Health-related quality of life from a phase 4 global clinical study to
evaluate discontinuation and rechallenge of pexidartinib in patients with

tenosynovial giant cell tumor (TGCT) previously treated with pexidartinib

Jayesh Desai,' Andrew J. Wagner,? Irene Carrasco Garcia,® Marilena Cesari,* Michael Gordon,> Chia-Chi Lin,°* Zsuzsanna Papai,” Christopher W. Ryan,® William D. Tap,® Jonathan C. Trent,’ Hans Gelderblom,' Peter Grimison,’ Antonio Lopez Pousa,™
Brian A. Van Tine,™ Dong Dai,’™ Maria Rubinacci,’ Kristen Tecson,™* Margaret Wooddell,"™ Silvia Stacchiotti’

'Peter MacCallum Cancer Centre, Melbourne, Australia; 2Dana-Farber Cancer Institute, Center for Sarcoma and Bone Oncology, Boston, MA, USA; 3Virgen del Rocio University Hospital, Seville, Spain; *IRCCS Istituto Ortopedico Rizzoli, Bologna, Italy; *"HonorHealth Research and Innovation Institute, Scottsdale, AZ, USA; ®National Taiwan University Hospital, Taipei, Taiwan;
‘Semmelweis University, Budapest, Hungary; 8Oregon Health & Science University, Portland, OR, USA; ®Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, New York, NY, USA; °Sylvester Comprehensive Cancer Center, University of Miami Health System, Miami, FL, USA; "Leiden University Medical Center, Leiden, The Netherlands;
12Chris O’Brien Lifehouse, Sydney, Australia; "*Hospital de la Santa Cruz i Sant Pau, Barcelona, Spain; “Siteman Cancer Center and Washington University School of Medicine, Saint Louis, MO, USA; *Daiichi Sankyo, Inc., Basking Ridge, NJ, USA; "®Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy.

Figure 2. Study design Patient-reported Outcomes
P U R P O S E I N T RO D U CT I 0 N T rontmont-Froe Period  Treatment-Free Period

*Presenting author.

