BACKGROUND STUDY DESIGN

Dompé * Cancer-related fatigue (CRF) is a persistent and debilitating state of physical, emotional, and/or mental
exhaustion that is unrelated to activity level and interferes with usual functioning.?

This was a prospective, non-interventional, multinational, study, from October 2021 to August 2023 in adult
patients with locally advanced or metastatic breast cancer who had mild-to-moderate CRF and were eligible to
receive cycle 1 of taxane-based chemotherapy. Patients were asked to complete the FACIT-Fatigue questionnaire
before starting chemotherapy and then every 3-4 weeks, according to the CT regimen, until treatment completion;
a subgroup of patients participated in a semi-structured, phone-based cognitive interview to explore fatigue
factors deemed important to patients and to what extent an improvement was considered meaningful. The aim of
this study was determine the minimum clinically important difference (MCID) in the FACIT-Fatigue scores.

* CRF occurs in nearly all patients with breast cancer. The peak of CRF is typically during treatment with over 87%
of patients with breast cancer who receive taxane-based chemotherapy reporting experiencing CRF.?

AN EVALUATION OF FACIT-FATIGUE IN
PATIENTS WITH LOCALLY ADVANCED OR « Multiple factors can lead to the development of CRF, including an overactive inflammatory response.?
METASTATIC BREAST CANCER RECEIVING

TREATMENT WITH TAXANE-BASED
CHEMOTHERAPY

Dysregulated signaling at the IL-8—CXCR1/CXCR2 axis has been associated with inflammatory diseases.*?
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* Poor outcomes including lower quality of life, disruption of normal daily activities, and chemotherapy
interruptions and dose delays have been associated with CRF.37-10
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* Fatigue is a subjective symptom and must be assessed through patient questionnaires, such as numerical EptiuiSna el

rating scales of symptom intensity or the FACIT-Fatigue (Functional Assessment of Chronic lliness Therapy
Fatigue) survey; however, its validation in this specific population remains lacking %1112
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Table 2a. Change in FACIT-Fatigue Scores from Baseline

Table 1. Baseline Demographics and Disease Characteristics

Table 3. End of Study Correlations Between FACIT-Fatigue and Questionnaires Secondary Endpoint:

