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BEEHNFHRL A HRCERETRIEBRERHMRES 20,

TV TERMEOSMEGBEMER ) =2 —

O/NF— 2R LA ®EFOTUCAKERIEE (intravenous immunoglobulin, LIF IVIg EB&EE) (CHIA T X
FOA KNIV EROXRTOAS KEEBMNL, HHETRERERLA REFI v 7RI MNEZEORIERELT
RELEXES Y - N —EEEEREHREE T, IVIgICZATOC KISV EEBINT 2 ENHEINTSY),
programmed cell death 1- ligand 1 FUAZRMEODSMHEFEER) Z 2 —ONXF—ICH L THXTAO1 RBEBEIEDD

ThHdEELONT.
(B R #4% 2021;61:653-657)
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Lo

BEF v 7 KA 2 MHESE (immune checkpoint inhibitor,
DUFICT L WEED) A% < OREMEIESR (25 L CRIG 2SR S 1
%—HC, ICLIZ & % %2R #AIEH (immune-related adverse
events, LT irAE L BEFE) 254 S SN TW 5. KRR
P2 A U % ICI B irAE O EEBITIZF T > - /N L —fiEfE
¥ (Guillain-Barré syndrome, LLF GBS & B&GE) (ZFEBLL 72
WEARIER % 295 V9. ICI & L CHAE, cytotoxic T-lymphocyte
antigen 4 (CTLA-4), programmed death receptor-1 (PD-1),
programmed cell death 1- ligand 1 (PD-L1) (Z#}9 % BHEHLA
BERWIZAHVSTWS., SEEAET TV X< T
(PD-L1 #ifk) #5112 GBS ICHML L 7z 2B BETE R 1)
Za—uF -0 1B EERT RSB RENET TV
) A< TN & 5T GBS 1ML L 72 BgbPER ) = 2 — 185 —
EZL, WO TE ORI ERRAT ARG E RS = s L7
LDOTH5.

E Al
JER 76 W, FHE

EFHWUEOB L U AL AR
BEAERE © B (2013 4F), /MillRaiE (2019 4F).

B E 0 2019 4 8 H L AU /NI RS B 5 (Stage IVa,
TIcN3Mla) & WS, 10 H2S A VERT I F
(carboplatin, LL'F CBDCA & M&3E) +T MR F (etoposide,
LT ETP EWERE) +7 7V X< 7 (1,200 mg) BB SN
72, 2019 4E 12 A 3 I — AH % tifT S, CT CTHEHO
MR RS NEEER L7z, fb3E s a— 2505 21
Hfz GE1HH) 25, WP L EEELDEICEBEMO LA
CARKE REOBIIEASBE L. HE3MHICIErs Eash
%% Y, 86 W HIIET LR O IR AT B AR E) R
E o2 ORIEIC AR L7z, &5 11 9% B IS (S IR R 325 3
DHEOVELDHEETH 572, 13K H » S W FiE oK
TACEEEIIC 2 Y, £5 17 96 B GBI HRbE L 7.

BE &K 163cm, A& 50kg, AR 36.6°C, Il &
121/58 mmHg, L%k 109 [E1/45, FFREL 20 [61/43CTE 10
A SNz Sp0,95% (roomair) T, —HXEAFT R IC B
E %o 7z, FREEA AT RAZHEFLEE WA 2.0 mm & #ElE L,
MK 35 0% F AR AR BT, IHEE B 0525 5 7z,
FE SO LU CIE A L, fEFM JJ#4A (manual muscle test,
DUF MMT &B&RE) 3454 b REOEALRS 4, mAifs 3, Fh
0~1C, MR EMAHEMICIEARFREOHIE T AR SN
7o BCRCRI TR DR & IRBIAT AR S 8/10 FEEE O fil K
T ) ALEE L REE LT LT, RELEEOKT
WA NIz
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Table 1 Nerve conduction study.
MCS DL CMAP proximal/distal Velocity F-Latency F-Velocity F-Frequency
(ms) (mV) (m/s) (ms) (m/s) (%)
Rt. Median 7.8 2.2/3.6 375 N.E. N.E. 0/16 (0%)
Rt. Ulnar 4.1 1.4/2.2 33 34.1 51.2 5/16 (31%)
Rt. Tibial 6.7 0.3/1.9 18.2 52.8 454 5/16 (31%)
PL SNAP Velocity
SCS
(ms) (uv) (m/s)
Rt. Median N.E. N.E. N.E.
Rt. Ulnar 8.9 6 175
Rt. Sural 8.5 2 18.6

