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SITREIC L - 72, AEHRCERE CRMERILRE, EELEBENSE, #REERERTZ2AY, REFT
v IRA L FEEREICLBZ XS - NL—EEE (Guillain-Barré syndrome, LIT GBS &B&EE) HESMREMR
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LI

RIET v 7 RA 2 HEIEITEE A~ 7 B EES | @5 AN A
A0, BTG E L5 L TS, fAaT7r) XY
7'l& programmed cell death-1 (PD-1) FHEITH Y, HEAL

T M5BT 5 PD-1 ICK AT 52 LT, Ak EskigE
PR 2 FE L S &, PUEER R 25T 5. La L, Bt
PD-1 FHESE T Ml o fezis 2 7o v 755 2 & THIE
B A EHS (immune-related adverse events, VLT irAE &
WEAL) 25 SR T I EAHEN TS, WA rAE
IE, FIEMEIAE, B9, = a—ua/XF—, BT,
W97 EDHE SN T WD V2. 55T = v 7R A b HESE
W= a—unF—oEiEdi <, COMRERLCHEN
SHIRMI b S\, 4, RATH) A THGRICFT
- N —JEBERE (Guillain-Barré syndrome, PLTF GBS & B
) MO SMESEMENMEE AR ) = 2 — /85— (acute
inflammatory demyelinating polyneuropathy, U\T AIDP & W%
FL) ARFGAE L7z 1 BlAREER L 72, —#IC irAE IZEVE R B A
THA FEAPEME I NTED, Zﬁrm%mﬂmﬁ [ AT 1
1 P2 EORERFICL D UEEZ RO 2. 18RO GBS L1
Ry, WEF v 7R Y PHEFICL S AIDP 3EIFE R
HA704 FEZRBICHHTNE EER N 0oME
5.

E Al

FEG] 74 5%, B

ST 3PN

BEARE - BAE ) < F (2013 4F), Trousseau JEMERE (2018
).

KRR« FFRt gy ~_&Z &z L.

HETERE B 20 R x 53 4R

BUREE : 2018 4F 7 A I/ MR RTE & 3210 S 7z, JBial
# T PD-ligand 1 (PD-L1) 5Bt & HIBI L, 9 HHAIC first
line & L TRA 711 A< 7 (200 mghody) =He5 L7z #
5205 10 HIR S TR ORI EA MBI, R4 IZHEL /2.
P13 HRIZIIBITSTE R oz, T FHZE L ASH
i), F5%21 HEICHEAREL 7.

ABEE— % B ARpT L &K 159 cm, A 66 kg, IfE
110/52 mmHg, ki 36.8°C, Wk#1 106 [l/5 - #TH o7z, —
W G ARPT RS BB 13 e o 7.

ABEEE AR FT R 0 JCS 1-2 T, MR LI 72 -
7o, FRGBERT, SEMAEM ORI T 2328, MMT (3
I 3~5, T 1~2 TG R 7z, DU SO
FLTwiz, WTBIET, TR DR 2 R & i 7.
IREN R U TR T LTz, AR E LR o 72,
i fH] Lasegue BB AN 1472 - 72,
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BRI B, ¢ MR 3 A L SRR 2 AL
1M 171 mg/dl, HbAlc 7.1% T, $T GAD $T1k 52.9 U/ml (3
#MH <5.0 Uml) &BMET, L7 F a3y v SEEIURIE
0.4 nmol/l (FEHEMH <0.2 nmol/l) 72-7-. BiH v 7))+ Pt
& (IgM/IgG-GM1, GM2, GM3, GDla, GD1b, GD3, GTla,
GT1b, GQlb, Gal-C, GalNAc-GD1a, GTla 3 & " IgG-GD1a/
GD1b), M55 1t #hE fo B B 5L /K (amphiphysin, CV2,
PNMA2, Ri, Yo, Hu, recoverin, SOXI1, titin, zic4, GAD65,
DNER) 1372572, 4 b A% 0, EB, Hili~)L~RZ,
HIGHFRIEIE 7 A VAT TN BRIEG 8y — 72572, i
TR SIS 7/mm?, & 100 mg/dl, I T1) VIEHMEN
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178 ng/ml (FHEfl <102 ng/ml) & E&H L Twiz. IgG 1~
Ty 7 A037, AV I O—F NNy FiREERE -7

