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CONCLUSION PLAIN LANGUAGE SUMMARY

e Similar to the findings of the clinical trial data, ROM and physical function were highlighted as important aspects of the * TGCT is a rare disease where an abnormal growth of cells (tumor) forms in and around
patient experience a joint. Without proper treatment, TGCT can cause lasting joint damage and reduced

quality of life

This study highlights the baseline impact of TGCT on ROM and physical function, with most patients reporting difficulties in ¢ The MANEUVER trial compared pimicotinib with a placebo (‘"dummy’ treatment) for the

these domains treatment of TGCT

Most patients treated with pimicotinib reported improvements in ROM and physical function at the end of Part 1 of MANEUVER * Health authorities are interested in understanding patients’ experiences with
treatments. To capture this, some patients in the MANEUVER trial took part in

Most patients confirmed their understanding of Patient-Reported Outcomes Measurement Information System-Physical Function interviews after 24 weeks in the trial. These interviews explored how patients’ ability

(PROMIS-PF) measures and ROM and confirmed their relevance to their affected joint to carry out daily activities and move their joints changed after taking pimicotinib, and
what level of improvement they considered meaningful

Results support _the content validity qf PROMIS-PF measures usec_l in MANEUVER. In thi_s exit i_ntervievy analysis, a 1- or 2-category  Before the trial, most patients had difficulties in moving the affected joint and doing

change was clinically meaningful for improvement in PROMIS-PF items (bending/kneeling, going outside the home, lifting or everyday activities. During the interviews, most patients who received pimicotinib

carrying, and household work). Anchor-based analysis of the MANEUVER trial data established a 3-5-fold improvement in the FEPEFEE R FER ohE (e e e (DAt el o ey R e iites

PROMIS-PF total score as a clinically meaningful improvement  Patients also said the tools used in this study to measure these improvements were

