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e VEEEAEAE (Tenosynovial giant cell tumor, LA TGCT) 1%, BASiIN® 5\ T HICRIET 2 B4
WO RS C. T Eo/ NN AT A REE (localized type) & 72 & O KBAFIN « SMTISFEICIRIET 2
O FE AR (diffuse type) ICH SN D, BFIMICHEEOHMEGOMEIKOEEA 72 L, BfiUEZ LITLIT
RO, FLBENICHIRMT 5720 ZRERHERBEEIEA £ L 5, WEPTR TR, BRI O HZM & 2B
AR, VEIRARE, ~EY TV CEEMR, RIEEMIRLR ENEET 5. BRI EICFRORE & o/ B
(ZFA L& OFAEBEIL 50000 AIZ 1 ARRE L SILTWD, VEAMIT, 40 UL T O, K, &, MERE
DORBEFICREAE L, O MIZE <, EORAEHEITFM 100 T AICX LT 2 AfRE (de Saint Aubain
Somerhausen N &, WHO classification of tumours of soft tissue and bone. 4th ed. Lyon: IARC Press; 2013.
p. 102-3) L INAHAVHEEBTH D, FIRIC LD URAME—DIRIETH 2 BNEFERD 16~47T% L m< (Ma X b,
Int Orthop. 2013;37:1165—70, Sharma V ©, Clin Orthop Relat Res. 2009;467:2852—-8) . 1R BEIED K X W Fiy
T ADL 2% LR T SE DI LT HIERN G JARICER T 2 TH 5, 4. colony-stimulating
factor 1 (CSF1) Iz 7D 68 2T —4 1 a3 (COL6A3) ~DYLta ki AR IZ L D G Bs 712 X 5 CSF1 @
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ERBNAKERD R T A N—EEFEREL I (West RB 5, Proc Natl Acad Sci U S A. 2006;103:690-5.) .
CSF1 ZFRPURZ W T- BERRBR 23 50 X4 (Tap WD 5, Lancet. 2019 Aug 10;394(10197):478-487.) . 2019
FICKETERBEOLNL TS, LaL, AIIFEASNTE LT, BED & Z AR LIS OF 272169 1k
VIHEST L CUN Ly,
WFFEBARRANEH HIX, AT oA FHRRIERDO —>THL YL b 7a 7= V8l (VL b odE 80®, AAY
X7 7y RS DO ARSI E A E OB MR L CT AR h— R ERIAMEIC B B LA v
V' — LMHEFEAN B RAK AT o~ (Peroxisome Proliferator-Activated Receptor v, PPARy) 23iFEE X i, #
R SRS & AR, TR kA Bl S T 2 2R Lz, 22C, YA ey ORI v 7 YRY Y
a = 7% B L T, OVE AT R B AN R il (Ca S8 PR B A B PE M R 20) B OMRTE B BR AN BE 72 PR ik i o
ffE (i BRI BT 2L b e 7 = DR L B AT 572D T TR R T v F A
S M R (55 T ARRRBR) & 3206 L 7=,
g & g7k ARBAFMPICZE L TW D OREERET D 11 ERERE (GIRKT, BIERKRY:., E3
A B —HauEbE, IR A BRNIRT. A HEBERY, ZERY FEESLER KT, RIRH SRS,
[ 1R, UM KRR TOERMTERE (UMIN000025901,  JMA-11A00284) & LT, X ITMERIF L OV B
(ZHEE L 7o OV AR e v S M R i (SR M B A R VR IRS ) B OMRTE YIRS R 72 PR o3 2Rk v i [5m fe Je (e
EOMIARE) BE CH D, TREREE 77 B RBEENT 20 BIOTET, IRBRE L b T e 7 2 VLT 7R
BE) & 1BI%47-0 2 884 1 A 3, HREZEICRO&LSLS (8 HEM) 5, HEFME A X, R H-545 48
IRF D MM SR (M A X FOERIL, FINRNMAZET ZEHK AR M, &95), WITTRTFIFITAZES
DERBRAX FOWTND 1 DL RIS T 556, WMELTHMT 2, 2k, (). @QOIF4BEITEIZTFHEL 2
Bl FEEOHE E L, 3), (O, G120 T LICEBFEN L 1 FEITHERO b UTEEOY K & 5, 1.