KA AR E AR L DU S E B A T A 2 A e R 35
L OBEE RN % R0, BEMIEBEMIIET LT
7z (Table 1). FigIEiEH, FREMEETIREM ST, G
FECTFIFIER, SR 230072, EEMBGEIEM TV
FTNRLEHEINT, NSO LD AIDP 2 ERIE L F 2
72. HHER MRI C, ERTHAZE|C Trousseau FEMEREIC X A Z2EHA
MRREE R OF, fomisasE, BHTAZE SOV R R IS 25 HL &
NI, TNSITMREIEEIERZ K L) WA TIE Rho 7z,
FEMEE %2 MRI CHIFAR O LR 2 i sh R L5 0 B o 72

Table 1 Results of the nerve conduction study.

Nerve Side DL .CMAP (n}V) MCV F-latency F-freq SNAP SCV
(ms) distal/proximal (m/s) (ms) (%) (uv) (m/s)

Median R 15.0 0.6/0.3 13 N.E. N.E. N.E. N.E.
L 9.2 1.0/0.5 28 N.E. N.E. N.E. N.E.

Ulnar R 4.9 3.2/2.5 43 29.5 43 N.E. N.E.
L 6.9 2.0/0.9 41 N.E. N.E. N.E. N.E.

Tibial R 5.9 0.6/0.3 43 N.E. N.E. — —

L 18.7 0.1/0.02 48 N.E. N.E. — —
Sural R — — — — — N.E. N.E.
L — — — — — N.E. N.E.

DL: distal latency, CMAP: compound muscle action potential, MCV: motor nerve conduction velocity, F-freq: F wave
frequency, SNAP: sensory nerve action potential, SCV: sensory nerve conduction velocity, N.E.: not evoked, R: right, L: left
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Clinical course of the case.

IVIg administration followed by thorough treatment with intravenous and oral corticosteroids resulted in an
improvement of the MRC score. The patient could walk by himself on discharge (day 84). IVIg: intravenous
immunoglobulin, mPSL: methylprednisolone, PSL: prednisolone, MRC score: Medical Research Council score (total
MMT scores of the deltoid, biceps brachii, triceps, wrist extensor, finger extensor, first dorsal interossei, iliopsoas,
hamstrings, tibialis anterior, and extensor hallucis longus muscles).
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ABethait (Fig. 1) : A 7101 A~v712 L5 AIDP L%
WL, ARE1IHBHL2SLEIEZT T v KEFHERE
(intravenous immunoglobulin, LL'F IVIg & B&3E) 400 mg/kg %
5 HM#G Lz, AR 35 H, RaMetEmiZIc & ) IFIIREE
AEALL, ICU CATIRE Y 4 AR T- 72, IVIg#H5-
SR T IEE LR {, BEEPHRONL o770, ABEH
WRHHPDATHEA F2OVAEE (A F VT L F=va
500 mg/day, FEEHIRIES) % 5 HIEATV, BHAGE LA S
eI Ie B Z R 7z, EAYE, AR, BB A7 %
EZE L, REEEIX T F=v oy 20 mg/day (0.3 mg/kg/day)
e LCRR L7z, AR 26 H 225 A7 14 KOV A
2 a—AH%AT, VUBGRALA I8t L7 ABEEs
35 5 H O KRR AEEMAE Tld, A IE i R AT B X
OHATIEBIEAATEE L, GRS O B IG B B AL
AREM &7z (Fig. 2). ABEHS 54 9% H B T 525 1] fE
%ol FEBREIIWTE, WERIITRA L 20s, RO
MUR2SIREE 22 0, AFEES 84 75 HIC HEBEE L 72

