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FiBR¥E IC¥F U T Durvalumab %Z{EF#ICIHE: - SEERDEITRE CTHRIEL I

Stiff-person FEIRAED 1
HE &7, K& & EAN —&

3 R BB e i AR IR

EE EAIF 74 B FBEICX U T Durvalumab Z{ERBHIC, PUR - ABRSOBHRENHIRL . RENERLEARE S, %
HHER TOEEH & BB OFHNGHIGEE RO . MRIEE Tld amphiphysin FUADGRGIETH D, stiff-person SEIZEE (stiff-
person syndrome, LT SPS &MEEE) &2MWiLfc. £ZFEV/OT Y VREEIEAY I OFE/LAERKBL, RIEEERIERESR LH
KUz, BRENFHHINTWS, hOREFzv IRy NESEBRGEVWSRBENS, REMEEEERE L T SPS HAEE
U EZ e, BMOTHTIEHEINGEEF v IRA Y NEERICEELTELS2F BRI I2DENH 5.
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Stiff-person SEMEAE (stiff-person syndrome, T SPS & B&ED)
BERESSEHRE & RIEUERBEHREZ TERE I DIE
BETH D). ZENEEOEFICE D GABA fEBNIEINHIMER
BNEEIN, aBH=1—0Or O %4 U 2EHIRER
BICEE5LTWSEEn5?, BEMNA SPS TREIIILY I vk
Bk RERTIA S OBENRE I N TNSHY, amphiphysin 1T
& (anti-amphiphysin antibody, T AMPH fi{& & B&5E) HBE1E
ERD BRI IRAEREE (paraneoplastic syndrome, T PNS
EBEEE) &L TORIEERD SPS ¥, #ETHICHKEERY
AUVO—XRA%RT—HEFEET 2. SOHRAL SRR
L T Durvalumab Z{#ERMIC SPS % FAE U o ERI & 1288 L 1c.
PNSO#REE UTRIFET Z2RNEL, REEEEEER
(immune-related Adverse Events, BT irAE &B&FC) & LT SPS
WEEE U RN H B EE X . rAE-SPS IFZNE TR
B - EAEHEBIFEELHZRVD, +oAMINTORWEE
TREMOIEGISHFEL TWBAEEEMNH D, rAE & LTHD
SEPZEZZBICKEZITONETH .

iE Bl

fEB 74 %, &

Fi5F RSO RKEEDOERE

BLEE - 68 /% BAEIY U< F, 73R INEEREEEE (B
FELEM, mENESRVIBRN, K@ TERMN), MiRE
(cTON2MO, cStage llIA), BIMELE, 74 &% FKIEMEDEMS.

RIEME | R HREDRIEERL .

HESERE | R 23~T73 1% 50 Fx1 AN/H. ZOMOAEREICK

EEERL.

BRIE 2021 £ 9 AP AICHIE CHEERBIEERE O L
MThnieh, CORICHREZERIh WL 10 B Lan
SHREICT U THILRTSF Y, E/ LILE Y RUBEHRE
ENFB I N, BEREOMIERZD 11 B TEM S5 Durvalumab
IC & BHEFRENRB & B> 2 (Fig. 1). 2022 £ 1 BIClEmst
SHEA DA Durvalumab NMAE &R D, 2 B TFEMSKREN
BEINhk 4 BREENSER - ABREOHBRENHIR UFE
RS LD, BEENICHIEANARE B>, ARERICHIE
RHMEEL, EE - LEROHBRITVENZRE LD, REFKT
TS RIEEBRERREN RN BICHERT DRI, B
YO FOEEBIAFRONTHIETL RV OY 15 mg/HIC
BEINkD, EBROFENESNT HBRHEELEONTS
BTAICERINGRRE B I,

