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[Objectives] To evaluate long-term efficacy and safety of tocilizumab (TCZ) therapy. [Methods] 304 RA patients treated with TCZ
therapy were reviewed. [Results] Age:60.0+13.6 years, disease duration:17.1+14.7 years, Biologics or JAK inhibitors use:61.5%,
MTX use:41.1%, and DAS28-ESR:5.341.6. The continuation rate of TCZ therapy was 68.6% at 5 years and 53.2% at 10 years. The
continuation rate of TCZ therapy had no significant deference between the first TCZ use group and the previous use of Biologics or
JAK inhibitors group, and between the concomitant use of MTX group and the no use of MTX group, respectively. 110 patients
discontinued TCZ therapy because of insufficient efficacy 36, adverse events 66, and remission 1. Cumulative incidence for patients
discontinuing TCZ due to insufficient efficacy was 13.4% at 5 years and 17.0% at 10 years, and adverse events was 18.9% at 5 years
and 34.5% at 10 years. 38 patients received the shortening the dosing interval of subcutaneous TCZ therapy. The incidence rate of
discontinuation of MTX use was 24% in patients with MTX co-therapy. The incidence rate of discontinuation of TCZ therapy due to
all adverse events was 4.3/100PY and infectious diseases 1.6/100PY. [Conclusions] TCZ therapy in RA patients was well tolerated

and effective.
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Abstract

In this article, we present two Japanese women with thyrotoxicosis presenting polyarthralgia and mimicking

rheumatoid arthritis (RA). Patient 1 is a woman with Graves' disease, and patient 2 is a woman with subacute

thyroiditis. As thyrotoxicosis was ameliorated, polyarthralgia of both patients were gradually improved without

specific treatment for RA. Thyrotoxicosis should be kept in mind as a differential diagnosis of polyarthralgia and RA.
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MBI R AR ) 7~ TR,

BRI BB S 3

THYROTOXICOSIS MIMICKING RHEUMATOID ARTHRITIS: TWO CASE REPORTS, YU MAEJIMA et al :
Department of Rheumatology, University of Yamanashi Hospital, Third Department of Internal Medicine, University of Yamanashi.
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IgG (mg/dL) 1311 861-1747
N E NS 1:40 <1:40

(homogeneous)

1 N

Vyv~tA4 FRF <10 <10
(IU/mL)

JLCCPHiLfA (U/mL) < 0.6 <45
TSH (uIU/mL) < 0.005 0.5-5.0
Free-T3 (pg/mL) 12.0 2.3-4.3
Free-T4 (ng/dL) 3.5 0.9-1.7
PLTPOPLIA (IU/ML) > 600 <16
PLTghitis (IU/mL) 371 <28
TRAD (IU/L) 13.0 < 2.0

ALT: alanine aminotransferase,

AST: aspartate aminotransferase, BUN: blood urea nitrogen,
CCP: cyclic citrullinated peptide, CRP: C-reactive protein,
ESR: erythrocyte sedimentation rate,

LD: lactate dehydrogenase,

Tg: thyroglobulin, TPO: thyroid peroxidase,

TRAD: thyroid stimulating hormone receptor antibody,
TSH: thyroid stimulating hormone.
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uIU/mL, £T3 3.8 pg/mL, f-T4 1.2 ng/dL & TSHIKAK %78
B, TRADSCHITPORI A, BiTghiikiZiatts ~7- (32),
FIRIEB ST I RE T, AESERL, Ao —1~L
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H%Em T, TSH 29.3 pIU/mL, T3 1.1 pg/mL, f-T4 0.2
ng/dL, Tg107.4ng/mL (FZFF : 15.9 ng/mL) & Hi 2k
FURIRRIZ L DEERIR T N NI, R2IZEE L, Z
D% BIER O FRRIL IR o T2,

