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Abstract

The case involved a woman in her forties diagnosed with familial Mediterranean fever (FMF). She was treated with
colchicine and was relatively stable condition. However, she visited the emergency room with severe abdominal pain after
eight months from the treatment. Since the endometriotic cysts were found, gonadotropin-releasing hormone antagonist was

initiated and her symptoms were ameliorated. When a stable female FMF patient has a severe attack, a gynecologic check-

up is warranted.

Introduction

Familial Mediterranean fever (FMF) is an auto—
inflammatory disease characterized by recurrent attacks
of fevers with serositis, and colchicine is effective in
preventing these attacks”. On the other hand, there are not
a few cases of colchicine ineffectiveness'?. We describe a
case in which a patient with FMF who had been stable on
colchicine, but suddenly developed a severe attack and was
found to have endometriotic cyst, which was successfully
treated with gonadotropin-releasing hormone (GnRH)
antagonist. We would like to inform that gynecologic
checks are warranted when attacks get worse in stable
female FMF patients.

Case presentation

Woman in her forties.

Family history: None noted

Medical history: Unremarkable

History of present illness: Starting in June X-1, the
patient experienced self-limited acute abdominal pain
attacks associated with fever in the range of 38 °C. She
was completely asymptomatic between attacks. These
episodes lasted from 24 to 48h and occurred at every
menstruation once a month. In August X-1, she visited
our hospital. She was first seen by a gynecologist, who

found a cystic lesion on right ovary, but diagnosed a

negative causal relationship with her symptoms, and then
she was referred to an internist. She was diagnosed with
FMF because she met the diagnostic criteria described
below. Diagnostic criteria include the following: fever
of 38 °C or higher for 12 to 72 hours, repeated at least
3 times, markedly elevated inflammatory findings such
as CRP, that disappear during the intermittent periods.
In addition, the presence of serositis as accompanying
symptom, or resolution or alleviation of attacks with
colchicine". In September X-1, she was started on
colchicine 0.5mg/day, which reduced her symptoms
during attacks, and in January X, colchicine dosage was
increased to 1mg/day. Consequently, the frequency of
attacks also have decreased from once a month to once
every few months. However in May X, she visited to the
emergency room with severe abdominal pain, radiating
pain to her shoulder, and vomiting. Upon physical
examination, she exhibited clear consciousness and
anguished look. Her body temperature was 35.7 °C, which
gradually increased to 38 °C a few hours later. Her blood
pressure was 108/ 82 mmHg, pulse 68/minute regular, and
oxygen saturation 97%. Her abdomen was flat and not
hard. She had persistent pain throughout the abdomen,
tenderness in the lower abdomen, and no muscular

defense was evident.
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) v < F%, ACASE IN WHICH THE PATIENT HAD A SEVERE ATTACK DURING THE COURSE OF FAMILIAL
MEDITERRANEAN FEVER, AND AFTER TREATMENT FOR CONCOMITANT ENDOMETRIOSIS, THE PRESENT
ILLNESS IMPROVED DRAMATICALLY, STRONGLY SUGGESTING A CAUSAL RELATIONSHIP, TAMAMI
KIKUCHI et al : " Department of collagen disease internal medicine, Joetsu General Hospital, Niigata Prefecture
Federation of Health and Welfare Agricultural Cooperatives, > Department of obstetrics and gynecology, Joetsu General
Hospital, Niigata Prefecture Federation of Health and Welfare Agricultural Cooperatives, > Department of rheumatology,
Niigata Prefectural rheumatology center
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Table 1
blood count and coagulation system biochemistry and blood serum urine
WBC 12280 /U total protein 7.8 mg/dl PH 6.5
neutrophil 80.2 % albumin 437 mg/dl protein  +-
lymphocyte 152 % AST 17 U/l sugar -
monocyte 3.0 % ALT 14 1/l occult blood 3+
eosinophil 1.0 :Aa LDH 153 /1 RBC 10-30  /HPF
basophil 0.6 % oK 52 U/ WBC 1-3 /HPF
RBC 517 %X 10* /U ALP 60 U/l
hemoglobin 13.4 mg/dl T-Bil 0.70 U/l (note)
hematocrit 425 % amylase 57 |U/| WBC: white blood cell count
platelet 36.4 X 10% /U BUN 12.7  mg/dl Eic;rffhfg:;;i::::”m
PT 9.1 sec creatinine 0.59 mg/dl APTT: activated partial thromboplastin time
APTT 22.6 sec UA 4.6 mg/dl AST: aspartate aminotransferase
fibrinogen 382 mg/dl sodium 140 mEq/I ALT: alanine aminotransferase
D-dimer 1.40 pg/ mi potassium 3.8 mEq/| LDH: lactate dehydrogenase
chlorine 104 mEq/I CK: creatine kinase
calcium 9.4 mg/d| ALP: alkaline phosphatase
eGFR 87 ml/min/1.73m2 T-Bil: total bilirubin
CRP 0.24 mg/dl BUN: blooddurea nitrogen
UA: uric aci
blood sugar 114 mg/dl eGFR: estimated glomerular filtration rate
CRP: C-reactive protein

Figure 1. Ascites can be observed Figure 2. Mass lesion on the right ovary is observed

Examination findings:

Blood and urine test findings are shown (tablel).