ABERFIRIE © &K 154 cm, A& 51.0kg, & 38.0°C, (DA
¥ 98/min, MLE 187/99 mmHg, MREEME (ENK) 98%.
—RBEFARICKHTINEMR IEBA oo, HRENFARIE,
BT, NERICEEFMRIERN >, B - EBOR[ER
BALICERSHRE S HIEANSG D, HUEERESIdEEH -
B & B ICRATREE > fo. REFRTE# > THOEICHKIEE
BREHEEEZEC TWe, REARPICRENHRET DL
[F7ah - e

REFRR  MRRETIECKIBO U & LR UL TW:, Z0fth
DIME - FEZICIIFLRINRESETMRZRD BN o, VD
Y A REF 1651U/m/, CCPHfR7.9Um &BHETH - 1z,
UK, dsDNA-IQG #ifk, sm #i4E, RNP 31k, SS-A HiifiE
FetE T3 o fo. GAD #iiE, Gephyrin #i{k, DPPX6 #1{F, GABAaR
JUE, GIyR FU4E, LG #i{k, CASPR2 Hi{AIEBEHETH o /2.
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Fig. 1 Contrast-enhanced CT showing changes in lung cancer after treatment.

A. Before chemoradiation therapy, B. After chemoradiation therapy. There was a mass shadow in the mediastinum, and a lymph node biopsy

performed at another hospital resulted in the diagnosis of lung adenocarcinoma (A). After chemoradiotherapy, the mass shadow in the

mediastinum disappeared (B).
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Fig. 2 Surface electromyography of the biceps and triceps brachii on day 11.

A. Right biceps brachii, B. right triceps brachii. Sustained muscle contraction was observed in both the biceps and triceps brachii during flexion of

the elbow at rest.

AMPH JTiAM 3+ & G R R fc. NERBRREIFWE
130 mmH,O, #HEREEL 12/p/ (B4R 11/u), &EH 39.5mg/dl, &
ks 69 mo/dl (EIRFIMEE 130 mg/dl), 1gG index 0.89, BERIMAE
2l Class | THoTe. ALEB_BEHROE LB=EHTT> 1
REHBEXTIE, M TRERRFICHERNESEMEMOER
HH D, FBIEIEEERE I @A - U D ISR AR B INE
MERS NI (Fig. 2). %%, FIETEBES NIicHREY >/ &
BT, MRERMREEL I/ OYTFVIBSEERIER L
BEhe D, BRARRIERZE T AE1/AE3(+), CK7(+), CK20(-),
TTF-1(+), NaspinA(+), PAXS(-), ER(=), CDX-2(-) T > fz.
A 8% Fig. 3 IcRd. ARRic, #oc—ES
BHEOHBENHERUBVWEBEZH#E > TWeZ ehs, IT7E
JXA 10 mg BCES & FER L& Z 2E0E IE—BRICEI S
nrc. AREHEIICEEBEREEZEL Wl e», REXTZ
S BERUERRER & WSERN S Issacs FEREEE &> fz. LM
U, BREZEREMERL TV I EILLZAREBETH
D, ABRBICIFERIMIERLTWEZ E, RAHBENTEE
i & HETIE O RFRRRIGENR D S &, #IC AMPH T
FEBEDHIB LI &S, Issacs FEIREETIE/R < SPS & 2H

Lt #1%ENSIOFH/8A 15mg/HTRIREBRAL.
FE2mEMNS 5 HERZEIOTY VY REFHFEZE (intravenous
immunoglobulin, BUT IVIg) %#81T U7z (0.4 g/kg/H=17.5g/R).
%5 46 WHICITRIEEBRERERELNZLICHEAL, HESHE
BiH 30°RBEEX TR Ao e, FE1MHEANSZATHA R/NL
2% (intravenous methylprednisolone, LT IVMP) ZHE4T L
eh, oA BRIEFES NG o, F14FEEICIE) /N
EUTF—2 3y THBISITHATIESRD, F23/EANS 2 A
B Vig ZiTWHBEEDEHI 110 EBEXFTHELVLBATOR
EEMM AR B> T, BHREOMBREIF, CT THERI DR
DHEELEEETH > ENS, BRICHT 2RRISTRE
ARl EBED ET—ERI Ut ERBEREMRT 258 &
Ufc. FEREBEOREES N> TADL DETHNESHh, YN
EVTF—> 3V ENIICE 77 mRICEEEREAEGR & 8o