®2 MERHOMERREHRR

HH SEBI2 HAEH
Leukocytes (x 103/uL) 10.5 3.3-8.6
Hemoglobin (g/dL) 12.5 11.6-14.8
Platelets (x 10%/uL) 40.7 15.8-34.8
CRP (mg/dL) 3.2 < 0.1
ESR (mm/h) 61 3-15
BUN (mg/dL) 10.8 8.0-20.0
Creatinine (mg/dL) 0.50 0.46-0.79
AST (U/L) 15 13-30
ALT (U/L) 18 7-30
LD (U/L) 152 124-222
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C3 (mg/dL) 181 73-138
C4 (mg/dL) 40 11-31
CH50 (U/mL) > 60 30-45
IgG (mg/dL) 1594 861-1747
2 TIREN < 1:40 < 1:40
1 N
Vyv~*tA4 FRF <10 <10
(IU/mL)

PLCCPifk (U/mL) < 0.6 <45
TSH (ulU/mL) < 0.005 0.5-5.0
Free-T3 (pg/mL) 3.8 2.3-4.3
Free-T4 (ng/dL) 1.3 0.9-1.7
PLTPOPLIA (IU/ML) 15 <16
PLTghiflk (IU/mL) 10 <28
TRAb (IU/L) <03 <20

ALT: alanine aminotransferase,

AST: aspartate aminotransferase, BUN: blood urea nitrogen,
CCP: cyclic citrullinated peptide, CRP: C-reactive protein,
ESR: erythrocyte sedimentation rate,

LD: lactate dehydrogenase,

Tg: thyroglobulin, TPO: thyroid peroxidase,

TRAD: thyroid stimulating hormone receptor antibody,

TSH: thyroid stimulating hormone.
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HIRT OB Y v~FBEHICEL N X7 - RIANVEFEH Uiz 2EH O
R OB EM EFE RE ZES I FES KE B WA B Fak S

Key words: Certolizumab pegol, rheumatoid arthritis, pregnancy

Abstract

Rheumatoid arthritis (RA) is known to be more common in women of childbearing age. In recent years, reports of
certolizumab pegol (CZP) use in patients with RA during pregnancy have been published. We report the use of CZP
in two pregnant patients with RA. Case 1: The patient was a 26-year-old woman diagnosed with RA (Class1, Stagel);
she had a wish for another child. Before pregnancy, she was maintaining remission of RA with prednisolone (PSL)
and CZP. The administration of PSL and CZP was continued for RA treatment during the pregnancy. Case 2: The
patient was a 32-year-old woman diagnosed with RA (Class1, Stagel); she also had a wish for another child. Before
pregnancy, she maintained remission with methotrexate (MTX) and tocilizumab (TCZ). Only MTX was discontinued
because she wanted to become pregnant. Three months after discontinuing MTX, pregnancy was found and TCZ was
also discontinued. Because her RA worsened, at the 13th week of pregnancy, CZP was started instead. After using
CZP, RA was favorably controlled in both patients, and they gave birth to babies with favorable APGAR scores
weighing 3375 g and 2670 g, respectively. These cases are considered important because to our knowledge, they are
rare reports of a planned pregnancy and childbirth in patients being administered CZP. We believe that CZP is