In the imaging findings: plain computed tomography
(CT); no dilatation or niveau of the intestine was
observed. Enlarged appendix was not observed. However,
ascites and mass lesion on the right ovary were observed
(Figures 1, 2). The imaging indicated signs of thickened
peritoneum, increased fatty tissue density, and peritonitis
was suspected (Figure 3).

Clinical course: Since there was no abdominal disease

requiring emergency surgery, she was consulted with the

department of internal medicine for elevated WBC, CRP
Figure 3. Thick peritoneum with increased fatty tissue density and ascites. We initially attributed the ascites to serositis
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Figure 4. Clinical course

due to the FMF attack alone, but we could not be sure.
Gynecological consult was done considering the possibility
the right ovary mass itself was the cause of abdominal
pain. The mass was determined to be non—urgent, and
peritonitis due to bleeding or ruptured abscess was ruled
out by gynecologist. This patient was admitted to the
department of internal medicine for the FMF attack, with
the continuation of acetaminophen infusion that had been
initiated in the emergency department. The following day,
her pain improved considerably and her fever resolved to the
low 37 °C range. Her CRP rose to 19 mg/dl, reflecting the
previous day’s attack. An ascites puncture was attempted
to rule out other diseases but the volume of ascites was
too small. She was discharged 4 days later. Following
discharge from the hospital, the gynecologist performed a
magnetic resonance imaging to investigate the right ovarian
mass. Subsequently the diagnosis of an endometrioid
cyst was confirmed. Since the gynecological internal
examination showed an enlargement of the cystic lesion,
the patient was started on GnRH antagonist (40 mg/day
of relugolix). After undergoing the therapy, menstruation
have stopped and the attacks have disappeared. The
entire clinical course of the patient before and after the
emergency visit was documented (Figure 4). Frequency
and intensity of attacks, relationship to menstruation and
CRP are noted. CRP was elevated during attacks.

We asked to the department of 3rd internal medicine

of Shinshu University regarding Mediterranean fever

(MEFV) gene mutations of this patient, none of the
established mutations for exon 1, 2, 3, 5, or 10 were
identified. Additional analysis for exon 6, 7, 8, 9 revealed a

heterozygous 1591M mutation in exon 9.

Discussion

FMF is a chronic, lifelong inflammatory disease.
It is increasingly recognized around the world due
to the awareness of auto-inflammatory”. But many
rheumatologist are not well acquired its management®.
In Japan the number of patients has been increasing in
recent years®, a larger than expected number of patients
with FMF exist?. Misdiagnosis frequency is still high
and diagnostic delay is long even in favorable regions
like Turkey”. In Japan, easy-to—understand diagnostic
criteria have been developed, taking into account the
characteristics of Japanese patients”, and we have used
them. They have been discussed in the case presentation
and omitted here. This patient met all of the diagnostic
criteria and was therefore diagnosed as a typical FMF. The
criteria is effective for screening, but requires exclusion
of infectious disease and malignancy”, actually, exclusion
may not be easy. In regards to genetic search, no mutations
of MEFV gene was found in exon 1, 2, 3, 5, 7, 10. Reports
vary on the percentage of FMF patients with MEFV gene
mutations. One report noted that more than half the patients
(65.8% 86/131) carried MEFV gene mutations”, another
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report noted that most patients (94.3% 181/192) carried at
least one MEFV mutation®. Neither report lists the 1591M
mutation. The typical case has a mutation in exon 10,
which is also important in the diagnosis”, and we do not
consider 1581M mutation to be a basis for FMF diagnosis
because it is outside of exon 10. This result does not deny
the diagnosis, because the diagnosis of FMF should be
based on clinical findings instead of genetic tests"®.

Important disease in the differential diagnosis of FMF
is appendicitis. Because FMF is associated with high
fever and abdominal pain, patients often present to the
emergency department. Emergency department is the most
common medical care unit for the first time admissions
of FMF patients, many patients are discharged from the
emergency department without a definitive diagnosis”.
FMF and appendicitis are often mistaken for each other due
to their symptoms of fever, abdominal pain and positive
inflammatory response” ®. This confusion is compounded
by their high incidence among individuals aged< 20
years®. Differentiating between FMF and appendicitis
becomes notably challenging in cases involving children or
when CT is not available. This patient had been originally
diagnosed with FMF beforehand, she was not referred
for surgical consultation. In 2021, Bodakeci E et al. noted
that 240 (24.7%) of 971 patients with FMF had a history
of appendectomy, which is clearly high compared to the
7 — 9% lifetime incidence of appendicitis”. Whether
or not there was actually an enlarged appendix was not
mentioned, but it probably included unnecessary surgery.
The key to identify patients with FMF is to inquire about
any history of similar attacks they might have experienced
previously”.

