 Riiie oMl 2 lES 2 2 & T,
PUEB IR A 48T 2 3K CTh 2. R EEIE A (immune-
related adverse events; irAE) & Eb L5 HOEM O & 0HE
EHRRITIEPHSN TS, ICIs O—2Td % pembrolizumab
ZEHRICITAE & L COMIBN 2 A4 U7 16 2 #E88 L 720
T, #hHd 5.

E Bl

JER 61 T

Tk ¢ IR

BEAEE : 722 L.

BUFEE © 2016 47 10 A HERS B0 R 1> LR 3% (cTXN3MO,
stage IIB) 12k} LAk (Nedaplatin, Docetaxel) % 2 32— A
EfE 7. CT CHEIRY v /SHOIER D EZZ S, PD-L1
TPS 15% CTdh - 722 L7 5, 2017 45 6 T 45 2nd line
pembrolizumab (200 mg, 3BEMEE) ZEA SN/ HEALL
2HHIZ2a—2AH%#H&5-&1, 26 HHIZMHIRE 22572, 39
HHEIZFEE L, 40 HBICHENABE L 72 42 H BIZER L N
WIMKT L, SEEAATTREE o7z, BERA T, Mk
79 (HA%ER 100%), #F209.2 mg/dl, HE 43 mg/dl &AM E-
BEDEINL Tz MR CIXEFET 22040072
G PERAIESS & | T, tazobactam/piperacillin & aciclovir Tl

ZBHIA S 7z, B adenosine deaminase (ADA) %321 10U/ &
FHRL W0, MR EETETE Y, JuHl (1
V) =7 ¥ F (isoniazid; INH) 200 mg, ') 7 7 ~ ¥ ¥ ~ (rifampicin;
RFP)450 mg, L% > 7 b — ViR (ethambutol; EB) 750 mg,
¥'5 Y4 3 F (pyrazinamide; PZA) 1g) & methylprednisolone
(mPSL) 80mg/ H##% 5 87z, 44 HBIZIERM E o7z
45 H B2 BB &£ 1 2 L Cheyne-Stokes F-W % F2& 72,
Pembrolizumab |2 & % irAE 23%Eb 4L, FH»S A 70 A /X
)V A& (mPSL 1,000 mg/day, 3 day) % Bifi &7z, 46 O H
(M BE~gzbe L7z,

— R L AR 37.9°C, IR$A 109 11 /43, I+ 120/70 mmHg,
W% %5 6~20 171 / 43 (Cheyne-Stokes 1P ) . HgRg &R 12 25
Fiz L. R v SHOMER. L.

MREEMT L © Bk L~V JCS 1120, RLMREEEEH D D |
BRI A0 R & RAITIEE L7z iR ISR E 3D T,
TUR L RRE U 72 <, B BCHHE IR R TR BT - 72,
AHEEEB L Ao 7z, D720, REH T — T VR iE
EXINQAVARE i1 2 k¢ Ry i

FASHT L © 1% Na {675 150 mEq/ & EALCw7z, BF, &,
IR I REd e 2072, ¥4 3 2 Bl, BI2IZIEH T
& o728, FERIL 2.9 ng/ml LT LTz UEHUE,
P SS-A/B HL1E, Pt ds-DNA Hifk, HUai#E$ifk (amphiphysin,
CV2, PNMAZ2, Ri, Yo, Hu, recoverin, SOX1, titin, zic4, GAD65, Tr)
ERETEE 5 7 BEEARAE T, MR EL 403w (HA%ER 98%,
LIA%ER2%), BE 84.8 mgdl LML E X OEHEA LA L
T/, B 59.9 mg/dl SR T LT o7z i
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Fig. 1

intensity lesions in left frontal lobe and pons.