suitable for patients with RA who wish to become pregnant.
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L MEBRI RS ATRE L B 2 DD, AEFNL, 4T
PRAFICCZP R L7 2EBITh 5, JEFIL T, ARURRTH
LCZPABHME U, WEIRR T SRARBIRENE TR L . IR
HIRKBIEEIE 2 M2 2 AT E I, IEEEK O
O, FYR3GA I EUIBE & 1TV, 3, 375g D B & HpE L=,
B HAERFOFFITED T, TO%OMZ TH., FEITIE
FHIZEINL DR O R BEIFSERE 2 EERD T
eV, JEFI2IE, IR E COBIBIIMTX & TCZZH LT
77 HIREFLE SN THBMIXZ HIE L, MIXF RN G347
A BRI, TCZITAEARHIBARED Ik LT 5,
DMARDs D % H1ik U7z 2 & C, RAR IR ED ER 27
D772, SASP EPSLAE L7223, RASE EBIRENMEASEP
Ligholzizh, CIPERERT 2 2 & Ll o7z, CZPEEA#
2> BRAEBIEBIMIIIE T L& | RS - HIPER b IER
IREfR A HERE LT, ATAR3SIEIC AR 31 C2670g D 5 L %
HE L, Ef2THRERC, HAERNZROEFRIZ R L,
ZOHDOMEZTH, NEFRITARTESIEM L, (DS RE R
FLS R E I Z S o 7, IR L ORABE I
IR, RN CH Z ENEETH D, FEH
1TIEL, RARIEL T, fBEBIED U X 7 23D 720 FEH
DHEMHER LT D, EIRFREICEI LT, BB Ziinik &
MY | JEFE CRABITENE IR A R L, Vo R M
ROFIEIT BRI Do T2 EFI20, HEHRS - A Al E TMTX
AL, $EIRFER E TICZE A LTz, iR 13CZP
AL Conh | RAEBIEEIME TR 2R U, OB
MR FERE IR bR o 72, NTXPARH ORARE 234E
WA LI aIciE, BabmiRimo b7 L b3
s ARNCIENTXZ k3% 2 L R ST 520 | [ER
DOMIXHTA RF A AZIE, BHEFRBLOEEKT %D
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bR ROBF S O FFRITHIM L 220 &
T35,

WA LORMBE TR LC, EERIERI S LT, FHELT
PREITS TN ZE NI TS, LinL, RAEH
2 361F 2 BRI TR DE2. 5% Th 572820 | T
FIAEEY) 2 L T D RIZ AT D IR | BEIC
EETOMENS D, FHETEEY 95 ET, BE L DA
a2 == a YR ORHECAIHED U A 7 BfiEd
5 LIIEFICERE LD, AEFITE, WIhbREL
FHETIR 2 REIZATVY, CZPE A2 2 & TUEUEH ORA
IR BIREE 2 MR L DL RICIRIREIT S Z E N TE
72

hEEaE RABE)

Presence of anti-TNF agents in cord blood in exposed offspring

Percentage in cord

blood compared with
maternal serum
Anti-TNF agent Half-life, days concentration
Infliximab 8-10 §3-400
Etanercept 4 36-1.4
Adalimumab 10-20 98-293
Certolizumab 14 15-240

(Soh MC, Nelson-Piercy C, et al. Rheumatology 54(4): 572-587, 2015)
3
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OB BIEEEOHER:, IR T IR ENTEL,
RICBE LT, ERREITERO T, ERORB S BIFIZiIE
TL TV, IRT, HIRZRICCIPEZRIMHEAT 2 2 &
NTE, CIPOBRMBITIERATN S TH, MEEZENGTH E
HHb REFRFEEIND Z & AR LT,
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7 3 HEBEIRIIES

H W:20204E9H5HA(h)