relevant to them and easy to understand

INTRODUCTION ° OBJECTIVE RESULTS ~
_ _ * To characterize patient-perceived changes in DEMOGRAPHICS AND CLINICAL CHARACTERISTICS Figure 3. Patient-reported change in symptoms related to ROM at the end of Table 2. Patient-reported level of meaningful improvement in the PROMIS-PF
e TGCT is a rare and locally aggressive ROM and physical function among a subgroup . : . S Part 1 of MANEUVER reported retrospectively in exit interviews (Lower Extremity) measure
: : : : e OQOverall, 20 patients were interviewed (pimicotinib, n=12; placebo, n=8)
soft-tissue tumor driven by the of patients enrolled in the global Phase 3 i _ _ BImprovement M Stable MWorsening ryrrE—— otal : :
overexpression of colony-stimulating MANEUVER trial - Most patients were female (65.0%) and half resided in the USA (25.0%)
factor-1 (CSF-l) This growth factor or The Netherlands (25.0%) Restriction/reduction Pimicotinib (n=11) 0 PROMIS-PF short form: Lower Extremity
promotes the recruitment, proliferation, - The mean (standard deviation [SD]) age was 43.0 (13.5) years ;’;f:‘c‘;‘éz';‘;:tt““‘e ;‘i?nggwgt;; 'Jﬁ?ﬁtghh"&‘(','y 5T can answer you in @ nutshefl, Anything that Is heavy work
and accumulation of CSF-1 receptor ~ * Most patients had a lower extremity (95.0%; n=19/20) affected by TGCT Placebo (n=7) e Broandans NOUSENE /20 (15.0)  which Involyes exerting et physical srength posed the greatest
(CSF-1R)-expressing inflammatory cells at and one patient had an upper extremity (5.0%; n=1/20) affected (Table 1) moving heavy furniture?”
the tumor sitel!3 o “But to me, meaningful is even a change in 1 point. Going from
Table 1. Demographics and clinical characteristics Pimicotinib (n=11) 1-cat h 1/3 (33.3 ;unab/ebto 7 t?hnmt”thbatltm %d'fftlacwty”ls %/m ?a'yngfw d'{zerencf
. . . .. . . . . . Swelli f th = . me, ® n being un mething. An
e While not life threatening, TGCT can cause joint destruction, pain, and stiffness. These pathological changes affacted joint cateaony changs I e e e
directly impair physical function and ROM, impacting a patients’ ability to perform daily activities and leading to Total sample Placebo (n=6) Cpaftent with TOCT In e knee e
. . _ N=20) 2-category change 1/3 (33.3) k it went from quite a lot to very little.
reduced quallty of lifet-4 ( Patient with TGCT in the knee
. . o . . Age, mean, years (SD) 43 (13.5) 3-category change 0 N/A
* The current standard of care for TGCT is surgery, which is limited by high recurrence rates and cumulative Sex, n (%) Affected foint feeling "™ CCtME (0=7) Patient: " Wanting to do everything without any diffculty.
. g . . . . . I .
morbidity. Other treatment options include systemic treatments and active surveillance. Long-term use of e 13 (65.0) unstable or weak - o ) s (333 Interviower. “o going from & 1 to 5 is what you're saying would be
systemic treatments requires consideration of both clinical benefit and tolerability over time?* Male 7 (35.0) Placebo (n=6) category change (33:3)  meaningful--okay.”
L. . ) i i o - Patient: "Anything in between is not living anymore for me.”
e Pimicotinib is an oral, once-daily, potent, and highly selective small molecule CSF-1R inhibitor® Country, n (%) Patients (%) - - Patient with TGCT in the hip
USA 5 (25.0) “Does ,‘f’t‘!" health now limit 1/20 (5.0) Interviewer: “"Which question do you think is most relevant to you?”
e In the Phase 3 MANEUVER trial (NCT05804045), pimicotinib demonstrated early, robust, and durable tumor The Netherlands 5 (25.0) Some patients were not specifically asked or probed about some items due to the natural flow of the interview and/or time Y roceriesz+? OF carmying : "Carry things.” - Patient with TGCT in the knee
. = . . P . constraints. Data are reported for the patients who answered questions on these items during exit interview. Interview . o .
responses that significantly reduced tumor burden and improved TGCT-associated clinical outcome assessments Ttaly o) quide question: *Now, T would ke to ask you to think about how your symptoms have changed since you entered the R — 1/1(100)  Interviewer: .. how about from 5 to 4...7"
(including ROM, Worst Pain humeric rating scale [N RS], Worst Stiffness NRS, and PROMIS-PF), with a tolerable and : ’ clinical trial and completed Part 1 of the MANEUVER study, approximately 6 months after entering the clinical trial”; PRO T would be satisfied.” - Patient with TGCT in the knee
manageable safety proﬁle" China 3 (15.0) scores were Id':erlved flrlogn patients’ responses provided during interviews. As these responses relied on patient recall, there 2-category change 0 N/A