Feg2 I PR & & o B¢, Th-PCR b HSV-PCR % &MET
B o7z, BEHEMRI TS 22 58 2 i o 7z, k%
#Cld 5 Hz B OSSR B L Tw iz,

FRIRAES - iIEA DDA T T A RSOV AEFE % kR LT -
2. TaR vy b= Dk TR T ADA 28 EA L T
728, BUER], PUREA, aciclovir b #kHE L7245, 56 H HIZ
HSV-PCR 3 & UVl B 22 A3tk & B LT L7z, e
BRI ER &% 2, irAE (grade4) &#WilL7-. 25704
ROV AFR A B EkE S L UE L, 56 H H OBz C
ML 135/ (HA%ER 92%, £ T%EK 8%), 4 101.3 mg/dl
ERIEEAMET LCw /e, MEIRAFRAE L 72720, 57T HH LD
AT a4 R0V A (mPSL 1,000 mg/day, 3 days) 2 7 — v
Hxfro7L A, IR - RMIZHEE L. 556203 0k2
13 o727, FIEERE R KHIIEO 2 o7z 67T HHD
GHHE MRI Tld, FLAIR R CRERCLRIBEIEICH - hmEr %
A7z (Fig. 1). A7 0 A KXV A Jf%, prednisolone AR
(1 mgkg/ H) ZBHgG LTl L, 149 H B ICTREAED 2 WIKEE
THENRBERE L. (Fg 2)fE8h, RS, WrmEE, M
VERBEEISREO o7z, F72, EHOMKL RO LD

ERkEEOE L%, 67 H HIZ Montreal Cognitive Assess-
ment (MoCA-]) #4T-72& 25, 30 fir 20 s & R AEIK
TE#EO. 147 H B OFEFHETIX, 29 s TUaE L7z

Brain MRIL
FLAIR and T,-weighted images on day 67. FLAIR and T,-weighted images show high signal

£ =

ICls &, DSANTH T HRIERLEDO—DOTh L. Tl
L REF = v 7 KA ¥ M ZFEO 1 TH % programmed
cell death-1 (PD-1) 3 3H L CH Y, MEHEMIIZEET 5
7> ¥ (PD-L1, PD-L2) A% &3 4 &, THEfRIZHHI S5,
Pembrolizumab 72 & & MUE / 7 0 —FVHEAETDH 5 1L PD-1
PUATHERNE C oA ZE L, THMMEEBEEE LT 52 L
THUEER R 2 I 5. ) 4> FIZGERMALANS & 5
HL, KLV TOREEEDHERICHG S5 L shs Y.
B OB A OHE % Z g U205 #2885 1 3R
Thb. HOREREOIEADNZ: { TH BOIUAD M & 7
5H%4 L highrisk B#ECTH Y, HHRNICAZ ) —= 2 7 %479
CEHNLEF LT AR, Bk PURS AR -
EIE A RIS 2 S ClEESLETH 5. Bk e LTI,
ICIs # Wik L AT 04 F/2VAREZIT). Btk LT
PSL 1 mg/kg/day % %0 CH4A Lt 3 2 A5, ICls OFFHED S
1~3 7 ARREE IS A& L a2 Y. MRRDEIHE
DG, KRR E, AR BEWEL EEHEE,
Guillain- Barré fEERE 7 B LI E D | #5ClE & 5 HIBHIR N 5
bIHEESNTWEY. BEDDLDOR &L L, $EIZPPD-1
PUARTHEH T 6.1% 725, Grade 3~4 O b DIF 1% A & S
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Fig. 2 Clinical Course.
The patient became somnolent 26 days after initiating the first cycle of intravenous infusion of pembrolizumab (200 mg). He was admitted to

another hospital 14 days later because of deteriorating consciousness disturbance. Under a possible diagnosis of infectious meningoencephalitis,

the patient was initially treated with anti-tuberculosis drugs and antibiotics, but the consciousness disturbance became worse with development

of Cheyne-Stokes respiration. On the 5th hospital day, the patient began to receive intravenous high-dose methylpredonisolone (IVMF,

1,000 mg/day) for possible immune-related adverse events of immune checkpoint inhibitors. Next day, he was transferred to our hospital for

additional treatment. Following 2 courses of IVMP (1,000 mg/day, 3 days) and oral prednisolone, the level of consciousness, cognitive dysfunc-

tion and CSF findings rapidly improved. He was discharged without residual deficits. mPSL; methylprednisolone, PSL; prednisolone, ACV;
aciclovir, LVFX; levofloxacin, PIPC/TAZ; piperacillin/tazobactam, CTRX; ceftriaxone, INH; isoniazid, RFP; rifampicin, EB; ethambutol, PZA;
pyrazinamide, CSF; cerebrospinal fluid, ADA; adenosine deaminase, MoCA-J; Montreal Cognitive Assessment.