BRI R AL SR — 2 T A 226 LT 2em BA_E oK, 2. BAEG AT Ehis (B BhEE)) 23N — 2 F 4 1% LT 20%8L E
R, 3.CT UL MRI TR—=R T A L HAT, F - lERED dmn L EOIER, SUTHHLO dmm PLEOF - #K
FIREBEOHBL, 4. i TOL > MNP URE T, BEIRROMES, 5. RECIST (Response Evaluation Criteria in
Solid Tumors) (Z X % 20%2L EORERIHZAE DR, 6. Z O, FEOHEMIZL Y | FIFnEIh=HATH D,
RIVGHEE B (X, LFICRT DO ThH D, LR br—/L3 (24 HKE O 48 ) : CR, PR, KT SD OAEHID
#4 . 2.FDG-PET |2 X %% K Standarized Uptake Value (SUV)ZSfbER, 3. MBEEEREREAM (N— 2 T A >, 248,
48 ) : A AEEAEL R BIBHERE X =7, MSTS X =7 3. ERIRAAARME O A, ATENE, BEREDIGEIC L VIR
BREATEE AN & 72 1R B R EERT 23 HIWT) 23588 O IWTIEBI OEIA . 4. A FFG K OAR R A E R OfE, Bl
KOEJEME (Z L — RIZ CTCAE v4. 0 Z W 5),
FES 2017 3 HICipBm At L= MY —ZBH4A L, 20174 7 A5 2019 4F 6 A £ TIZ 41 A DFEFE N
bk SN BAEOIEFIR OB G e LT, PHIEEIT 45.8 i (#iPH : 21~69 5%) . B 174, &tk 24 4 Th
ST, BESEOFAEIIL, 26 LR, 16 4B CTH o7z, 21 AN Z FET, 20 AN P RAICIE/EZ 12
DI BT, ZEECEID AT ONTZREDOI B, 1 4IRS T T RERE SN, Z O 2 413 24 HEH
ICARNDORETE S 2R LT,
BRMEZOWTIE, FEFHMIEE O 5 H 1LEIFF RO KA 3 TR bhve [ZFE 241 (& HIZ481HA),
PrE:1 4 (1238B)], 2. BIFinr&hisk (8 8HESR) A — 2 T 1 2%t LT 20%24 FIE T L7 SEBNTERD 7205
7o 3. H - WCERR O Smm L EOYER, ITHHO Smm LLEOH - #CEIREB O BB E B L DIIEFIE R o T,
4. BAFBR O R LIIERNEI A & D7 o 7=, 5. RECIST (2 X W EARZAZ D 20%LL EOHEK EHES b D
X, Bhitak O ERISVHIET U7 AR A OB RIT, ZBCIE24 L 48 T24, PRETIE 36 H T 14IZHRDL
Niz, —J, PREGIMGEBRICEI2HETIE, ZHTIT 24 BIC 16, PRHTIT 24 BBIC 1 I TRDLI
7o MR DERTIZ X D EERRZ OFE/ R OHEIT Z B - -8.03%., P B : —2.53% (p=0.271) Th-o7, H
SR E BIC L D HIETIX, Z#E : —0.53, PR : 3.38 (p=0.292) Th-o7-, HhgkDEMOHEICL DT
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W ANZEEFT HEKRA N M XD 48 MR RO M E/EFRIL Z 1 84.0%, PR 90.0% (p=0.619) THh-
7o HOREGEETZE B K 2 HIE CIk, BRI Z 1 84.0%., P £ 90.0% (p=0.609) Th -7z,
RIS B DWW T, LA SRR EATIC K& 2 M AR, 24 I L0 48 T Z B 95%. 94.1%.