is a potential for recall bias 3-category change 0 N/A
Canada 2 (10.0)
- . . . . . . . 4-category change 0 N/A
* Exit interviews explored the impact of TGCT on physical function and ROM during the MANEUVER trial and Spain 1(5.0) PATIENT-REPORTED IMPACT ON PHYSICAL FUNCTION AT N ot o "So the thing is that 1 understand this question as going out, not as a
idi - i P s oes your health now limit [ rt, but maybe more tired or more limping or more in pain.
assessed the content validity of PROMIS-PF and relative ROM measures Total sample Pimicotinib Placebo BASELINE AND AT THE END OF PART 1 OF MANEUVER Yo i ooy QUTSIDE O e 1t o ot el Sround are Gome) o beginte ot and .
(N=20) (n=12) (n=8) ) . . . the home, for example 2/20 (10.0)  feel sorry but be, I don't know, cljange the plans, or yeah. So it’s a
k J ; o e At baseline, 95.0% (n=19/20) of patients reported at least one impact in a to a shop or to visit a lot of thinking before going out, like how are they going to be able to
Joint affected by TGCT, n (%) LN . S . ; e - ' doctor’s office?” behave or if they are going to ask something or if, I don’t know,
T ey p—— 19 PROMIS-PF domain, including restrictions in walking, lifting, climbing that’s why.” - Patient with TGCT in the knee
% (95.0) 11 (91.7) 8 (100) stairs. and bendin 1-category change 0 N/A
Right knee 7 (35.0) 3 (27-3) 4 (50.0) . ! ) . g . . . Interviewer: “[...] you said a 3, somewhat, was your worst level. And
Left kn 4 (20.0) 3(27.3) 1(12.5) e During interviews, improvements in PROMIS-PF items compared with how much should that improve for you to say that that is a meaningful
M ET H o D S € ee . . . ; . o . .. . 2-category change 2/2 (100) treatment? Would that be to very little or to not at all?”
° \ Knee (not specified) 2 (10.0) 1(9.1) 1(12.5) baseline were reported by 11/11 patients (100%] treated with pimicotinib "To not at all.” - Patient with TGCT in the knee
Fi 1. Study desi ey ——— 1 (5.0) 1(9.1) 0 and 3/7 patients (42.9%) treated with placebo (Figure 4) 3-category change 0 N/A
e Exit interviews were conducted as part of igure 1. Study design Conceptual saturation : : 4-category change 0 N/A
X . X Left ankle 1 (5.0) 1(9.1) 0 F : _ - - - “D. health limit
the MANEUVER trial among patients with for all symptom and Figure 4. Patient-reported change in physical function at the end of Part 1 of oes your health now limi . o ) ) _ )
pact categories A - ey : - you in bending, kneeling, or 7/20 (35.0) The last one [stooping].” - Patient with TGCT in the hip
TGCT who completed the 24-week, Qualitative analysis ':fttfoott o i (:'8) . g . ! (102'5) MANEUVER reported retrospectively in exit interviews Stooping?” ) _
double-blind, placebo-controlled phase Rt e presnts Foot (not specified L ©n . Mimprovement MStable MViorsening o somewhat would be aready & meaigt e 0 L ewhat
H supported by e ip . . f a sti le i big. But just the ji d fi beil bl
(Part 1) (Figure 1) _ - e 1-category change 67 (85.7) G o ot Sk s o o with Aure S 1ok
. . . 90-minute telephone or interview transcripts Right hip 1(5.0) 1(9.1) 0 struggle is not as big. I think that gap is way smaller.”
e Teleph b d 24-week, double-blind b-assisted int i eotin 99 ! 9 ) gap 4
elepnone or we -assisted interviews placg"()%‘?cbng‘é”:d p‘f?as’e web-assisted interviews Transcripts were analyzed Mixed-method analysis® Upper extremity 1 (5.0) 1(8.3) 0 Pimicotinib (n=11) 100 - Patient with TGCT in the hip
wer n r ntri ized 2: I using thematic and content = = “Again, I would say—it would have to be at least 2 points of a jum
(Canada, China, ttaly, Spain Tho. - s || MSSE N e Right wrist (5.0 1 (100) 0 2-category change R e
Netherlands, and ch’USpA) vithin 4 weeks — e (22 or igher) Quantitative data were 3-category change 0 N/A
r ’ withi Wi v cross-checked against 4-category change 0 N/A
of completion of Part 1 of MANEUVER Open-ended questions to elicit patient perspectives on: "ana presentod sa PATIENT-REPORTED IMPACT ON ROM AT BASELINE AND AT THE B
. TGC'II'-;-_eIat??) sr\{n{lptoms and impacts from baseline to descriptive statistics Placebo (n=7) 42.9 28.6
completion of Pa i
e Saturation of concepts was assessed on -I}‘elzvanc?Pu;{%dMeIrsst:;ldir&gp,\grn;lld meaningful score (e.ggenee?]?éggghan, END OF PART 1 OF MANEUVER STUDY LIMITATIONS
. R changes o -PF an . A w . . A . ” VAR . . . .
SYmP_tomS and |mpacts experlenced at 2Some qualitative data were triangulated with quantitative data to support interpretation of findings by ° At basellne“’ mos_t p?tlentsoreported restrlctl‘on/r_eductlon in ROM (90,,0 /O’ Patients (%) * Due to time g:onstralnts,_son_'\e p_atl_ents were not Spec!ﬁca”y asked or prObed