In the treatment of FMF, colchicine has shown efficacy
rate of approximately 90%", and is recommended for
immediate administration upon an FMF diagnosis?. In
this case, the diagnosis was relatively easy because of the
typical symptoms, and colchicine was started promptly.
After initiation, the intensity of attacks decreased, and
after the dose was increased, even the frequency of attacks
decreased. Nonetheless, the patient visited the emergency
department with abdominal pain. Given that colchicine
had been effective so far, we thought the possibility that
a new trigger intensified the attack, rather than denying
the diagnosis of FMF. Kishida et al. reported that about
half of patients with FMF had specific factors that induced
attacks”. As per their findings, overwork and psychological
stress were the major factors in both men and women;
however, menstruation was the most common in women®.

Additionally, the frequency of peritonitis and percentage of

patients diagnosed with endometriosis were significantly
higher in the menstruation-induced patient group”. The
clinical picture in this case is similar in that peritonitis is
present, symptoms were triggered by menstruation and the
presence of endometriotic cysts. However, there have been
few reports mentioning an association between FMF and
endometiriosis”. Oka et al. used the endometriosis drug
“dienogest” in a female FMF patient with endometriotic
cysts, and reported that it was as effective as colchicine'?.
In 2021, colchicine and dienogest were reported to be
significantly effective in another FMF case'". In this
patient too, colchicine was also effective, but only
reduced the attacks, while GnRH antagonist could have
completely suppressed the attacks. The presence of an
endometriotic cyst was considered to be an even stronger
trigger for menstruation, making colchicine partially
ineffective. Reports that endometriosis medications have
been effective in some FMF patients and our experience
in this case suggest strong association between FMF and
endometriosis. Kishida et al. suggested that dienogest and
other female hormonal therapy may be a treatment option
for patients whose attacks are triggered by menstruation”.
In contrast, in case the symptoms do not improve with
colchicine 1 mg/day, an increase in the dose to 2 mg/day
should be considered”. Reflecting on this case, increasing
the colchicine dosage up to 2 mg/day might not have the
same impact as the hormonal therapy. The efficacy of IL-1
receptor antagonists has recently been reported in patients
who are unable or intolerant to colchicine'? and their use is
recommended for patients who found colchicine ineffective
or have intolerance to it"?. This should be considered for
this case, if continued hormonal therapy becomes difficult
in the future.

Conclusion: We encountered a case of FMF in which
a patient visited to the emergency department with
acute abdominal pain. The concomitant occurrence of
an endometriotic cyst was thought to have had huge
impact. When patients with FMF become worse with
menstruation, imaging or gynecological consultation
should be performed. We should need to consider various
concomitant diagnosis including endometriosis during the
course of FMF.
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the purposes of writing a case report publication.
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Abstract

We report a case of myositis, myasthenia gravis, and myocarditis after nivolumab administration, which improved after

treatment with high—dose glucocorticoid therapy and high—dose intravenous immunoglobulin therapy. Our case suggests

that it is important to suspect the possibility of serious complications by immune checkpoint inhibitors based on the medical

interview, physical and laboratory findings, in order to provide treatment of appropriate intensity at the right time.
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EEIGERFT. B ﬁ)ﬁﬂiﬁﬁiﬂﬁﬁ?%?fﬁ%ﬁ@% RO
Lhro T hs, FRERZRNEL L BF2 0 b, HEICRGRBIZ &
U7zo MR TEIE 7 A A8y 7 7 A MgtEL D, &E
FERIEDRE ZAPFL T d LW L7z, $RHHBIL 726
REROTUERLR 7 ¥ F va ) v v e 7 & — (AchR) #i
RrEgoi:AChkiEaTRETH o7, Mo R o
WIEND =RV TREZRITHBIL TB D rAE L& 2

Y PR B K S B S B R O B

MY v < F ANE, ACASE OF MYASTHENIA GRAVIS, MYOSITIS, AND

MYOCARDITIS AFTER NIVOLUMAB ADMINISTRATION, MARINA NAGATA et al : Department of Immunology

and Rheumatology, Hamamatsu University School of Medicine

_9_



FiEEY v <F  (Chubu Rheum Assoc) 54 (2) 2025

®1. ARIFREFRR

(i 57) [4:1k2]

WBC 5290 /L TP

RBC 438 x10%pL Alb

Hb 12.9 g/dL T-Bil

Plt 18.8  x10%pL AST
ALT

R #eA] LD

JR pH 7.0 ALP

JRILE 1.011 CK 13924

JREH a+) CK-MB

JRIG I 3+) BUN

PRAE ) Cr

JREyve v ) UA

JRARIMER 30-49 HPF Na

JREE HE & 24 mg/dL K

R7v7F=v 215 mg/dL Cl

NAG 5.1 U/L Ca

o 1-MG 16.7 mg/L IA 7oy

B2-MG 42493 ng/L TNRT—¥

IF vy 46200 ng/mL FoR=>T 0351
NT-proBNP
Bt I o A

(]
g/dL CRP 241 mg/dL
g/dL IgG 691 mg/dL
mg/dL IgA 419 mg/dL
U/L IgM 50 mg/dL
U/L B ZIIRES <40 i
U/L 1 SS-A/Ro itk (=3
U/L L ARS Hiff (=3
U/L # Jo-1 Hifk (=3
U/L U TIF1- vk (533
mg/dL 7 Fva) v 72—k <0.2 nmol/L
mg/dL
mg/dL €D |
mEq/L PT 14.5 SEC
mEq/L PT-INR 1.12
mEq/L APTT 30.8 SEC
mg/dL Fib 325 mg/dL
ng/mL D-dimer 84 pg/mL
U/L
ng/mL
pg/mL
mg/dL