P # 100% Th o7z, —77. PREGFHEZEICK 5HETIE, 24 BB IO 48 HIZRB W T, Z HETEhTH
95%3 LT 100%, P BET 94.7% B L1 83.3% CTh o7, ZHEL PHOMICHEZR T Lo Tz, ShaakERIC
£ % 48 1D RECIST (255 < AR 72 BERG LR 1T Z BE 89.6%. P HE 94.7% (p=0.536) . e Z:
BIC L 55HMIX Z BE 95.2%., P 78.9% (p=0.166) Toh 7=, 2.PET OFHMiIX 21 4 (Z #f). 18 4 Pp &)
TSN 7 m ha/vOlBIC LY 24BN S e, X—ZX T4 D SUVmax O FHEIX Z
I 8.88 (2.4-18.5), P #£ 10.46 (2.4-25.1), 24 #MF Z #£ 8.72 (3.1-17.8), P #£9.94 (2.4-15.9), 48 HMFIL Z
B 8.42 (3.7-20.5), P Ff 11.07 (2.5-19.2) Th-o7=, SUVmax OF¥JZE L#X 24 T Z B 1.92 (-61.19 -
61.82). P#£0.08 (-45.45 - 33.3%) (p=0.818)., 48 # T Z#f 6.35% (-72.39 - 86.4%). P #f 5.36% (-43.18 -
50.0%) (p=0.94) TH o7z, 3JEHEE D JOA 2 a7 OYHEIZ, XR—RA T A ‘/E#T“Zﬁi (n=13) 85.38%.
Bt (n=13) 83.38% CdH 7=, ZEDOKD JOA A2 27 D% 24 T 91.15%., 48 T 93.75% CTH -7z, X
— AT A4 E 48 MEDOMICERENH-7= (p=0.043), P FEICBIT 5D JOA 7\:70)¥i’71 X 24 T
85.75%. 48 T 85.0% Tdh o1z, N—RTA L & 48 WOMIZAHE =T -7 (p=0.633), ERFH D JOA
A a7 OVHfEF, NR—ATA VKT Z ﬁi (n=8) 83.63%. P #t (n=7) 83.00% CH 7=, Z FED LML D
JOA 2 =27 OW-¥)i% 24 T 85.88%, 48 T 91.67% Tholc, N—RA T A & 48 JHH OMICH E AL/
~7= (p=0.188), PHEIZIIT 5 EEHiD JOAX:[T@Ii’jf 1% 24 ¥ T 88.43%. 48T 88.711% Th -1z, N
— AT A L A8 HDOMICARBE T o7 (p=0.397), X—A T A VEEOYH) MSTS A2 71X Z #E (n=21)
83.81%. PHE (n=20) 82.17% CTdH 7=, Z DT MSTS A 2713 24 3T 88.57%. 483 T 92.96% T -
oo N—=RAT7 AL 48 WEHDMIZAEZNH -7 (p=0.020), P BEIZEITH MSTS X:tT@Ii’Ji 24 #HT
86.84%, 48T 86.49% CThH o7, N—ATA L A8 WD E AT~ 7= (p=0.208), =
%ﬁ;&&ﬁ 24 FEB L 48 WIZEBNT, N—R T A VIR Ll LR, "l BrEoun i 1 O“C“%Eﬁﬂ?
HA TS b Ltfﬁﬂz%ﬁ%@% I, P b e T e URET 21 Bl 9 B (42.9%) . 77T B AREET 20 il 8
(40.0%) THEZEFZRED LN ->7- (p =1.00), 5. HEFROREBRIL, P 7 e 78 63.6%
(14/22) 7Jzﬂ$ 73.7% (14/19) . AELUCOFIRIL, TNTh 22.7% (5/22), 15.8% (3/19) Th-
oo P bTu T2 B, TIERBEONTRICENTY 2 BILLEICRE LA EFSIL, Wl (VL7 a
7 xR 91% (2/2261) . 7T BAREES.3% (1/1961) . LLTRIL], AWK [9.1% (2/2241), 0% (0/19%41) ],
AV AME ERGERGE [13.6% (3/22 f5]). 15.8% (3/19 #) 1. AN [9.1% (2/22 %), 0% (0/19 f51)] DA
Ehpol, AEREROBHERICHMAITIRD LN T, HCICELIRERER, EELAEFS,. ABREOHIE -
HWENCE AR ERFRIIRD OGN oT, T2, J—FR5BXOV L— F4DOFEELLBO LN T2,
71— K 3 OFFEFRII, YL a7y UV EGHICBT2EMEDCAHATHY | REBRHEK L OREERITGE S
niehoiz, FTRRTH o7,
EE2 L KRBT A DB TH D TGCT HEIZEBT 5 zaltoprofen DA ZEZf#HT L7=0]D TORERTH - 7=,
Zaltoprofen #£?D TGCT &%, 48 HEIZB W T, 7T BRI, F-ICRE LK% (B Az T
HERKRAN D) ICESEEEAFRPERDL I LT oTc, o, 77 BARBET 48 HE & WIHRL
NI W TIE, BN LET DR o7, Fiic/esmil e LTI, Zaltoprofen 1%, Bk & AHERE
KB OB BE 2 3 Le, T AU RICH LT, H@W®ﬁﬁd\®ﬁ€f3ﬂ9®f?‘£<%Eﬂé&%ﬁb%ﬁﬂﬁr%bf
ADL Z#EFFT2 L WO LWT T a—FIZ2 0185 LB 2 Hivlz, Zaltoprofen T FE 7=, Z4aMEICBI L CRERM
IR L 725 K9 AT EIT VW2 B 272, L LRABRERIC OV TIHBRERILE L AR FEEIC OV TH
LN, TIA~ U —22 RBRAV ERER SN -T2, IBBRERIEE N A —7 7 VIREHTE. i
T—H Xy =R, REERTERE ET 2B EN RN L 2R LTz, RSOV TIE, TRBRIRIR