HEEA 2] F5HI

1. HEh, BEREERICIZE L. PET-CTIC&k - TEH
TE-{EYILaA F—LRAD 141
I B2 [ S B i B & PR

ORItz AT SLIUAR IS E
gRRRY HARE RS KB AR
HMHER HREEZ

UERFI] 55m%. k.
[ERF] JEEN AR,

[BURIE] X3RN (o — o > ZAINE) i &1k
PO E A AT S AL, B e R L T s, XERIZ
FEEN BRASHBL Uiz, FEAED D B4R BIZ S L.
BIRAT R, MERE., 2HCTCIXRF 1722 < HBEHMNIC
WMRHCABE LTz, BETRMRTS, LEsy{bE NS, SH5
MRI, D=2 —%AT o oS B D 72030 T2, TS O 56
%EE LPET-CTE (T L= & 2 A i - fiths & & Lo E
lemfREED LA ) L/ BB A RD, H1206 B ICEED
o AR Y o EiAM & MiAT Ui, 551396 B IR
VAUURRSHER U7 7@, FREEMETT L 72 BB A C I
REERAEAT O M BN & BEIMRI FLAIR( TR -
TemlE B, MEMERERA D R e STz, 169 H IS
U v B C IR EE TSR AR EERE A B L, v
I R—VREMRYLaAS F—T R X BHER LR
Wr L 7=, mPSL 1000mg % 3 H [ fii 7 #% . PSL 55mg
(Img/kg/day) D¥E 52 1To 7= & 2 A, FE, 8E, Bk~
JTEGE LT,

[Zg2] MR A F—3 Z T, PRI A a] it oD
W 552 T 5 7 0 RHNAEN LEREBRTH LN, =
A R—=V ZARRD5%RE LW TH D, MEEZHITITNS
BEIRAERR DS LTI D03 REEARE VN, ASEF] T, ik
NS DBEENR & > 1272 OPET-CT2 g T&, /IN&R2 ) v
SNENCERB LTV ETRlT 5 2 N TE T,

2. MRIFTR AT IL o 1= #t A K85 2 D —4Hl
Il B R R IR Sa 2 PN o W
OMERE KHEE HEKE =s
FEE BFE2R2 REEE PEAKR
HEMAK FEHES  WEHH RERA
EGI] sameictk, X-17T4EICPEEABER O 1K T %2 B
T X-14580 H#EFS TCPK i & fE i STz, X-64F,
MK T AT LIRAREENE 2522 L, iEXET R XV
SREMERH &2 W, PSLINJIRASBRAS Siviz, AT mA RoX
JLAPRIEDNR B Z L < X-54EIC H 2l CUTE ICHREE
Sy NI 3B AA S 72 3 L CPKIFEGE L7 0o 7o, XA,

I b ATIREERS Y (B L SRR & e o 72, MRI
THPRIRIRAGFEC AR IIAERR: . AR MR CARRHEP I35 AR
ERDEAEFH K IBM) &2W, e TF—a %
Bilhs UPSLITME 1 Uz, [BEE] AEHIZ 5 O B ik
TIBM & W S 7= SEIOCTET RO Tk, BH T -
RERUUGER « MEME %5 PANEE L 22 45 56 Btk D RE G 1 % 28
W, PR E—F Uiz, RULERIBEOBIE, RFTEED
BN AD T, IREBRPIEORIEMFHREE TIE, CTR
MRIFT i % 5% [ ICIBM % 58 Ul A2 K & FERR A LS B3~
EREC S

2. ZUFAZTREY LS REEICHESHMEY
fhga 141
Mgt R A “ 5 250 BB P B S0 PN G s N

OfHEAKR KBEE HHKE &

M BHE B2 SiHEn ERE

EHAIK EEAES FERHh RS
EGI] 51U BE, X146 A W HEEERZ IS T T oM E
R, 10 HE) B 22, FERERTE SIOF D Zbid
v EBRE. WAIGEE %%, FESCTIC TRl FHEDMER
T 00T A, BIRE(LD D REECIR A PR
AR & B, 4BEAEIT, LDH 278 U/L, KL-6 2391
U/L. SP-D 395 ng/mL. ¥t +u X 7 HIEBMR L O,
R AT BREE & A8, 2 PSRBT I O M- g%
(SSc-ILD) L2, MR LS L F=rynr
(PSL) 5 mgBH#A, XAE1H OCT CRIEMMti% O 238 01R
FEE A B ABE, ABitk £ Y PSLE10mgllifis, v 7 1
74 A7 7 I REREEFEIVEY) KD =T % =7300
mg/H OOFR % 4G, Bl BAHCCREE, BFtE, P10
TRRERE DY HE/2 < | LDH, SP-D. KL-61% g,
[Z42] 4ESSc-ILDIZX T 5 =07 & =7 OFEIR
S, A THHATEE L 22 o722, B T o bk
WZ—E DRI, ANEF HPSLHVCY+=> T X =7
W TYEENF LN TR Y | ARMMEA R ER & L THRET
Do

