Impact of Tucatinib on Health-Related Quality of Life in Patients with HER2+ Metastatic Breast Cancer with Brain Metastases

Poster No. PD13-04
San Antonio Breast

Cancer Symposium® Andrew Wardley', Volkmar Mueller?, Elisavet Paplomata®, Laurence Crouzet*, Nayyer Igbal®, Sramila Aithal®, Margaret Block’, Soren Cold?, Marie-Agnes By®, Olwen Hahn'®, Teja Poosarla', Erica Stringer-Reasor'?, Marco Colleoni’?, David Cameron™, Giuseppe Curigliano™,

December 811, 2020 Kendra DeBusk'®, Muriel Siadak'®, Jorge Ramos’'®, Wentao Feng'®, Karen Gelmon'’

"Manchester Breast Centre, Division of Cancer Sciences, School of Medical Sciences, Faculty of Biology Medicine & Health, University of Manchester, Manchester, England; 2Department of Gynecology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; 3Carbone Comprehensive Cancer Center, University of Wisconsin-Madison, Madison, WI, USA; “Center Eugene Marquis, Rennes, France;
SSaskatoon Cancer Centre, Saskatoon, Saskatchewan, Canada; ®Cancer Treatment Centers of America / Eastern Regional Medical Center, Philadelphia, PA, USA; "Nebraska Cancer Specialists, Omaha, NE, USA; 80Odense University Hospital, Odense, Denmark; °CHU Tours — Hopital Bretonneau, Tours, France; '®University of Chicago Medical Center, Chicago, IL, USA; ""Mitchell Cancer Institute, University of South Alabama, Mobile, AL, USA,;
2Division of Hematology and Oncology, University of Alabama at Birmingham, Birmingham, AL, USA; "*European Institute of Oncology, Milan, Italy; “Edinburgh Cancer Research Centre, IGMM, University of Edinburgh, Edinburgh, Scotland; "*European Institute of Oncology, IRCCS, and University of Milano, Milan, Italy; '*Seagen Inc., Bothell, WA, USA; ""British Columbia Cancer Agency-Vancouver Centre, Vancouver, BC, Canada