K

AMPH #L{KBG M SPS &, 1993 FEICHBEE ICEWTHHT
EIND, RWT 1999 FICFi/\lRgsE & B9E U 7z AMPH T
KIS SPS BMERE S nfc”. 2008 £ SPS 621 &Rt U 1z
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PSL (mg/day) 115 10
mPSL
IVIg (0.4 g/ke/day) 1000 me/day
CBZ (mg/day) 100. 200
CZP (mg/day) 1.0 2.0
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Fig. 3 Clinical course.
On admission, Issacs’ syndrome was suspected, and carbamazepine was initiated in addition to clonazepam. IVIg was initiated on the second day
and the paroxysmal painful muscle spasms improved markedly. On day 16, the patient was able to walk with assistance, and the limited range of
motion of the elbow joint gradually improved. On day 38, the patient was able to eat on her own. Steroid pulse therapy showed no marked
efficacy, and the second IVIg administration subsequently also had no significant effect, so the patient was considered likely to have contractures
associated with long-term disuse. The patient was transferred to a rehabilitation hospital on day 77. PSL, prednisolone; mPSL,
methylprednisolone; IVIg, intravenous immunoglobulin; CBZ, carbamazepine; CZP, clonazepam; ADL, activities of daily living; ROM, range of

motion.

LEa21—7Tl& AMPH HUKGIE SPS DERFRIVEF#IE GAD ik
BB SPS LIFEBRZ I EMERHINTVWS. KDEMTOR
fE, ZHEICEZW, FRECTEREL D HEE - LEROHREDE
WRE E WS RN H D, ANERFIIE AMPH 51t SPS DERER
BREARUTWE, &, AL E1—THRES Nz AMPH Bk
SPS 11 DA, 10 FliFFEEETH DY, AMPH FLiEEEHE SPS
TIFFRP/NARRE S OBEN S 2ENRESI N TWDDY,
Z DFRIC AMPH FU{ABS 1 SPS I PNS & UL TOfiEmAEF D& &
Z5h, AIEFIE 2004 FIC Graus 5T &k > TRIEBE iz PNS
DEEZEIELE & T B definite PNS"ICEZH L. LMLR
MNSERICEEF v IVRA Y NEEENBREI W WA
M5, IrAE & LT SPS M BETE(L U FIREEZ ER T 2 HEN
Hofe, BIEAEFTIEUTD 3 SR RORFICEVWTER
BREERT.

F—IZ, EEIFIHIN TV THRAAE L2 SPS &
PNS & LTZEMEWVWSRTHD. PNS ERZHEEICEWN
T, definite PNS OZBEHD—DIc TEE DBEEKICERN
ZRICHET D, HD2WIETEIEVBESHTH S EWSIE
BEN% 2. RNEGIZEBOBEWRAEE CT TEML TUL
N, YEHERBINIHBRZE L CTBRTIHELRLTRD, &
B EHEBNE L TWRWRR T SPS ZFMICHKIEL TH
D, LD PNSZMEHEFET 2R oTe

BIITIE, BEEM SPS IZo B AICREIIERESEE L
THAPHE WS BmNH S, AMPH FEKBGE PNS OFRFEE L
TIFIECHENZ WA, FIEOM 90% L EAVIligREE S h
2", JEGlBEREN EESM SPS OB EESE L U THARNT
HDEFERY, TORBREFTIIFBEIT ATz

$=IT, IrAE-SPS £ 2B &I, EF T v IRA Y NEE
AR 6 BRIEE CTERINHIR U BB IE, IrAE OBFE S U
TEYUNEWVWSHETH D, INETHIRRAD rAE IR - 7oigst