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Objective: A tenosynovial giant cell tumor (TGCT) is a locally aggressive benign neoplasm arising from intra- or extra-
articular tissue, and categorized localized (L-TGCT) or diffuse-type (D-TGCT). D-TGCT most commonly develops in the
knee or ankle. We revealed that zaltoprofen, a nonsteroidal anti-inflammatory drug possessing the ability to activate
peroxisome proliferator-activated receptor gamma (PPARY), can inhibit the proliferation of TGCT stromal cells via PPARY.
PPARY is a ligand-activated transcription factor that belongs to the nuclear hormone receptor superfamily. Therefore, we
conducted a randomized trial to evaluate whether zaltoprofen was effective for patients with TGCT.
Methods: This study was a randomized, placebo-controlled, double-blind, multicenter trial to evaluate the safety and efficacy
of zaltoprofen for patients with L-TGCT or D-TGCT. For the treatment group, zaltoprofen 480 mg/day was administered for
48 weeks. The primary outcome was the progression-free rate (PFR) at week 48 after treatment administration. Disease
progression was defined as follows requiring surgical interventions: 1) repetitive joint swelling due to hemorrhage; 2) limited
range of joint motion; 3) invasion of adjacent cartilage or bone; 4) severe joint space narrowing; or 5) increase in tumor size
(target lesion). This study was registered at the University Hospital Medical Information Network (UMIN) Clinical Trials
Registry (UMIN000025901).
Results: We allocated forty-one patients to zaltoprofen (n = 21; Z) or placebo (n = 20; P) groups. The mean age was 44 years
(range, 26 to 66) in the group Z and 47 years (range, 24 to 69) in the group P. TGCTs located at a knee in 26 patients and at
an ankle in 15 patients. The primary outcome of PFR for the group Z was not higher than that for the group P at week 48
(84.0% vs. 90.0%; p = 0.619). The objective tumor response was graded as partial response (PR) in 1 patient, stable disease
(SD) in 19, and progressive disease (PD) in 1 for the group Z, and SD in 17 and PD in 3 for the group P. The mean
musculoskeletal tumor society scoring system for group Z was significantly improved from baseline to week 48 (83.8% vs.
93.0%, p = 0.02), whereas that for the group P was not significantly improved (82.2% vs. 86.8%; p = 0.167). During the study
period, one severe adverse event was observed (grade 3 hypertension) in the group Z.
Conclusions: To our knowledge, this was the first study to evaluate the efficacy of zaltoprofen in patients with TGCT. The
TGCT patients in zaltoprofen group did not have higher PER compared with those in the placebo group at week 48.
Zaltoprofen appeared to improve the limb-function. Both groups presented with a stable disease course for 48 weeks, therefore,
the long-term clinical course of TGCT should be clarified. Further analysis with long-term administration of zaltoprofen is

considered for the future study.