. . = — . . .
«  Pexidartinib is an orally administered, small-molecule tyrosine kinase inhibitor O (Visits Q3M) évgradgg I?rI]?OTMISEPF inlg E(?I-?SI?-SLJ[VAS,[ Sé:or:e?t remained stable over time during the Treatment-Free
with selective activity against the colony-stimulating factor 1 receptor®* Screening/ > Retreatment Cohort End eriodin the freatment-rree/retreatment L.ono
' : A s : i Retreatment Period - During the Treatment-Free Period, the 24-month average paired change from Baseline was
o « Pexidartinib was approved by the US Food and Drug Administration Baseline " P of g ) gep 9
Th"?’ phase 4, mUItlcfente_r’_QIObal in 2019° and by o K oo o Tatmanece authortios in 2021 and October 2020 (Visits Q5M) study ~1.93 (95% Cl, -6.37, 2.51) and 3.4 (95% Cl, -3.6, 10.4) for the PROMIS-PF questionnaire
clinical StUdy of peXIdartInlb 2022,56 respectively, for the treatment of adult patients with symptomatic and EQ-5D-5L VAS, respectively
(Clln icalTrials.aov |dentifier: TGCT associated with severe morbidity or functional limitations and not > Treatment Continuation Cohort |—> - PROMIS-PF and EQ-5D-5L VAS scores over time during the Treatment-Free Period are shown in Figure 3
g " amenable to improvement with surgery (or other treatment [eg, local Q3M, every 3 months. Fi 3. PROMIS-PF (A d EQ-5D-5L VAS (B ti in the Treat t-F Period
NCTO4526704 d I d t radiotherapy] in Taiwan) At Screening/Baseline, patients were given the choice of cohort to enroll in. igure 9. - ( ) an - - ( ) scores over time In the Ireaiment-rree rerio
) WaS eSIQ ne O Patients who reinitiated pexidartinib underwent weekly liver monitoring tests for the first 8 weeks, then every 2 weeks for 1 month, then Q3M or as directed by the investigator.
. : — This approval was based on results from the phase 3 ENLIVEN study _ A. PROMIS-PF scores B. EQ-5D-5L VAS scores
evaluate outcomes in patients (ClinicalTrials.gov Identifier: NCT02371369)3 Patients 50- o 100-
with tenosynovia| giant cell tumor . Patientls with I'I'?Cl’gexperience worse HRQOL compared with the « Key eligibility criteria are shown in Table 1 E.,; S 40- W % S 80- |__4|_§+/F—+\ } %,H
) ) o general population” = .o D o +
u u agm u = E O\ | ) O\ |
(TGCT) fO”OWIﬂg peX|dart|n|b — Specifically, patients experience pain or discomfort, decreased mobility, Table 1. Key Eligibility Criteria 8 3 30 Q 3 60
: " " and reduced performance of usual activities, which can be measured Inclusion criteria Exclusion criteria o o 201 g o 40
dlSCOﬂtlnuatlon and reCha”enge using the EuroQol 5-dimension 5-level visual analog scale (EQ-5D-5L v - S —— — | | ] g 3 104 ué S 20-
VAS) and the Patient-Reported Outcomes Measurement Information © HlglEEmerEye v Cliutsally Sigilestr eleuolinel iy il wellel pise s ine s ° g
System—Physical Function (PROMIS-PF) questionnaire?? *  Pathologic diagnosis of TGCT patient's safe completion of the study o—r— 77— 1T = "
i i 1 i o S , _ o . I i - Exposure to other investigational drugs or procedures, 0O 1 3 6 9 12 15 18 21 24 0O 1 3 6 9 12 15 18 21 24
° The ObjeCtIVG Of thIS anaIySIS was — Repeated surgical intervention is associated with diminishing HRQOL' &:rggnggviigrgltfgi:;d on pexidartinib treatment in one of besides pexidartinib studies, within 1 month prior to the Visit month Visit month
to evaluate health-related quality . TTS pthaset4 ?»ttrl:dy Q\éalxét_zd the ?ffetCtS QIhd;lngTiSCzntinuat_iOH ?ng "y - PLX108-10 (ENLIVEN) SIS AL I n=10 9 10 7 8 8 7 8 7 7 n=10 9 10 7 8 8 7 8 7 7
. . retreatment with pexidartinib in patients wi who previously benefite ~  PLX108-01 Ol confidence interval: EQ-5D-5L VAS. EuroQol 5-dimension 5-level visual an ; PE Patient. _ ont Inforrmation
of life (H RQOL) durlng treatment from the drug; the proportion of patients who were treatment free at Months 12 . PL3397-A-A103 S)I/s(t:gm—dl:’eh;s(?caltiu?::tiin.5D P VAS, BuroQol b-dimension Srievel visual analog scale; PROMIS-PF, Patient-Reporied Quicomes Heasurement Informati
and d iSCOnti n uation/rechallenge andF24 (prl.ma[y err:dpomtt). wasd73%.((195r:./o .(l;onfldence |nte.rvald[.CI], 37, 90) _ PL3397-A-U126 . Retreatment Period
) ) o - or patients wno continued pexidartinio, NO progressive disease was « Willina and able to complete the PROMIS-PF questionnaire _ . . ) o . .
Wlth peXIdartlnlb observed per Response Evaluation Criteria in Solid Tumors (RECIST) e E%-SD-SL e thropughout the study 9 Three of the 11 Patlents in the. Treatment Free/Retre.ajcment F)or.w.ort relnltlated. peX|.dart|n|b tre.atment
v1.1; 55% of patients who discontinued pexidartinib had progressive — Two of the 3 patients who reinitiated treatment had clinically significant (=10 points) increases in PROMIS-PF
: T ) ; ; EQ-5D-5L VAS, EuroQol 5-dimension 5-level visual analog scale; PROMIS-PF, Patient-Reported Outcomes Measurement Information System—Physical Function; - -
disease within 2 years, and 100% of patients who then rechallenged with TGCT. torosynovial giant coll tomor and EQ-5D-5L VAS scores
pexidartinib had new disease stabilization per RECIST v1.1 End int dA t — Spaghetti plots of PROMIS-PF and EQ-5D-5L VAS scores for the 3 patients in the Retreatment Period are
— No new safety signals were observed, and the safety profile was napoints an Ssessments shown in Figure 4
' i ' indings3 « The primary endpoint was the proportion of patients in the Treatment-Free/Retreatment Cohort who remained . i i
C O N C L U S I O N S consistent with Previous findings _ P Y enep Proport bat ! v | Figure 4. PROMIS-PF (A) and EQ-5D-5L VAS (B) scores during the Retreatment Period for
- The present analysis evaluated HRQOL over the 24-month study period treatment free at Months 12 and 24 patients who reinitiated treatment
in patients who remained on pexidartinib, those who discontinued * Mean change from Baseline in patient-reported outcomes (measured using the PROMIS-PF questionnaire and
pexidartinib, and those who restarted treatment EQ-5D-5L VAS) was a secondary endpoint A. PROMIS-PF scores B. EQ-5D-5L VAS scores