1. a) ABRBSFRIERX#E. b) L EMR (5237%AH)
a) JHEE X A5 13 O EBEL 50.5%, WY BRI AG 2380 T H - 72, b) OEXIIIRIA 84 1]/ 4 T, QTEE %2R D72,

bhiz,

WA HEEESL O EEEEECTDH % Common
Terminology Criteria for Adverse Events (CTCAE : f %
FLILTBFEEAE) 12 & 24347 T Grade3 (FRIERE) L ¥
WL, =K< 7ok LHPIRcmz &sHRE7 vaa
NFaf RSB PELITHELRE LEF Z L T,
FA KI7A4 Y TiEGrade3 DFHRITHL 7V F=Y oy
(PSL) 1 ~2mg/kg 2 & 25 HWBAMEASHER S hTwvw a2

25, ANEG IS BRI BAL O 2UEE LTI A0 BEE 2 A%
THH, DFHREIDBELNIEILE, B24WH XD
FryaanFad RAVAFEERE(RXFVT VY R=Yay
1000mg/ H x 3 H[#), #% % & L TPSL 50mg/ H Wk
ZBAMA L7z R 7t CKAR T & IR MG T 3 o U035 23
Bontes, TnT O EF TR L 72 52895 HIT 3k
180 [El/ TR E D RO EME) 2RO, 7 I 4 X1
¥ 100mg, Y )VF 7 € L5 100mg. = F X ¥ /¥ 30mg D




Y v < F  (Chubu Rheum Assoc) 54 (2) 2025

WERZBHSE U 7zo F 720 A OWE 3R+ THERZ 1
PRI B o 5 P - Wi R PR R A3 Refoe L. 382990 H 12w
U TSHESMRI (X2) 1238 \W\WC, S, TR EE. i
B I & FHEE O #i P RRIG P T2 535 T RIE D 7R A7
TR 5 O FAMORY—LEE LA RO T, B
BESBE LI L, BI8HWH2rLAE 0 7Y vk
B (400mg/kg/ H x S HRH) #HEf7 L7z, TS
X CCSHERE A, WEEIEE - WET RO IR S S
L7z Z &b, PSLIE AR IS L, CKIZIER
fbU7zo DERFTRIEWEE L, DB OB DR
BHEMECOEREOMELZ BB LI, = KX N
7 I Luvig ABihicdik L7z, PSL 20mg/ H &

YNVF T ¥ 5 100mg/ H ZMk#E L. 5549 H 12 B BBk

2. TAERMRI (56297%8)

UTzo IBRBEBRIIEEITRLT, S-1, X9V 7o F v
TILEEETER S iz, PSLOMWIEIZ & % irAE O B
FRO T, 10 B GE163% H) 1I2PSLAIE & L7z (M
3)o PSLHIEZ & YAEARME U 72 Rf s ©. CKUEIEH #pH
WCHRB L TE D, FEROMEIZZED L h > 72,

g2 =B

AREGN VL 98 12 AR M E ., Ol 28 & A 0F L 72 ER)
TH o120 IrAEWBIZARIT CTOFIESAE H31.67%Y L7
ﬁ%éﬁ%%?ﬂ&mmw—ofzo R | B i A
TEE « O 52 D 3R DA PE L 1235812 13 BFER 60% Y
LEMEBILTIRETD %, ﬁ%ﬁmﬂfiﬁ LHE
FEF I RE D ESDEH% . R LOFHRDOEDH 38%
RO T E DHEHD B9, R IZ. R I
WITFEET 2R E IS 2 3 ORI THRY
HPLPD-1 PRIz & D EMA L &, fllEREEM O CDS B
PETHIBLIZ AL OB R EZRI L, SoicHaISED
CD4 B TAMIE O T M AL I3 5T AchR HUiR < HUREUT Hiik
DOFEAT R LMRHERASTREEL S TL3ND7,
irAE O 35 &6 3 0 58 RE M i 95 26 <0 EEIE 4 485 0D Ui
oL B 2HRNEEBEET 2 0EREIDETH
%, 20194EDAF 22 & OIS TIXIrAE i £ 13 ¥ IR
D53% PG TETD D, P29 H & HEHY BRI 5%
fE. PERDRIEMMEER L B 258 UTHRRRITT
BRIEE R T, R ICIRERSLH . OFREE
o1 f e 5 % 3% @é&mo%ﬁ@éjeﬂtﬂlmEﬁ
EGHRIEIZE L T = R u< THERHIT BV TR
LEER T S NTE Y., BRI 6529 H THRIE
U RS B A 0 E & Hx T & 22 EE (MGFA