4. WFEIRMES FEME REAFEEMFREDICEISEE
ROWEFED, XTAA FEHEET I &AL,
AR X2 TEBMDOH TRISEES.
myeloperoxidase-anti neutrophil cytoplasmic
antibodies (MPO-ANCA) D& %28 1=—4Hl
NE5T SENRBE FA PR

i 2NN
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AR R VU~ T BERAR

FIEEER R KEE—EE BiTEd
ARG HER R
625 M,

STIERFICRE SR, Bl EEss . S BRI, KA
M COAFRERME L 458 | B8 AR TR MRk LI 1
R A ZEIE O T iR 0 AF BRERIZ T . A0 4% 4 & 3R
myeloperoxidaseanti neutrophil cytoplasmic antibodies(MPO-
ANCA)GED b AFFAERMEZ 36 M /8 48 M A 2EIEE(EGPA) &
BWi Lz, A7 A RNV AR, BEET L R=yr
(PSL)I mgkg/H., > 7 a7 A7 7 I REREFERIECE
R A 21T, YU B (MZB)150 mg/ H &2 HEH L,
PSL 5Smg/H ¥ Tl L7, RllSEEEse . REE M C DO4FFAER
Hi26. MPO-ANCA®D E5F- %5887, fili, BIROREEFILRD
Tenole, ZODATaA REMBETICARY Xv7
300mg/4 2 TS 2B Lz, 64 A%BICITRIEMESR.,
K. RYIL T OUEEERIE % . MPO-ANCA D #E A FRD 1= 7=
PSLZ2mg/H ¥ CIET 2 Z LN T& 72, EGPATHRIFIC
2704 REeMETDHI LR AR AT HHOHRT
PR BISEVE 2 HI L 7= BB D 72wy, F 7-MPO-ANCA %
ARV AT L > CHESE DR T VR T
VWA, EGPAIZ BV TMPO-ANCA E 5% £ 95 Bl SEse &
SBREOFREECHOIIERAT oA FEERETH L
2 ARY Xe T OBMOI THREBIFHEZHIHTE 5
FREMED B B,