Patient who rechallenged

* Many patients with TGCT

« Safety was assessed throughout the study using laboratory assessments, vital signs, and physical examination 701 . o 100 due to tumor progression
Patient who rechallenged due to both e
expe rience a deterioration M ETH 0 D S « This was a hypothesis-generating study, and all analyses are descriptive in nature S 60- Symptomatic and tumor progression o -
| > 50 ﬁ<\ 5 i Patient wh
. ) . (7)) atient who
In HRQOL due tO repeated & — < 60- rechallenged due to
. 40- ont w . .
I I 1 StUdy DeSIQ n R E S U LTS u') Patient who Pam 3 rPeaCthe;]Tltenggd due to symptomatic progression
surgeries or disease recurrence. . . . . N — s 307 rechallenged due to rechallenged due to 0 40 both symptomatic
_ « Patients with TGCT from 1 of 4 previous studies (ClinicalTrials.gov ldentifiers: o) 20- symptomatic progression tumor progression a and tumor progression
In this small phase 4 study, NCT02371369, NCT01004861, NCT02734433, and NCT03291288) enrolled Baseline Characteristics A g  20-
: . ) P <
i after the previous studies’ end-of-treatment visit (Figure 1) * From October 2020 to April 2021, 32 patients were enrolled: 21 in the Treatment Continuation Cohort and 11 in the
was generally sustaine At the investiaator ont's discration. oat . 0 —— 0 ——
. = . * Atthe investigator's and patient's discretion, patients chose to continue Treatment-Free/Retreatment Cohort 0 3 6 9 12 15 18 0 3 6 9 12 15 18
for peX|dart|n|b users durlng the \F/)v?t)r(:(:r?;tlgIt’iiglr;r?c?trrgiima(t:gr(]'tl'lpeuae}[:lr?ennglg?e()erjl)?zl’;rilz’ccrﬁgg?lé:eor?g;(tl'dlgimzIrt; 2) - Patients had a median age of 47.5 (range: 21-81) years, a median of 7.8 (range: 4.6-32.6) years from diagnosis to Months of retreatment Months of retreatment
2 f II , P , ) , ) 719 informed consent, and a median of 55.7 (range: 26.7-91 O) months of prior pexidartinib treatment EQ-5D-5L VAS, EuroQol 5-dimension 5-level visual analog scale; PROMIS-PF, Patient-Reported Outcomes Measurement Information System—Physical Function.
-year O OW-Up - Patl_ents. n the Treatment Continuation Cohort remained at the same « Demographic and Baseline characteristics for the 32 patients included in the study are shown in Table 2 : :
pexidartinib dose they were receiving in the prior study and underwent * Treatment Continuation Cohort
assessments every 3 months for the duration of the study Table 2. Demographic and Baseline Characteristics — In the Treatment Continuation Cohort, mean PROMIS-PF and EQ-5D-5L VAS scores remained stable over time
benefited from exidartinib Retreatment Cohort and had assessments 1 mqnth after enrollment, Characteristic (n=21) (n=11) (N =32) —-9.6, 4.8) for PROMIS-PF and EQ-5D-5L VAS scores, respectively
d . th p d t f d 3uTa(3[in(;[ESo?]’:fer z&rgl/lment, and then at 3-month intervals for the :3:’ :‘ (?;;an (range), years 47.0 (21-78) 51.0(27-81) 47.5 (21-81) -  PROMIS-PF and EQ-5D-5L VAS scores over time for the Treatment Continuation Cohort are shown
dna are Iin the miast or aisease o in Figure 5
_ _ ~  The decision to retreat with pexidartinib was at the investigator’s Male 9(42.9) 7(63.6) 16 (50.0) _ o
or sym ptomatlc progression and patient's discretion based on tumor assessment, symptomatic RaF:em?\Ii"/) 12 (57.1) 4 (36.4) 16 (50.0) Elgutr_e 9. tI?RO(I\:IIIﬁ-F::: (A) and EQ-5D-5L VAS (B) scores over time in the Treatment
. . _ s ags g j iecti i ’ 0 ontinuation Coho