5
R TE £
HmAET c

AFALFLEZYOY
1000mg/$ L 2 BE w

PSL[mg] 403515

bt A n D
AEHIRE

10000

=T
[ng/mL]

Nab

® CK @—hraR=rT 06

o] 0.4 |

5000 0.2
100 120

140 160
days

3. ERFREEA
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434 Class 52350%) T, BRIE % & O IEREYRER 2>
SHH TR DR T 5T L7 &S nuie (BEEFITIE2~
THTZ Y —XITE 5 72) Y, irAEO 2 134 F 5 R 23
SRR CHRRINTD D, KB TEBNRERE 2RO
TWwiz®d, DEREELTITER L Vo EREOEHW
BMECTHET 2HE23H 20, AR vaavFa
A R TR NICIB R 2 a7 & 1T RIF X ¥
BIMG LN D25, IREBBRDO XA I v 7 OENRL T VO
avFad FESEREORNRREHFEROERGIET 2 S172
TWZELLRELTRLSLWIKETH 5, rAEF
RIERICIRG T EEH T2 2 L IR0 RIIE L AR
MBI L7212, 294 7 VLN OFIE TE2 %4 7 vBl E
TOFRAE & R UE BICBIER L 721 & o#id
23D 5 Tz O FHAFIE 0> O BUEIR & A 5 i 28 Tl3fFICEEH
T ABETH B, S iz, REFIEFE T FHgicxt
LCZvaansdaf RipEREZE D% ThoR=
VUNRUVREFMEAE R oW I EBRESATVWS
72O, I RBZ LWISEITHBE L TBEITH T
DB D D, BEIERMEDIE L 5% OAIHEH T2
Y —XofiEtb kL EcEFiRsvaavsag
RiBWE, BFRIRRTDTHo eI fE s 7Y v
KEFHEREL M WETE, vy =2 — ) vIHESE
FIT X DIREIHER S 22V, RREGNZ R A EER
NI, . DHRDOAZ ) —=v 7 E{Fv, BHE
O NvaaNFaf FIGRTEBTET: 2 L BERIFLIR
JFIZE D o T2 LHEE S Tz,

w =B

irAE TIZ B R ICEIEFH | DIESL O R T 50T 2 2
END L, IWERAHOBELFE L. 23AIREOERL
TEERAR R HIRE RIS L1 LISIRIC D T2 2 B0 D
%, mARZ VaIaNT oL RIGEE#EYI LA A4 I v
THBT 2 Z LB THRUHEITHE EEZ LN D,

BEE AR, RERVEILAE AR A S AR MR
WREE B BT e, fEBRas BRI RA A SAITIE, K

HIBIE. CHHEEHS E L, I IEHoRERL
E QI
FlztER
Tl
EEX

1) Khashayar E, Nicholas M, Wilson H, et al. Adverse
events associated with immune checkpoint inhibitor
treatment for cancer. CMAJ 2019; 191: E40-46.

2) Thompson JA, Schneider BJ, Brahmer J, et al.
Management of immunotherapy-related toxicities,
version 1.2019. J Natl Compr Canc Netw 2019; 17:
255-289.

3) HAEKIER 2. BARERETA R 74V
3 s B R &AL, 2023,

4) Sato K, Mano T, Iwata A, et al. Neurological and
related adverse events in immune checkpoint
inhibitors: a pharmacovigilance study from the
Japanese Adverse Drug Event Report database. J
Neurooncol. 2019; 145:1-9.

5) Pathak R, Katel A, Massarelli E, et al. Immune
checkpoint inhibitor-induced myocarditis with
myositis/myasthenia gravis overlap syndrome: a
systematic review of cases. Oncologist 2021; 26:
1052-1061.

6) Johansen A, Christensen SJ, Scheie D, et al.
Neuromuscular adverse events associated with anti—
PD-1 monoclonal antibodies. Neurology 2019; 92:
663-674.

7) BREBH, fEF = v 7 R4 v MEHEEOME - i
B & 2 Dxf3R. #RER#  2020; 37: 526-530
8) Seki M, Uruha A, Ohnuki Y, et al. Inflammatory
myopathy associated with PD-1 inhibitors. J

Autoimmun. 2019; 100: 105-113.

9) Suzuki S, Ishikawa N, Konoeda F, et al. Nivolumab-
related myasthenia gravis with myositis and
myocarditis in Japan. Neurology 2017; 89; 1127-1134.

10) Mahmood SS, Fradley MG, Cohen JV, et al.
Myocarditis in patients treated with immune
checkpoint inhibitors. J Am Coll Cardiol. 2018; 71:
1755-1764.

11) Zhang L, Zlotoff DA, Awadalla M, et al. Major
adverse cardiovascular events and the timing and dose
of corticosteroids in immune checkpoint inhibitor-
associated myocarditis. Circulation 2020; 141:
2031-2034.