Parameter Participants (N=62) Visit Number of FACIT-Fatigue Score Change From Baseline Utility Clinician There was a statistically
Age, mean (3D} 252 (12,2 patients | Wean (sD) | 95% i | Mean(sp) | ss%c PGI-S PGI-C BFl  EQ-5D-VAS  Score SR significant correlation
Gender, n (%) 62 (100.0) ici
1. Precision Medicine in Breast Cancer, Fondazione Policlinico Universitario A. Gemelli,IRCCS — Rome . - - R BL 62 39.0(8.7) 36.8-41.2 ' ' n 39 39 39 40 40 16 between the cogffluents of
(Italy-), 2 California Cancfer Associ.ates for Research an.d Excellence- .Callif.ornia (USA), 3. Canc.er Ethnicity, Hispanic, n (%) 7(11.3) 1 53 36.2 (9.4) 33.6-38.8 -2.4 (6.4) -4.1--0.6 Correlation the FACIT'Fatlgue and
SpeC|aI|st,s of North F.Io.rlda - FIc.>r|da (USA), 4. Fondazmne.IR.C.C.S PoI|cI|r.1|co San Matteo- Pavia(ltaly), BMI (kg/m2), mean (SD) 25.7 (5.2) 5 4 35 7 (10.4 37838 37(81 c9_1 -0.7314 -0.6359 -0.8753 0.8068 0.7774 -0.2282 other questionnaires
5. Dompé Farmaceutici SpA - Milan (ltaly), 6. ASST Spedali Civili - Brescia (Italy) Months since BC diagnosis, Mean 5 5.7(10.4) . = 7(8.1) 5. D coefficient q trati q
, 3 B emonstrating g00
(D) 43.2(86.4) 3 46 327(11.5) | 293-36.2 | -57(10.0) | 8.7--27 P value <0.001 |  <0.001 <0001 | <0001 | <0.001 0.3954 i ternal consistency amon
boe] ) 4 15 36.5 (13.6) 28.9-44.0 -7.1(11.7) -13.6--0.7 BFI, Brief Fatigue Inventory; EOS, end of study; EQ-5D-VAS, EuroQol 5 Dimensions visual analog scale; h EACIT-F Y g
BC stage at baseline, n (% FACIT, Functional A t of Chronic lllness Th ; PGI-C, Patient Global | ion of Change; PGI-  the -Fatigue items
CONCLUSIONS Eos 0 | 350(106) | 325-393 | 36(101) | -68-03 FACI, Functional Assessment of Chroricliness Therapy;PGIC, Patint lobalmpresionof Change :
0 1(1.8) BL, baseline; Cl, confidence interval; EOS, end of study; FACIT, Functional Assessment of Chronic ’ (Table 3)'
* In patients with locally advanced or metastatic breast cancer I 2 (3.5) lliness Therapy; SD, standard deviation. FACIT-Fatigue scores ranged from 0 (maximum fatigue) to
. . . 52 fati ).
starting treatment with taxane-based CT, a MCID of 2.4 points . 12 (21.1) (no fatigue atall
represented relevant changes in fatigue as measured with the . 20 (35.1) Table 2b. Final MCID by Triangulation Table 4: FACIT-Fatigue Relevance and Meaningful Change Sub-study: A total of 23
FACIT-Fatigue Scale. v 22 (38.6) MCID Method Relative Weight FACIT-Fatigue item Meaningful change, n (%) participants underwent  the
Taxane-based CT regimen, n (%) Anchor-based (MCID 1) 2.0 0.4 Cat;ory 2-Category  3-Category ?ﬁ;:;tlvfor:;:z;/:jem;h:: da|[n(;sAtc|$'f
Most patients indicated that all FACIT-Fatigue items were relevant, Single agent 35 (57.4) Distribution-based (MCID 2) 3.4 0.4 change change change  [iioue items were relevant to
. . . u n u eaas :
and t|:|e moso'lc |mportantI |terr15. t?’the(;n”wre‘:re. I h;'a.ve_ energy, _ I| In combination 26 (42.6) Qualitative-based (MCID 3) 0.9 0.2 1. | feel fatigued 16 (69.6) 4 (17.4) - assess fatigue (66.7% to 90.9%).
am able to do my usua activity, and | have to limit my socia Line of treatment, n (%) Final MCID? 24 ) 7 | feel weak all over 14(637)  6(27.3) _ The most important to them were:
activity because | am tired.” They indicated that a change of 1 G 42 (689) mCID'hT(;Sg cIintirc]aI(ijimportantdifference. aFinal MCID was calculated as a weighted mean of the 3| feel listless 16 (72.7) 5 (22.7) 1(4.5) “| have energy”, “I am able to do
. . Irs . ree methods.
category for each item would be a meaningful change to them. 4.1 feel tired 15(71.4)  3(14.3) - my usual activity” and “I have to
Second 3(4.9) ) _ ) . . -
i 6 (0.5) Primary Endpoint: 62 female patients were included in the USA 5. | have trouble starting things because | am tired 13 (65.0) 3 (15.0) 2(10.0) ||m|t' m(;”ISFOCt'?l aC.t|V|ty tbecause kl
imitati ' i i i i : . . . ichi : ; am tired.” Fatigue impacts on wor
Limitations of this study include the risk of bias due to its - c0s and Italy, with a mean * SD age of 55.5+12.2 years, mainly with 6. | have trouble finishing things because | am tired 15 (75.0) 3 (15.0) 1 (5.0) (n=13/15 Ggify) WF;S the most
. . . . . ; our ) ) _ = , 47
nompterven'gonal prospectl‘v'e design, .pgtlent lost to follow up, ' stage Ill (35.1%) and IV (38.6%) BC (Table 1). Baseline mean (95% 7. | have energy 17 (85.0) 2 (10.0) frequently reported, followed by
and international comparability and validity of FACIT-Fatigue after Fifth or greater 4 (6.6) Cl) FACIT-Fatigue scores were 39.0 (36.8 — 41.2), and fatigue 8.1am able to do my usual activity 17 (81.0) 2(9.5) - mpacts on social functioning and
translated. Performance status (ECOG), n (%) worsened over time ranging from -2.4 (-4.1 — -0.6) at Visit 1 to - 9. I need to sleep during the day 15(714)  3(14.2) 47 family  relationships  (n=12/19,
0 49(79.0) 7.1 (-13.6 — -0.7) at Visit 4 (Table 2a). A MCID of 2.4 points 10. 1:am too tired to eat 11(57.1)  8(38.1) 148)  32%), and difficulties  with
The validation of FACIT-Fatigue should be utilized for future 1 11 (17.7) represented relevant changes on the FACIT-Fatigue survey; final 11. 1 need help doing my usual activities 13(70.00  5(25.0) 1500 household chores (n=9/19, 47.4%).
clinical trials and clinical practice to aid in the diagnosis of CRF, 2 2 (3.2) MCID was calculated as a weighted mean of the anchor-based, tlr-:-_-'anl“frustt’t'atzd by being too tired to do the 14000 40200 ) 100 Most participants indicated that a
. . . . . e : - L . L ings | want to do . . .
and to identify effective therapeutic options. SV, Dody mass Index; CT, chemotherapy; ECOB, Eastern Cooperative Oncology distribution-based, and qualitative-based MCID methods (Table o S change of 1-category would be a
p; SD, . 2b) 1'3. | have to limit my social activity because | am meaningful change to them
: tired 13 (72.2) 5(27.8) -
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(n=16/23 69.6%).
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