MCS: motor conduction study, SCS: sensory conduction study, DL: distal latency, CMAP: compound muscle action
potential, F-Latency: F wave latency, PL: peak latency, SNAP: sensory nerve action potential, N.E.: not evoked, Rt: right

Vig methyl-prednisolone
(0.4g/kg/day) pulse (1g/day)
prednisolone
(mg/day) 20mg/day 15mg 10mg 5mg
Sensory
symptoms
Muscle
weakness
Days ) -21 1 6 11 13 16 17 33 35 51 80
AT AT A A
chemo chemo chemo T chemo
therapy* therapy* therapy* Hospitalization therapy**
Transfer to our hospital Discharge

*chemotherapy : CBDCA+ETP+Atezolizumab
**chemotherapy : CBDCA+ETP

Fig. 1

Transfer to the previous hospital

Clinical course.

76-year-old man who received atezolizumab for the treatment of small cell lung cancer developed quadriparesis and dysesthesia 21 days after

the third course of treatment. The unusual clinical course including short nadir period indicated the diagnosis of Guillain-Barré syndrome-like

acute inflammatory demyelinating polyneuropathy caused by atezolizumab. Immediate withdrawal of atezolizumab followed by IVIg,

methylprednisolone with subsequent oral prednisolone quickly recovered his weakness, and he discharged ambulatory after 80 days.

TRAPIT L - — M IR A 1 T 1Bk 8,930/ul, CRP 0.44 mg/dl,
ARMERPEBE#EE (1 BF[EIfE) 24 mm T, AST 33 U/l, ALT
30 U/, y-GTP 21 U/I, CK 33 U/I, TSH 0.83 pIU/m/, T3
1.7 pg/ml, fT414ng/dl, #5EHCHMAIZESE, HBE~—7—1t
NSE 78475 pg/ml & AL, ABERO IgG # cytomegalovirus
(CMV) PutkBgE (219.00 AU/mI : 24l 0~5.9 AU/ml), IgM
T CMV fiufkbatE (15.28 S/CO - 2:HEfE 0.00~0.84 S/CO) T
ABE 2 A 1% IgG B CMV $ifk (408.70 AU/ml), IgM %I
CMV #itfk (5.73 S/CO) Tdh -7z, HUbEIREPIA (GM2, GML,
GM1b, GD1a, GalNAc-GD1a, GD1b, GT1a, GT1b, GQlb, GM1/
GDla #HE&1E, GM1/GTla #A&1E, galactocerebroside @ V31
b IgG B +1gM BIHUAR) & 35 I 555 14 1 A58 o6 16 A B S B 1R
(gAChR Ab, Amphiphysin Ab, AGNA, ANNA, CRMP-5 IgG,
VGKC Ab, N-type VGCC Ab, P/Q-type VGCC Ab, Striational

Ab, CASPR2-IgG, LGI1-IgG) 13t S e h o7z, BB
FeAs Cla etk 2/u, &M 211 mg/dl, IgG Index 0.71 TH )
T a—F NNy FIEBETH -7z, MRS TIIEIE
AR - R CEWREBRILER & #EIRT, GG
TIHEETO Y 7 %30, FEOUIFKTAALNIZ, &
MR CIIAIER MR CRIESEL S, HREMRE & BE
JEARE CE M R IE R & HEKT 252972 (Table 1).

& (Fig. 1) D B 17 MBS RIE O T RKaE ik
(intravenous immunoglobulin, PAF IVIg & B&EC @ 0.4 g/kg/ H X
5 H) o5 %BiA L7z, TR AR T IS8R IS Ss e
R L72Hs, W TR T ARTE LT\ /2729085 30 W H
MHATHA 2OV A [AF VT L F=v1 1,000 mg/H X
3 HE] 217w, 833 HA 5 7L K= (prednisolone,
DT PSL & W&RE) 20 mg/H MR % BAdG L7z, ABEH IZHETT
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Table 2 Nerve conduction study.

MCS DL CMAP proximal/distal Velocity F-Latency F-Velocity F-Frequency
(ms) (mV) (m/s) (ms) (m/s) (%)
Rt. Median 7.7 3.0/3.8 335 50.2 34.5 11/16 (69%)
Rt. Ulnar 4.9 1.7/2.1 26 55.2 29.7 7/16 (44%)
Rt. Tibial 9.6 0.1/0.2 21 N.E. N.E. 0/16 (0%)
PL SNAP Velocity
SCS
(ms) uv) (m/s)
Rt. Median N.E. N.E. N.E.
Rt. Ulnar 7.3 6 24.1
Rt. Sural N.E. N.E. N.E.

MCS: motor conduction study, SCS: sensory conduction study, DL: distal latency, CMAP: compound muscle action
potential, F-Latency: F wave latency, PL: peak latency, SNAP: sensory nerve action potential, N.E.: not evoked, Rt: right.