12) Hamada N, Maeda A, Takase-Minegishi K, et al.
Incidence and distinct features of immune checkpoint
inhibitor-related myositis from idiopathic inflammatory
myositis: a single—center experience with systematic
literature review and meta—analysis. Front Immunol.
2021; 12: 803410.

13) Boutros A, Bottini A, Rossi G, et al. Neuromuscular
and cardiac adverse events associated with immune
checkpoint inhibitors: pooled analysis of individual
cases from multiple institutions and literature. ESMO
Open 2023; 8: 100791.
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checkpoint inhibitor-related myositis overlapping
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U RE Y F =T 035 L T REREER 5 5 2 11

JRATEAR D, BN, FTREHER D, Mkl

WV, KAERAEY, JIGPHER D, FEAHER?

Key word : UPAdacitinib, Psoriatic arthritis, Psoriatic dermatitis

Abstract

We report here two cases of psoriatic arthritis patients with skin symptoms whose condition improved with upadacitinib.

The current cases illustrate that upadacitinib is not only effective in patients with high disease activity in psoriatic arthritis,

but also in skin symptoms.

ZC®IC

HEREMERI A 28 (psoriatic arthritis: PsA) 1% 28 REME A {WIE
TH > FEMEM I A - BIfI % - BHER & A 0F
LB RIEEEBTH 2, R EEEH % - B
RIZHATLCTHRIES 5 2 & % (70 ~80%) 25, #J
10% TR & 25T 2 L s Tz ?, Bk - &
ME 98 12K} L T 13 Non-Steroidal Anti-Inflammatory Drugs
(NSAIDs) 385 —2R T, TEEIE 25 WA 1T IR IE B
fifi 48 12 % L T Conventional synthetic disease-modifying
antirheumatic drugs (csDMARDs) ZiBHd %, ZhEAR+
7> DY 1TIE TNF PSS - IL-12/23 BHFEHE - IL-17AFH
FRG LERNS NS Y, S5 ICHOETIF20214E5 A

VTR RE G 28 12K L T ® T Janus kinase (JAK) FHZE
ETH2YEyF =7 (UPA) HBEISHEKR & 7 o T2,
Alul, HZmEMEBET 481 % L C UPA 2 U C B2 ER
& BAEREIR & b ITZAY L 72 25E B (switch JiE ] & naiive
JER) ZH%ER L 720 TGS 2,

BIEFI RS OEfE & CFFIzh 72D, BERA(D
L IZEBEFR) » b Em OB EET,

TEHIRT (FERI1)
727 M
FIGRE © R H T Lo
BEf:JE : Basedow . FEAME, BRE %

B1. RBFR (DY F ZTamkniE)

a) EFI 1 ZEFREEB R S HZ (UPA £:5-5)
) FEFI2 A IR R iS4 (UPA #£.5-51)

b JESI1  ERFEEERE (UPA B 51%)
D EFI2 AR HZ (UPA % 5-4%)

DIJAZHE AT AR EBE BIRAR, 2) BRBEARmLZ ) =y 7 %5 F, OUR EXPERIENCE WITH
UPADACITINIB IN TWO PATIENTS WITH PSORIATIC ARTHRITIS, KEITA NARUSE et al : 1) Department of
Orthopaedic Surgery, Konan Kosei Hospital, 2) Department of Orthopaedic Surgery, Mukaiyama Clinic
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UPAR5HE]

@& Y ®

EEEEs X 8
BERRREET O 6

ESR 119
CRP 8.42
MMP-3 462.8
RF <10
ACPA <0.5

mm/h
mg/dL
ng/mL
U/mL
U/mL

DAPSA 39
m-HAQ 1.25

fEHL (BR/HE : 151cm/43kg)

| UPARH#a#%

EmBEE X 1
FEARREEF [ 1

ESR 13
CRP 0.02
MMP-3  39.0
RF <10
ACPA <0.5

mm/h
mg/dL
ng/mL
U/mL
U/mL

m-HAQ  0.63

®2. fiEf1 BHFRR - REMR

BURIE @ X-4 1 SR MER & FE, R EIT TEE T
LW S NPT vov X —3E LAV TIRERG &
o fr, XAEICIREMBIEE I L T, X+ 24E Itk v
b Y X< 7 RIT)V(CZP) % 14ERIRER & LT L T,
BPTUGE LTz, XH3FICH B2 ORER AT L 72
72 ® methotrexate (MT) 8mg/i#H & L' 7 v 7 3 K (LEF) %
Heh 8 TRGREIR « BIATER XM ~EE R v ~ v %
MeFFa T a7, LA L, X+64E3 . Wl - BBIfTR
DB L YR & o T, WIS, RIEE 2 6 81
D THLIRE - 3= - B - % 25580 b (K 1a).
Psoriasis Area and Severity Index (PASID) 7.2 T®H - 72,
ZEHTE. INEONEZEE D RO 72, BHEIFT I8 » AT
JESE. 6 » FTICHERRE 279 72, Disease Activity index for
Psoriatic Arthritis (DAPSA) 1339 & % BIGEI M 1L EE ©
Hotz(M2), Hiliv Y b7 v CIkfREiRHIBA I
Ue&%ﬁéﬁﬁ%@@ﬁdwlﬁ%m/& RSN a@ﬁi{%&%
ROz, FEIBL v 7 viRE iR, WElEEHO G
ﬂz IO LN L5, BHABIETEM L bFEEL TV,
NIRRT 28 L HERR 2 7 & ORI L XS LR O bk
oTlz,
R PR ARSI @ WEBEVEBIH 28 (PsA) L 2T L 72 (CASPAR:
5/6)0 X+64FE4H & ) DHHABRCRIR 2B & 72 CZP & H
B3 2 b WENR L N2 o 72 (DAPSA: 39) 72, 8
A & D UPA 15mg/ H % A L 72, UPARS.FtA#44 2
B CEBIGEIMEIZET. 84 B CEM (DAPSA: 4) 12
TYWE L 72 (K4, KIEHT R TIRIRZE o #EPH 122101
HED o T2 pSHLBE - 3238 - B - %8 LT L (M 1b).
PASIIZ2.4TH o7z, ZEHta. IMEDTHZEEIZ b W v