WIthOUt peXIdartlnlb, relnltlatlng Fi W:rs;r;"nj, SUbJeCtl've/funCtlonal ressures, andsaey C\Zﬁn 1513 2308)5) 2;((79é17)) 23 224321) A. PROMIS-PF scores B. EQ-5D-5L VAS scores
: : igure 1. Study overview ite : : : - - - EQ-oD-
treatment may be aSSOC|ated W|th Not collected per local regulations 1(4.8) 2 (18.2) 3(9.4) 50- »  100-
. . Duration of pexidartinib treatment in prior . I _
Sym ptOmatIC ImprOvement PLX108-10 (NCT02371369) study, median (range), months 55.3 (26.7-91.0) 56.7 (52.3-74.1) 55.7(26.7-91.0) 3-; o 40- H\{P’H\‘}/Q\H 3 o 804 M I W
ENLIVEN (phase 3) Best response before entering the study, n (%) s X X
n =24 Complete response 6 (28.6) 5 (45.5) 11 (34.4) o8 301 8 Y 60-
F rth H RQOL . t t f Partial response 14 (66.7) 3 (27.3) 17 (53.1) E o 204 S o 40-
® Stable disease 1(4.8) 3 (27.3) 4 (12.5) = =
u _ er INVES Iga |.0nS or Progressive disease 0 0 0 § 3 10- ué 9 20-
pa’uents on |ong_term continuous Total daily pexidartinib dose prescribed =’ 5
: : : . PLX108-01 (NCT01004861) 0 mg . Pricr study.n (%) 10 (47.6) 5 (45.5) 15 (46.9) "0 3 & & 12 15 15 2 24 = 0 0 3 6 9 12 15 18 21 24
. : mg : : :
and intermittent pexidartinib (phase 1; solid tumors) 600 mg 6 (28.6) 2 (18.2) 8 (25.0) Visit month Visit month
= Phase 4 study 400 mg ) (238) 4 (364) 9 (28.1) _ B
treatment are warranted NCT04526704: EudraCT # Time from diagnosis to informed consent, _ _ _ n=21 20 20 19 19 17 18 16 16 n=21 20 20 19 19 18 18 16 16
( ) S ' medi 108 (Be1-=2:e) 6.01(4.6515:9) 7.8 (4.6-32.6) Cl, confid interval; EQ-5D-5L VAS, EuroQol 5-di ion 5-level visual anal le; PROMIS-PF, Patient-Reported Out M t Informati
2020_000192_20) edian (range), years S,ct:onl_Pe:cg |n|<|a:rva ’t' -oD- , EuroQol 5-dimension 5-level visual analog scale; -PF, Patient-Reported Outcomes Measurement Information
B pat'ents Tumor subtype, n (%) ystem—Physical Function.
AL I Diffused 10 (47.6) 8 (72.7) 18 (56.3) REFERENCES
PL?Z3?'IZSA9 ?1gzl(ar\ll1CTa(')tlze7:t4$.4).33) Localized 1 (524) 3 (273) 14 (438) 1. Palmerini E, et al. Oncologist. 2023;28(6):e425-e435
: o # Tumor joint location, n (%) 2. Tap WD, et al. N Engl J Med. 2015;373(5):428-437.
n= O 18(85.7) 9 (81.8) 27 (84.4) 431' ﬁJpRVXBb?@t(alézzgft?rt{ibz)oga? ;igfe(;?ﬁiﬁ%ﬁfﬁformation] Daiichi Sankyo, Inc.; 2023
Knee 10 (476) 6 (545) 16 (500) 5: Korean Minigtry of Food anch) Drug Spafety (MFgDS). Pexidart.inib. Accesseg |\7/IarcH 25, 2624. https://www.mfds.go.kr/eng/brd/m_19/view.do?seq=70437.
Ankle 4 (1 90) 2 (1 82) 6 (1 88) 6. Taiwan Food and Drug Administration (FDA). Pexidartinib. Accessed March 25, 2024. https://www.fda.gov.tw/eng/searchin.aspx?q=pexidartinib.
Hip 3 (1 4_3) 0 3 (94) 7. Mastboom MJ, et al. Interact J Med Res. 2'018;7(1):e4.
L3397.A.U126 (NCT03291288 oot 18 ) 2063 e S S
(phase 1; open-label PK) Shoulder 1(4.8) 1(9.1) 2(6.3) ACKNOWLEDGMENTS
— Hand 1 (48) 0 1 (31 ) Medical writing and editorial assistance were provided by Miranda Tradewell, PhD, of Lumanity Scientific Inc., and were financially supported by Daiichi Sankyo, Inc.
n=4 Spine 1(4.8) 0 1(3.1)
Wrist O' 1 (9.1 1 3:1 PRESENTING AUTHOR DISCLOSURES
PK, pharmacokinetics ( ) ( )
’ ) Kristen Tecson is an employee of Daiichi Sankyo, Inc.

Sponsored by Daiichi Sankyo, Inc. Corresponding author email address: ktecson@dsi.com Poster presented at the Professional Society for Health Economics and Outcomes Research (ISPOR) Conference; May 5-8, 2024; Atlanta, GA, USA.