SN L —EBERREMEB R ) = 2 — 18—

Rt. Median

60 : 775

£ =

WEF v 7R A v NHLEROMBRKRER (59 5k, 9,208
1) OMGEET, 1 PD-1 HEHRIZ X 5 MEEFHHE DTSR IL
61% & SN TEBY, &5 IZP cytotoxic T-lymphocyte-
associated antigen 4 (CTLA-4) MEHRLHT L& T
120% E¥M$ %53, 2159 5 Common Terminology
Criteria for Adverse Events (CTCAE : A =5 S 4L FHREH U8 )
T Grade 3~4 OHEJEMBFFHEREIL 1% K &L FE 2 5N TH
O, BEREMHEIE, W, =a—ua3F— BETEE %,
i 98 7 EAHIE STV B 9,

irAE & LCO = 2 — a3 — [ ZREAIWMEE G55 3 20 H
VINIZHIET A & S 5% 9. Massachusetts General Hospital
MOIREESNIRmET =y 7R, v MIEEMED = 2 —1
INF— DA T, PRS2 non length-dependent 72 % 56
MR g, NERME= 2 — 18—, ANCA BJ584 38 Hophie
9%, RIBAIREET 25, length-dependent 7z 3 B 86 14 i 22 i

Rt. Sural

DAY 1

IVig
mPSL

PSL

DAY 35

Fig. 2 Results of nerve conduction study after immune therapy.

The nerve conduction study showed improvements on day 35 after administration of IVIg, intravenous

methylprednisolone and oral prednisolone therapy. The distal motor latency of the right median nerve was
shortened and the temporal dispersion improved with increased CMAP. The SNAP of the right sural nerve
could be evoked after treatment. IVIg: intravenous immunoglobulin, mPSL: methylprednisolone, PSL:

prednisolone, CMAP: compound muscle action potential, SNAP: sensory nerve action potential, Rt: right.
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FRRSRER ZEHE S S, SR RBL D DRERL S LT
HeEZoNLY FlpEFzy 7 RA Y MEEREIZLD
=2 — BT — OMEES AT Lo Tk, SR
BEPE= 2 — a8 F =% k% (56.5%) T, AMEHEREE
(21.7%) DSRNTE D o727, Fer OREMIZRL 7T X<
THIAFEG-0 10 HFAIZEAE L, RIS A C R
A& RO 7z A4S 35 9 H A HiAT L 72 KR iR fmd i e
T, IEHRE O E AR R AIEEVE ARG &, R
REOIGEENIRIEIZ S L7z b 00, IEAEE RSB E AT
WFEHTERWE T TH o7z, MRHCRIGE % il 2 fri
EDYFENL SN, sural sparing pattern [ZFALL L 72T R & 7o
7o b, AEISEAEII IR HAEE R L, B THER
PIIEEE L2 e BRI L T\ 5 Y BEsRS 2 L 72BR D |
FARE DU % RO ERNL 7 {, REITRS NPT ATz
F v 7 RA v P HEIRI & B RS R &)
PIAHTH B, BEE7ZIT TR AT 2 F v LIVORERER
ERESHG LTV AIRENH L EEZ LN ik
REITIIIH » 7)) F 2 FHURZEETE 57225, GM2, GalNAc-
GD1a & IgM $tfk k40> PD-1 [HESERE AIDP A3y S v
"Cl/xZ) 11)'

KE W RIES 740 AR 1 K54 > 9 Tld, GBS Dk
JEE LCHIEF = v 7 KA v MHERO TR, VIg R M5
PRI A <, BHEOAF VT L F=va Y WIRDEXD
EENTEBY, FIEGTIZATOA K200 ZEEOHEH A
TEINTVD, KEITIE, IVIg 235 LzRICATTA R
VAR Z G L, EHRY SIEIRDYEE L7z, VIgIZ X A
BNEPBH LIED 725 4 I v 7 e FE o2 8w ) WTHEMEIR
BB D, ERYGED A ON L WREBIZBWT, A7 4 /X
VAFRRIIBE S ) L TH Y, BT L3Ry
LEZLNIz Fiz, CAER, DB, BEREOY A2 %
ZELT, 7L F=vnur 20mgday (0.3 mgkg/day) &K
BN L2D, A704 ROV AREEFHTA 2L T
WES L0 BIFRBEAIRERD.. TokHig, &8l
BREATUA FOFREDE D, KD GBS L OKE
THEREEZOND.