MMTIhn RS FRWA, 2021 EDIrAE BT 2L E1—IC
BWT, FETHBRO IrAE NHEIR U - R IE 19 4.0~7.1
BEBEINTWD D, NEFF—AREROBRSHITIEH
3h, rAE OHIEREEE UL TIEFE LRV E Bbhiz,
HED3IREZZERT DL, REGIFINETHERIBVED
@, IrAE & LT SPS W EBETE(L U = ATREEN S W & HIBT U 1z, —
BICHRBEF v VIR Y NEEEDERDH 2 BIHEREEED
F%% rAE OB E TR U LIBEIC, rAE ZE U floANE
SEHABOERNESNIcEWSTHENH DD, KIEHFIH SPS
DREFRIFEREBRICKNT SRENFRI SN TWeRRE T
D, SPSZRIELCRE, BEEFOERLEERAUVLLEFRTH
D, BEREREXIEERINGN > rAEICK D SPS TH o1z
EUIEBEICE, BRICREF v IRA Y MNEERICK D
EEMREFHEL CWEHREENH D & EZ . —AT, irAE
DFE—MRICIFRATAOA RICHT RDENRFTHD LN
PN, AEEFE IVMP (T & 2 BRI B DB LB R E D
EFEonkbhofe. CORREUVTUTO 2 RE2ER LK.
F—(C, AT70O4 RENEIFHBTTERWARENETH D, SO
I IVIg 21T UBIC VMP 21T > 7cht, ZORR TR RE
BEICLDHELEIEREHELLRETHD, EEOHE
ERTWCATREMENH S, S 00EEEE LTI, rAE Tldd
Z2HDDEICATAA RBEWNTHDHREETHS. rAEICELS
KRIEHEHEEDOHN 50%DHIT, HELRZR PNS BEEFAH G
LR ZHNHZDEIN, IS5ICINSIFHEBLR PNS &E#K
OFBEWD, RFOA RNEH URWATREMENH 2ENER
INTWSY, KEGEEERME SPS & U THARE AMPH
TWENBETHD, ZDHICPNS EIFERZEBBEWD irAE
PN ICHEEL ST ATOA ROE LD o o oIEEED
EZZ2 5N,

Lo AL DIEER U TTERE, AMPH HUEB I SPS & L Taafy
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HIRBERIRZELD 25, PNS OB & (F R4 D IrAE-SPS @
AIREMED SR O NTIREGI TH D, BED PNS & LTD SPS & D
JREY - RREDEWVWY, BERSHEOEZERICEAL THSHICT S
FEHICSEROEFABBINETH 2.
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A case of Stiff-person syndrome with muscle tonicity of the extremities and neck after
use of Dulvalumab for lung adenocarcinoma

Takashi Inoue, M.D., Kei Oiwa, M.D. and Kazuhiro Horiuchi, M.D.

Department of Neurology, Hakodate Municipal Hospital

Abstract: A 74-year-old woman taking dulvalumab for lung adenocarcinoma developed muscle tonicity in the extremities
and trunk. Painful paroxysmal muscle spasms with profuse sweating were frequently observed, and surface
electromyography showed simultaneous contraction of the active and antagonist muscles. Blood tests were strongly
positive for anti-amphiphysin antibodies, and stiff-person syndrome (SPS) was diagnosed. Intravenous immunoglobulin
therapy and clonazepam were initiated, and the paroxysmal painful muscle spasms disappeared. As the primary tumor
was under control, and the onset occurred approximately six weeks after the resumption of immune checkpoint inhibitors,
we considered SPS to be an immune-related adverse event. Although extremely rare, it should be considered a
neuromuscular disease that can occur in association with immune checkpoint inhibitors.

Key words: Stiff-person syndrome, immune-related adverse event, anti-amphiphysin antibody, lung cancer,

intravenous immunoglobulin therapy
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