L 72352 CT CTHERs & KBIIREFA 0 ) > /SFiofg R & ERHE
AR~ OEE DS O /ARRE O R BEAL L 2, B b
WEAHATRELHML, SHOM¥EETHLT T VY X
~ 7% K\72 CBDCA + ETP |2 X A LA B Y T4 35 9
HAZHIEE (28mbe L7z, dimbifk & PSL 20 mg/ H O PRAESE & A
FOA KV ARER3 I —2MATL, % 71WHICIEHH
& EEEFHE T MMT 4, FBCMMT 4~512F T®EL,
B AF BB A CEE T4 mg/dl LART 2 W L7, FH KT L
ARSI (Table 2) Tld, ARh: & Ml L CIEd iz
& REMETIREACT 2 27275, BEMR ORI EIFIER
& compound muscle action potential 15T A3 & FUPERE HhRE 1%
BEAREETH 7. ZOBHIHNETREEEEOTTRIL %
< PSLdMim s, %80 H ICHA4T CHEEBRE L. B
Betk, #1239 H CPSLiddib &, #1629%H (PSL H1k
M5 39 HM) FTHBRITRCREBLTWwz, 51659 H,
AR E L NVORT 2 & 72 LHEICBEABEE 2>
72, ANHUR IR O BNERFE AT A D 2 ) S IR S 23 T b L7278,
Bk L~V 193 W H IR L7z,

z =

7TV AR TIEPD-LLICHS 5E/ 70— F VA TS
D, ARITIL 2018 4E 1 B X U IE/NMARMmiHE, AN
fifida, FUEICH LTSN, BEMIIZIC38819 % PD-L1 IS4
AL, MRS A T Y v Bk GEIE AL M 5 2 b
THESEHE AT 5. RKENLT 7)) A< 7#HFEMT GBS
WCHEU L ZZBSESER) =2 —anF—%2 %72 L, Z0FH%
W AR BB 2 sk L2 o TOHE TH 5. ICIIC
L o1EME - 2R & ORI MRS L PD-1 #ifk, PD-L1
Pk, CTLA4 FURMEME D 3% K TH LN, £ < DEHI
RAED S HEE T ICI OHIER A T 0 4 N EOREERERIE
WBEE LY. 72720, — 802 GBS I ZHHL L 72 B4 70 0t
2L KA MRERE LY B L2 RE V9 23d 5720, EERIT

TR OBW L IEENADLETH S, 2008 5E725 2018 4F
O WA BUSE B 2 i & L C WHO o Vigibase 12 ICI B8
GBS & i &7z 122 Bl ICI O AERIE, PD-1 HiuiE s
49.2%, CTLA-4 ifk7%%30.3%, PD-1#itkE CTLA-4 HifkD
BEMAY17.2%, PD-L1 $tfk#53.3% Ta Y, PD-L1 HifkIZB8
L ZERNI AR\ S . LA L, PD-L1 $LfkR# GBS O #E4&
A7 WELH L PD-L1 SUR O B ER B A2 A v 2 LS
KEWEEZ SN, PD-LLIAELMO ICT & h b))
DIFTlE% . PD-L1 Sk 1%, PD-1Hufk & [k
PD-L1 & PD-1 &% HE L THla~o#fES 7 - %
WAERDEZ LT, BUEEI RN T MO % 12
LIEBHG % PRS2 2 & TH B Y. ZD720, irAE DI
1Z PD-1 Ptk & PD-L1 LA CTRIBROFFIETH 5 2 L HAEE S
N5, —J T, PD-LLIGHEMEIEE 7200 T2 <, (&AM
Ja R BRI O IEH MBSO EILL TB Y, K HmmR
MR CTORBIFER SN TWE D, 757 A< Tide b
{t1gGl €/ 7 u—F WPk TH Y, T MREE OIS
A HURRTE G E A R 2 3 2 L 12 & - TR
RHIRMEH 2 HET LRF O Z 2 517k,