Tws Y, 72, Mo ICs & OPATRINT 2 Y. BigEgs
BT B HHEVEICA U, RIS, 52, ZakEs
REIEE, BT CEE L MEERE L, ERDA

ST A L IRWEETH B Y BRI TR ERE LD
MR 2 RS 2 £ A%\ (56%) Y. 73% THAEE MRI 12 7
TR Z R, WigRCMEE R &0 DWLEE 505 HE ST
w5 6>7).

AAEBNIAER 2> & Bk S AT L, B b & OVBHES
MRI 7 5 B L I L7z, 7a a7 vy b= v Rfii
ADA 5Bt CTd - 72720, ERGUE DG % 64T L7225, 1Cls
AL T2 Ehn, rAE 2 SBICRI O A 70 4 FoxX
VA & BRI 72 AHE B O Rl R A C HALEREA o Ml i b
Mz B2 Lid, BEAOEFLFRETH-7-. LiL, &
N E TISHETE T ADA DSBIIN L 72 &\ ) HE5 13 2 0 o 72, Bl
HADA IR RO~ —h =L L THSNTW S,
P T BT A0 OIRTHIML, U0 KRYYE, %5
MR LIE 7 ER A RIEBICO EA LGS N TnD. L L,
IS OEEE F L OBETOMIE T ADA OFIGHEIL4.8 +
22U %, RBID XD HEWR LR ERp o7 REFITO
BV ADATIEIRICPE W T L7228, W2 36 Ic>» Tl

ARTH 5.

ICIs 13, GEMES@NE, i A 7 k2 7 EEIEE;
WZBWTHH SN HENER T 5. Sk, BIZEIHEL
TOWMRIL 0D EER DN, ERCHRAAM RIS L1
TR TH L7200, BAHMELOHEFEZEIZL, IHE
MO IrAE 2589 WENH L. 72, BEIC LD BESRAD
L7z, HRPIZICIs Z kL, A7 84 i &0
BRTEET2RNETHD.

#E  AIEBI OB TRIJ 728 o 72 W5 AAL AT B AR BT
SR BERIE RIS O & O EF Y v & — OB HAIEA IS HE# R L RS
9.
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A case of meningoencephalitis associated with pembrolizumab treated for squamous cell lung cancer

Yuki Yonenobu, M.D.”, Mikako Ishijima, M.D.?, Keiko Toyooka, M.D., Ph.D.”
and Harutoshi Fujimura, M.D., Ph.D.”

YDepartment of Neurology, Toneyama National Hospital

“Department of Thoracic Oncology, Toneyama Natoinal Hospital

A 61-year-old man with squamous cell lung cancer was admitted to our hospital because of consciousness
disturbance after treated with pembrolizumab. Cerebrospinal fluid examination revealed increased protein level
(209.2 mg/dl) and lymphocytic pleocytosis(79/i/). He was diagnosed as a meningoencephalitis probably caused by an
immune-related adverse event (irAE) of immune checkpoint inhibitors (ICIs), and was successfully treated with
1,000 mg methylprednisolone intravenously for 3 days twice and the consequent oral 1 mg/kg prednisolone. As ICIs,
which activate the immune systems, are becoming important choices of the treatments against malignancies, we should
keep the possibility of irAE in mind and, when needed, start the treatment as soon as possible.

(Rinsho Shinkeigaku (Clin Neurol) 2019;59:105-108)
Key words: pembrolizumab, immune checkpoint inhibitors, irAE, meningoencephalitis