baseline and was reached for all symptom gaining a better understanding of what constituted a meaningful change and meaningful treatment benefit n=18/20), “swelling” (85.0%; n=17/20), and feellng unstable or weak about every item, resu|t|ng in missing responses within the total sample
di t t H based on the patient-reported outcome (PRO) (65 0%: n_13/20) in the affected joint Some patients were not specifically asked or probed about some items due to the natural flow of the interview and/
and impact categories QD, once daily U0, = ] or time constgaints. Data are I|1'ep;1orted for the Fatients who answ&ered qur?stions on these ite(rjns durigg e;it interview. e Only one patient had an upper extremity affected by TGCT, thus limiting
. L. H H Interview guide question: “Which items are relevant to you?” and “Are the items easy to understand and interpret?” PRO . e . . . . pe . .
e The PROMIS-PF is a self-administered Figure 2. PROMIS-PF items for Upper and Lower Extremities’ * Of patients W-hO answered ql.'IeStl.on.s on TGCT symptpms related t(.) ROM, scores were derived from patients’ responses provided during interviews. As these responses relied on patient recall, there the generalizability of interpretations for this specific patient population
21-i Kk th i nearly all patients treated with pimicotinib reported improvement in is a potential for recall bias . ) .
aspects of physical functioning’ ‘PP ; ry Et dimor 5 ment or stabilization of pm toms (Fi pr 3) group across the total sample, the small sample size may limit the
- In MANEUVER, physical functioning 1. éfb!itayirtso carry a laundry basket up a flight ; ﬁg:::tytg g?ezraomasl;ff?;at Iei)austttolnsinmi:utii)thes eporte p 0 e. € or sta ation of symptoms .gu € RELEVANCE AND UNDERSTANDING OF PROMIS'PF generanzab”ity to the broader TGCT population
was assessed in patients with TGCT 2. Ability to exercise for 1 hour " tying shoelaces) 9 e ’ - Only patients in the placebo group reported worsening of symptoms at e Of patients questioned about PROMIS-PF (lower extremity) measures, all e Due to broad topi tient ked to ch tion from th
i 3. Ability to dress yourself (e.g., buttoning u 3. Ability to push open a heavy door the end of Part 1 compared with baseline (Flgure 3) s H i ) i ue to broad topic scope, patients were asked to choose one guestion rrom the
using the PROMIS-PF short form for L e ey (9 9 up Ay to ey P et (210 pounds/s ka) confirmed their understanding (100%; n=11/11) and its relevance to them first section of the Upper or Lower Extremity PROMIS-PF questionnaire (“without
Ull:J_per ang lower extremities & Aty togo outide ofthe home (e.g. o theshop) [ f 5. Abity to go up and down sars at anormal pace RELEVANCE OF ROM (100%; n=17/17) any difficulty” to “unable to do”) and one question from the second section (“not
- . ili r u u i ire R R . . . . . . . . ..
(Figure 2) 6. Ability to carry a heavy object (>10 pounds/5 ka) | | 7. Apilty to stand for 1 hour pers e Among patients responding to questions on the relevance of ROM (N=11), * The patient with an upper extremity affected by TGCT confirmed their at all” to "cannot do”) most relevant to their problems with the affected joint
e ROM was assessed, using a goniometer T O e o e R e L e (60, o the shop) all reported that the movements used to assess ROM were relevant to understanding of PROMIS-PF (upper extremity) measures and its when reporting on meaningful change, to allow for suitable discussion and
(a handheld device used to measure joint 8. ?gigtyvtgcﬂmggersavsgemg)amund the house 10. Abilitz to ggbhea\flly work arolundfthe:%c;use P their affected joint relevance to them minimize patient burden within the 90-minute interview timeframe
mobility), against a ROM standard 5. Ability to lft or carry groceries 11, SEAy 0 0 Maderate wark avourd the house - Of those patients, 72.7% (n=8/11) perceived relevance to their knee, e Of patients reporting on meaningful improvement thresholds for four of e Patient-reported TGCT symptoms and impacts at baseline relied on
F{egﬁlrenTe "";"”e to obtain refative 11 Ablty to 1t 10 pounds (5 kgy above your 12, Aoy 0 1t or Grry ecenes 18.2% (n=2/11) perceived relevance to their foot, and 9.1% (n=1/11) to the PROMIS-PF items, most found a 1- or 2-category change meaningful retrospective recall during interviews and so were subject to recall and
values " shoulder 13, Ability to bend. kneel. or st their hip (Table 2) memory biases
\ ) \ ility to bend, kneel, or stoop )
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