5. HAatmen/MRBMERBERICHLTY YEFY
IINEYLE2EETVTFI F—TAD14]
ERERRPESS UV o~TF - BIRBHNE

RN 7HErEE JRECSRHIN JSESET
SAAMER] MRS BRI OHR  HPRIEEAE
FEPRA AR T RAMEE ZRMFERI

UiERI] 65m%. Hk,

[F3F] EnATE,

[EFE] 20054F 12 ZBEFR ., PUEHURGM:, HIDNAGUE

Btk /b K0 2F ) 7~ b —F A(SLE) &%

Wr, 7L K=>" 11 /(PSL) 60mg/ H TiAWEE#5 L. PSL 3mg/

HEv 7 ARY U (CyA) TRMAMEF LT, 20184

2H XY U 8B, SA &0 IR MAE S B, 20184F

6HICHEAL ENA TR TYRSI AL, BHMRITEH

SHTABE DINFEZE 238D 7=, [F] A O iR 2 C Iy RN fn /s

FRBAME, S M SEPERS AR L, B ERAR IR & 0 MAs

PN P SEBER (TTP) & Il U7z, R B S4B ARE L,

ABEE1H & 0 CyA% H 1k, PSL 60mg/ HIZHi & U 442

HORREIE(PE) 2 B 4G L72, ADAMTSI3TE M I E LI T,

ADAMTSI13 > & &' ¥ —(inhibitor) 1.8 B.U/ml & (544 T#%

KYETTP & 2Wr Lz, 7% B i/ MEEIIEF(L L, [

H O ADAMTS13{% 4RI & inhibitor{ 2k 2R L7z, LD

L1220 BICi/ MK T &ENT h 7 e R TAHE L

Tole®O AT A KoL REEA i L7z, ADAMTSI13i%
PEIXFFOUKEELL B & G F L, inhibitor 2.7 B.U/ml & 7 _E5-
HERD 7= Z & ) Hinhibitor boosting & HIWr L. 551655 H L
U x o~ 7 RTX)DOHG 2 LTz, 552209 B ICiE—FF
I HIE 23D 7= b O D 55289% H IZADAMTS13iEMED
IEH b & inhibitor D44 23R 7=, PEEEML H TTPHR %
BOTHIEE CRMAHF L T 5,

[E22] AEAcH Y #)iT—RFAY I inhibitor 1l AME T35
23, &I 2 inhibitor 23 TR bR LIRS IRGTME 2 =5
inhibitor boosting & VN D BRI 5, Z D L 5 IZ MBI
HEICHPEOEAFN B W TR ORTXEARGTH TH
5 ATREMEDS IR STz,

6. SSc-PAHDEEWTHREZRIBRT H5HDBIC
FFREZEAEASEETE 1L L F=PoPHD—15I
I B R A R o X — i A ek
WHTEZ SRED#E FEEL REEE
Iz B AR A R o & — R BN R

T4 A,

AU TEIIZ O 7= DIGFE T T M, IBE% bEEE(LIX
UGB Lo 7z, BRI CTHULHIUA D Centromere12801%. T
Ty b A THHRN240UmLLL ECh o7z, EH/NEOR
. TN R OIER & fUR I, B i iR & & 4 o370
IR D EE HARLIE(SSe) N B b=, G L % 78D
polz, BFEXp COIER, A ERER OYLIEZ RO, L
= 22— "CTRPG78mmHg, 4.4 T — 7 /VERE T2 fis)
R 30mmHg ., 12 i 8 IR B - 7mmHg i 1 5T
10.0WU T v flEfIRMEAT i £ AE(PAH) & 7207, BEf137%
5 HDDSSe-PAHE B 2GR EAT -T2, LinL2anib, il
MERAE, REA, WIS HER, V(LS NESR A T
EEFHIRIE . PHG(portal hypertensive gastropathy) % 72, JIif
WHASE & 2 WT STz, BB FINRIETCHERE (£ 5 PAHT
boHEBZ BN,

7. FEEtEh%E AT S BB H X E R M EAE <
xt U Chfif B fhaREEA =T L 1= 1 6l

DNIRAAIRRE PR T LoV — RN
W RE  BIER RN Bl A

AEERE R AR R
REBNLT T, X-64F, HLEIHUARGE Dclinically
amyopathic ~dermatomyositis(CADM)IZ ¥ 5 [ E M4 &
FIEL, AT uA R, &7l XA HEEZ LA LA
W %1572, LorL, B &0 &0F L Tz dEmit
P BEIENTM) 23 %0 TR 238, S Jii o3
& - PUEA B U B R IR E L 2R DT, XF12
A, BUINZIZRBABEE 220 | FLh T —T ViRE
TEENEIRE 47 mmHg, FENREALE 8 mmHg, il
BHLHL 13.7 Wood unit & Jifig il EAE D A 278D 72, [H
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EYEMRITEACERO o T2, s mEREIZx L
TR VT 7 s &R LTI 2 A, 34
A O T FEIARE 47—33mmHg, A& HST 13.7
—6.3 Wood unit, 653 TERRE 350—445m, 643 [H#MT
B D HAKSpO2 70—79%., EIEMRCA 2T 2—1 & LMK
TRBE AR O T, BIPUA % 5 Te ARSHUARS I MMt
IZBWT, MEMEMRIIEN % ICET 2 B K
THHR, MEMEDERZ OV TUI DI TH
HF, BHTOBLEEZORET S,
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