RN B0 BAREEPE & R 9 E B KA oK)
Sa—OnNF—% 2L, MRMEERECHEAE RS T SHTR
AH Y, PERER O & H AR ME IgM B CMV Suikk;
W s, 77 A7 L3R % <35 L7 CMV &
G B! GBS Ao R L LTI o7z, BED
CMV E&4x1% GBS OFAEFhirh I L 36 % (20~52 %)Y &
B\ 32w (18~66 7)Y & SAEERIVSE <, AR
DIFERIT 49% & 5\ E 80% & EHHRTH D EHEEINT
Wh. LarL, RENZ 76 B & SIIIETH 1), IR
it <, CMV EGHECAPEL ) 2 IFHERERE L (51%)9 %
HABLAFT Id A S NE, CMV &St GBS Thitk e 25 2 &
AL I GM2-IgM PUiE/GalNAc-GD1a-IgM FLik LBtk <
HY, CMV &Gtk GBS TH 5N WIGRAF % 520 T
Wihahol, BT TV XA~ T OEBSILE S AR KR
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32 (OAK #ER) TIZT7 7 V') X~ 7 HLFI B 609 5 C it fz &
(37 #) OEIEMZEBREIZ T 67 H (1~515H) TH Y,
KENET 7)) A< TOHEELG-H 5 63 HEIZHEL T
BT EME, CMV JEHtE GBS & 5E4 28I TE 2wy,
77 AT TORWER & L CEE L 72 B T M R
TR E CTh W REEA MV EF 2 7o F7o, AERILHE
TREERL TR O A MMT 0~1 127 512 EOEIEFEOFE W
FRMREEZZELTWAICLEDS T, BENSIIHT
JEROE =27 2l 2 13 HTT TIERDTTGEEMFA & 225 T
BY,ERDSE =2 ISR ) YEMER L 2 b F TOMMAEA -
72 LR O—D2TH L EEZ TS, ICIIZLD
irAE & L C o FAY MR E 0 56/ 2 B L RRIA ©d % 28
HIBE T ) 2/ SERDPSREEO /R TH ) 0, #HE O GBS D5
JERE L IX R D CTRIET 5 L EZ BN TS, KE
RIEEFEDPSHENTZIAE DA A F54 > W 2id, ICL&
FEMED GBS DR & L THEEETH 5 ICI OH L& 4T 72 1
T, WED GBS L HHIC IVIg b L XA 17\,
AFOA F7OVAZBINT A EAHER SN TS, PD-14
RFHEZRMED GBS FEBITH AT T A K2V A% BINL 7261553
HENTWE Y, [k L7z@ 0 PD-1 ik & PD-L1 HifkF5e
PO R MREREE IR OBT TEL L EEXONL 72D
REITEATOA FEEEIHT 22 L TS50 LHEDR
PHIfF s Nz, ERICARFITIZIVIgHRICATHA F/OL AL
PSL 20 mg/ H O WA % 1801 L B4 2 GBI R & e
KENLT 7 A= TN & - T GBS IHHML L 72t AR )
Za—UunNF—% XL, FOFEM R e iGERE %
FLIR L 72O COMETH 5. #H D GBS & I L TERD
=777 MR EDPBWO—B & 2 2RI E 2 5
N, SHIAFO L) REMOE/IELINS. $7-PD-L1
PURIC L 2 irAE & L COBEERY) =2 -0 /X5 —Th o
T PD-1 ¥k L AFRIC AT O A FOBEINGRDIZEZN T 50
REMEAS D % 72, RHIBW L#Y 2 6B%21T) 2 L 8SEET
H5.
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Abstract

Atezolizumab-induced Guillain-Barré syndrome-like acute demyelinating polyneuropathy responsive to
steroid therapy: a case report

Nanami Yamanaka, M.D.?, Mariko Oishi, M.D., Ph.D.?, Fumitaka Shimizu, M.D., Ph.D.?,
Michiaki Koga, M.D., Ph.D.? and Takashi Kanda, M.D., Ph.D.?

U Department of Neurology and Clinical Neuroscience, Yamaguchi University Graduate School of Medicine

A 76-year-old man, who received atezolizumab for the treatment for small cell lung cancer, acutely developed limb
weakness with sensory disturbance after the third course of the treatment. Nerve conduction studies were consistent
with demyelinating polyneuropathy and acute demyelinating polyneuropathy caused by atezolizumab was suggested.
Atezolizumab was immediately withdrawn, and intravenous immunoglobulin (IVIg) and methylprednisolone pulse
therapies with subsequent oral administration of prednisolone were initiated, after which neurological deficits steadily
improved. Although Guillain—-Barré syndrome-like neuropathy caused by immune checkpoint inhibitor (ICI) was
occasionally reported, this is the first case of acute demyelinating polyneuropathy triggered by atezolizumab, monoclonal
antibody targeting programmed death-ligand 1. This case suggests that combined treatments with IVIg and
corticosteroids are effective for neuropathy induced by atezolizumab as same as those by other ICI.

(Rinsho Shinkeigaku (Clin Neurol) 2021;61:653-657)
Key words: acute demyelinating polyneuropathy, immune-related adverse events, programmed death-ligand 1,
atezolizumab, small cell lung cancer