Rohiz,

TERIRT (FERI2)
25%. B,
FIGME © FFRt L Lo
BEAERE © RrEC TR L,
BURIE © X-164E 10 B CHE RO BN, XEILH
R - PIRFRERIBIE 10K & FEAR AT HIBL L. NSAIDs
TIRERIGRE & Lo T2, FHRORERITINZ TAR - HE
B AT HIBL U X+6 12 SR 2 B2 L Tz, #I2E
BB X CLABIBIALBE - B 253 0 5 1 (X 1c).
PASIIZ5.4TH o7z JNHLEEIXIRD I hr o 72, BAHTFT A
T4 2 FTITER. 42 FTICIER 238 © 72, DAPSA 1322
EEBEEMIITETH o 72 (X3), Hilivy ~F Uk
ECTIFFHE - BEHITE 0L ARBFHEBROIME, Il
REHT 28 PHER 22 70 & OFIMEZALIZE S LR O 5 i b o
726
i PR % 18 @ PsA & 2T L (CASPAR : 4/6), X+64:8 A
& D MTX 6mg/i# % B hh U — B X 5 2315 & 47z 23,
X+74E10 H W & 0 F R B fiE IR 25 3 L MTX 12mg/
HECHELLZIPHSERICKESR N L1 o7
(DAPSA: 24), BEARADBHRIZ X 2 EHFLL 72
72®. UPA 7.5mg/ H CTOIRE L B L 72, UPA 5.
MR 2 1 B CTERETEREIMEIFMET. 6.0 A THf#E (DAPSA:
HIzFETWELT (D), BT TIRALHE « =
Ex2BD (K1d). PASIIZ1.6TH o 72,
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EH2 (BR/EE : 167cm/71kg)
UPABS&HT | UPARS#a#E |
[EREREET X 4 [EREREET X 2
FERRRIED [ 4 IERREEES O 2
ESR 132 mm/h ESR 3 mm/h
CRP 1.85 mg/dL CRP 0.07 mg/dL
MMP-3 2147 ng/mL MMP-3 146 ng/mL
RF <10 U/mL RF <10 U/mL
ACPA <05 U/mL ACPA <05 U/mL
DAPSA 24 DAPSA 4
m-HAQ 1.0 m-HAQ 0
3. fEFI2 BHFFRR - REFTR
DAPSA mHAQ
40 1.5
35
——JEfI1 ——1EfI1
30
25 o < e TEI2 1 < e G2
20
15
0.5
10
5
0 0 - - eeeeeanaaaas . Bemmnaannnann -
0 0 2 4 6 g (A
E4. UPAS1ZD#EE (DAPSA. mHAQ)
zg = AIEGNT I AT S 2 AGIHZ DRI BT 28 DREIR & F&
PsA IZHCRE I IR % - BRI - R T AOFL T FLLO

EBHREEERETH 2, Wk CTRIZEEEORATH
40%ICEE R TAMT 2 EELbA TS, HATIZHM
HEDEHIZ1%RIHE SN, FRLBEEREEZLNT
& 7208, MAEDOHKFTIIHMEF 2B 5 PsA FIHERIT
®K20.4% LBEOWME L DL S BCko#E & iFIXFE
EThsZ EARENTY, IR & L TIEPsA FIERE
IR EIRZEDAT LTV B HEHI70~80% & % < . [AIRFFE
ESCHBI R LTSN ENENI~15% EEZ LN,

HREMERA R 2 D IREIZET L T NSAIDs 255 — &R TH
25, FEEEOEWIEAITMTX 72 EOERENT Y v <
F 3£ (csDMARDs) Z3BI3 2, WRA+5 2G4 13 E
BEEEFEIN T (TNF) JHE$ - £ v 4 —u 4 %>~ — 17(IL)
PHEESE - TL-12/23PHESE, BOKXAAYZ AT 7 —X
PHEESE ARIEEINS D, S 512, EULARIZ X 2 BA#
JEM B ORYEED DD Y a X v F—a v TR
bDMARD (2R 143 72 G & 2 WIE AR D BF TIlkHE
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(7 : SRR