Pt PD-1 PH & 3102 & 2 1% /) 5 8 irAE @ systematic
review ClE, = o — /8 F — X IEHREO KGMEA BIFC,
95% 75— 7E DIEIRTLHE % 720, BIEI N T oI THI2s 72
MolzbEEN TS 2, UL, $L CTLA-4 HESRIC L
% GBS TIIGHZE, ARSI & 0 JETS LGER ¥ 23 FEAE
T2, F72, AVITNVZUFIANRAT 7 F UFRGHRICIEE
L72 GBS A= RN 7HGAC L ) B MEMIE L, 581 LER)
bHoHLW X5, RETFy s RA L MEHERICK LEME
JIETENLE £ 58 i 2% (chronic inflammatory demyelinating
polyneuropathy, PLF CIDP & B&RE) & B A5 S 454 L 1916,
AT HA N IERDSHE L, A7 04 FEEIC XD IE
REE L 7B S CTnd 19,

EF =y 7 RA 2 MHEEICK S GBS OFFEIZ I
THIFEAEE L T2 fetEAs iR STz W HIl#EE T
MR T MR O SRS A 55 L, R 2 B 5k & #iil
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T5ZET, HOREWREADIIETFHICEE 2 %E %0
TWh, HEkD GBS 12\ T, S AR I b o Hil
T MBS L, BEICIIIEFILT 5 2 Mmoo n T
D HIEE T MG L 22— 8o B D s LAY 5
WZhbEEZONL. M), PD-1IHIEME T M b 53R
LTHY, PD-1HIELY & F v i T M 2 i i L,
GIEMIHER 2 855 2 2 £ EN TV D B, $habbil
PD-1 BHESE L, HIMME T Ml %235 2 & CHOMER
BOWREH 723 WHEMD H 5 .

ek, GBS (ZHAHMEOREZ & 528, T v 7KL
MHEIRIC L A0, BIET 5382 & B RIEEF OB
PERIZH D720, CIDP OFIZEME ONFE % Ek 3 2 T hE
WS L. ZDizd, RIEFOKICEEREEATOA FOE
WS- ARRETEIC B E 2 5 p 19
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IR CRERR S 1, JREEARIH SN T nib Lv, itk
OGBS ERZLY, EF Ly rHRAL Y NHEEIZE D GBS
ke AIDP (&, ®%IEF = v 7 R4 » MHEEOP L, VIg 2
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Abstract

Successful treatment of Guillain-Barré syndrome-like acute inflammatory demyelinating
polyneuropathy caused by pembrolizumab with a combination of corticosteroid and immunoglobulins:
a case report

Rei Hashimoto, M.D."? | Takehiro Ueda, M.D., Ph.D.", Yukio Tsuji, M.D.",
Yoshihisa Otsuka, M.D., Ph.D."?, Kenji Sekiguchi, M.D., Ph.D." and Riki Matsumoto, M.D., Ph.D."

Y Division of Neurology, Kobe University Graduate School of Medicine
2 Division of Neurology, Hyogo Prefectural Amagasaki General Medical Center

A 74-year-old man, who received pembrolizumab for the treatment for non-small cell lung cancer, developed
quadriparesis 10 days after the first course of treatment accompanied by gait disturbance. Dysesthesia was observed in
the distal extremities, and tendon reflexes were absent. Neurological examination and peripheral nerve conduction study
supported the diagnosis of Guillain—Barré syndrome-like acute inflammatory demyelinating polyneuropathy caused by
pembrolizumab. The administration of pembrolizumab was discontinued. Moreover, he was initially treated with
intravenous immunoglobulin therapy, followed by intravenous methylprednisolone therapy and oral prednisolone. The
limb weakness improved to a degree that he could walk alone on discharge. Pembrolizumab, which is an immune
checkpoint inhibitor with a high anti-tumor effect, is reported to cause various adverse events. However, neuromuscular
complications following cancer treatment with immune checkpoint inhibitors are relatively rare. Treatment with
corticosteroids is considered to be effective for treating immune-related adverse events. Corticosteroids were effective
in treating peripheral neuropathy caused by immune checkpoint inhibitors in this patient. Thorough treatment should be
considered with a combination of corticosteroids and immunoglobulin therapy, in addition to discontinuation of immune
checkpoint inhibitors, for this rare entity, which differs from that for idiopathic Guillain-Barré syndrome.

(Rinsho Shinkeigaku (Clin Neurol) 2020;60:773-777)
Key words: immune checkpoint inhibitors, pembrolizumab, Guillain—-Barré syndrome, neuropathy