E iy EPO, TPO
IL-7, IL-9, IL-3, IL-5 e .
IL-15 and IL-21 and GM-CSF (ain%’iz ;m %
= Airway ivity «H. poiesi
* Mucus secretion * Erythrocytes
* Response to « Platelets
helminths * Neutrophils
T » eLymphocytes
* Anabolic metabolism
Y A J
* T cell proliferation . d e
and survival d on oL I""“"“P"'Iﬂ
» T cell memory * Lymphoid and differentiation
* T regulatory cell differentiation o Catabolic
=T cell proliferation « Lipid metabolism
* B cell function and survival = Bone resorption
* Lymphocyte effector T cell differentiation
T function * Lymphocyte effector
T function

O : BEIEEER

=T cell differentiation

" fector faction

* Macrophage
activation

5. UPADER (XEK6 D S5IALIZHDICEZME)

U7 7 2bEDTHDODMARD R JAK ~ND A A v F %
ERITRETHLEENTWVWEY, KIFTIH20214E12
UPA H3JAK PHEH & U CHZFE A B 28 12 5 L s
sz,

AJEFITIX, 141 H 12 bDMARD IZ AR +4r. 261 H
1% csDMARDs 12 EAR T4 0 BERADZHRIZ X 2
I HL S N7 UPA DR E ZEIIE L 72,

FEREREPRIZIL-12, 23 osEPRAAE. THIFLZ v LT
FRESREf{boEREET 2 & S, BEERIX
IL-23 28 & 2, IL-22, IL-19. TNF 5 239 > s%8k,
Wi 2 imM b S ¢ 5 2 & CHSERE 5 A % 5]
SRITEEZLNTVEY, WFhd ¥ 7 F VEEIC
BOTHA MO A VEZEERIEZ, JAK 20 L THEHEL S
nzY(X5s),

UPAIZJAK 7 7 3V —DAHDJAKI, 2, 3, Fuv v
¥ F—X (TYK) 20 HEEH ZH L. JAKIL & X D #IR
WICHHES 2, ZORHEELTUPAK., 29 L72HE
2 OIREIRR (T O3 LIRHE « Y v oSEROFIED & X
OB ¢ DR RETE B (B IESHIE O T AL - BeE g o %
P « BRI DIEMEAL) 120202 2RELX Y A S I A >~
DY 7 FMEEERHE L, BEICER U7 PsA OIGEIME
PIRTRLOLAREME LD 2 L2 N1, KEH2
BE Do DVEFMFEIZ X o TRENICBIMEIR. g
ERIZEEEIME LN b D EFEZ LD,

UPA IFEGE L AUE « HIRIEE Y A Vv R (VZV) J& G

AE7, DM RS, EMEE L oG b H Y. S
B D 25EFI TIHEHIRTIEH 2 0 FEFERIZEBO Lo
A

® =
HEEVERI T 95 N~ D UPA R 513 CZP 1T & 280 R A+ 4
7% switch JERI 2R L T . Bio naiive JEFIIZX L T b 44
MR CIZd 2 3R L 72,

FlastaR
7L

SE X

1) Ohara Y,et al: Prevalance of undiagnosed psoriatic
arthritis among psoriasis patients: Systematic review
and meta—analysis. ] Am Acad Dermatol 73: 242-248,
2015

2) HABHBIE 2%, i BRI 2% T3]
&2020. WL IRFEAE, 62-63,2020

3) Gossec L, et al: EULAR recommendations
for the management of psoriatic arthritis with
pharmacological therapies: update; 2023: 10, 2023

4) Ritchlin, Christopher T, Robert A. Colbert, and Dafna
D. Gladman: “Psoriatic arthritis.” New England
Journal of Medicine 376. 10: 957-970, 2017
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46,2017
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for immune and inflammatory diseases. Nat Rev Drug
Discov. 16 (12) : 843-862,2017
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%LI.L
m

2B D methotrexate (MTX) 2 FiESICBIT 2 77— b

hE R, HBEHA, DABIK, EHEMESL, RAER

Key word : methotrexate subcutaneous injection, rheumatoid arthritis, Questionnaire survey

Abstract

Oral methotrexate (MTX OR), an anchor drug for the treatment of RA, can be difficult to use due to gastrointestinal
problems; we conducted a questionnaire survey related to the intensity of MTX OR side effects and methotrexate
subcutaneous injection (MTX SC) . The subjects were 100 RA patients using MTX OR. The intensity of side effects and the
desire to switch to MTX SC were evaluated by VAS. The more aware of the side effects, the more familiar they were with
MTX SC; there was a positive correlation between the desire to switch to MTX SC and the intensity of MTX OR-induced
nausea, and patients with more nausea had a stronger desire to switch to MTX SC, suggesting that patients with MTX OR-
induced nausea symptoms may make them desire to switch to MTX SC to improve symptoms. The possibility that patients
with nausea symptoms caused by MTX OR may want to switch to MTX SC to improve their symptoms was suggested.
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