Background HER2CLIMB Primary Analysis Results' !EQ-SD-SL Subscal_e Res_ponse_s at Baseline and Up to 30 Days Follow-Up
in HRQoL Population with Brain Metastases
. L : : . . . ] . : : ) : L : ' | |
E(l)s;eaastieea:cs)%\rlietzsll_logr\l)ginl\e/ltsétat:g\zgeuas&rt f[:;r;c’zg; (Mi(izac;aurjzzergzgveleyrilrrziars;gu:lrl]tcyl/ t?;gﬁz(l?nc:la_t)). -aI-EaGIQIiEsRZCLlMB trial met all primary and alpha-controlled secondary endpoints at the first interim . There was no noticeable change in the categories throughout the course of treatment.
patl . pre Y . ' P AP . . : . : .  Mobility, usual activities, pain/discomfort, and self-care worsened after treatment discontinuation.
emtansine (T-DM1), no single regimen is considered the standard of care.* » Benefit was observed in patients with and without brain metastases.
* Up to 50% of patients with HER2+ MBC may develop brain metastases and effective and tolerable » Median duration of exposure: Tucatinib 7.3 months (<0.1-35.1), Placebo 4.4 months (<0.1- 24.0). o Mobility ” Usual Activities
treatment options are needed.*” : : : T Pbo+Tras+Cape T
- 0 - - ol PFS by BICR Overall Survival AR IS SR (R Wi No or slight problems No or slight problems Pbo+Tras+Cape
« Patients with HER2+ MBC and brain metastases have an increased likelihood to have reduced y . S ] T S ghtp
: : . : ) g N=480* N=612 brain metastases & 809 & — e 8
health-related quality of life (HRQoL) compared to patients without brain metastases. N=291 @ P
« Tucatinib is a highly selective oral tyrosine kinase inhibitor of HER2 with minimal inhibition of EGFR.® Hazard Ratio: 0.54 Hazard Ratio: 0.66 Hazard Ratio: 0.48 £ 601 TUC+Tras+Cape 2 607 UG Trass Cape
« The pivotal HER2CLIMB trial compared tucatinib (TUC) or placebo (Pbo), in combination 95% Cl: 0.42 to 0.71, P<0.001 95% Cl: 0.50 to 0.88, P=0.005 95% Cl: 0.34 to 0.69, P<0.001 o o o T oo a
. . . . . . . . . ] . O 404 +Tract o 404 R
with trastuzumab (Tras) and capecitabine (Cape), in patients with HER2+ MBC, with and without Risk of progression or death was Risk of death was reduced by 34% Risk of progression or death = TUC+Tras+Cape 4 2 "1 Moderate, severe, or extreme problems
brain metastases, previously treated with trastuzumab, pertuzumab, and T-DM1.7° reduced by 46% was reduced by 52% % . Moderate, severe, or extreme problems % N R N A e
. \ : ; . 5 Y i~ o PO o 4 * e~k __ Sao 40l et
o Enrolled a large percentage of patients (48%; 291/612) with history or presence of brain metastases at baseline PFS: progression-free survival: BICR: blinded independent central review o ®---="" B ¢ ATl - - o Ammmmes s PbosTras+Cape
> The addition of tucatinib resulted in clinically meaningful and statistically significant improvements in The primary endpoint of PFS was assessed in the first 480 patients enfolled. ol . . . __Pbo+Tras+Cape ol . . . . .
overall survival (OS), progression-free survival (PFS), and objective response rate (ORR) in patients with Baselne ~ Cycle3 ~ Cycle5 ~ Cycle7  Cycle9 30-Day Follow-up Baseline ~ Cycle3 ~ Cycle5  Cycle7  Cycle9 30-Day Follow-up
HER2+ MBC and was well tolerated with a manageable safety profile.
> Tucatinib was approved by the FDA for patients with HER2+ MBC, including patients with brain metastases, Baseline Patient Characteristics Pain/Discomfort Self Care
whose cancers have progressed on at least one prior anti-HERZ2 regimen in the metastatic setting. 100+ 100-
TUC+Tras+Cape
. . . _ . . . . . o . . . . ) N N liah bl . ; Pbo+Tras+Cape
Here we present an evaluation of the impact of tucatinib on HRQoL in patients with brain metastases. . Baseline characteristics were consistent between the total population, including total brain metastases < 4| oo slight problems < 4| Noorshight problems — —
population, and HRQoL brain metastases population. 2 £ \
= HRQoL Population with % o0 Pbo+Tras+Cape '*% 601 TUC+Tras+Cape
Stu dy DeS|g N Total Study Population Brain Metastases Population Brain Metastases o o
TUC+Tras+Cape Pbo+Tras+Cape TUC+Tras+Cape Pbo+Tras+Cape TUC+Tras+Cape Pbo+Tras+Cape "2 40- Moderate, severe, or extreme problems Pbo+Tras+Capﬁ "2 401
48% of patients had brain metastases at baseline ) iy S das Sl o : S o A : TUC+Tras+Cape 4
o ) ) O 204 Ammmm--es i oy T S gt S 20- )
including previously untreated, treated stable, and treated and progressing Age in years, median (range) 55.0 (22, 80) 54.0 (25, 82) 53 (22, 75) 52 (25, 75) 54 (22, 75) 52 (25, 75) o & IRRLEEEELSETY ot as o Moderate, severe, or extreme problems .~ Pbo+Tras+Cape
L L Female, n (%) 407 (99.3) 200 (99.0) 197 (99.5) 92 (98.9) 107 (100) 56 (98.2) 0 TUC+Tras+Cape . gmmmmmm=sfoas -k oo Ao e °
Key Eligibility Criteria Tucatinib Trastuzumab Capecitabine Baseine  Cyde3  Cyde5  Cyde7  Cyde9 30-DayFolowup Salte  Cyied  Cye5  Cie?  Cyce 30-Day Folows
. HER%+ MBO Neato 200 o0 BID + 8 e Q3 + 100[()) e 006 PS. 1 () 0 204 (49.8) 94 (46.5) 92 (46.5) 38 (40.9) 51 (47.7) 22 (38.6) y y y y y p
. i i mg . mgikg ’ mg/m ' 206 (50.2) 108 (53.5) 106 (53.5) 55 (59.1) 56 (52.3) 35 (61.4)
Prior treatment with loading dose 8 mg/kg C1D1 BID Days 1-14 Anxietv/D :
trastuzumab, pertuzumab, 21-day cycle Stage IV at initial diagnosis, n (%) 143 (34.9) 77 (38.1) 77 (38.9) 39 (41.9) 42 (39.3) 25 (43.9) 100- nxiety/Depression
E%dO-gDpl\él:formance - Hormone ER and/or PR positive 243 (59.3) 127 (62.9) 107 (54.0) 59 (63.4) 64 (59.8) 34 (59.6) No or slight problems Pbo+Tras+Cape
* Receptor Status, ~ -
0or1 Trastuzumab Capecitabine n((e;,e)p or e ER and PR negative 161 (39.3) 75 (37.1) 88 (44.4) 34 (36.6) 41 (38.3) 23 (40.4) 3~ 80+
. 0 [2]
 Brain MRI at baseline 6 mg/kg Q3W, 1000 mg/m? PO Prior lines of Overall 4(2, 14) 4 (2, 17) 42, 11) 3(2,17) 42, 11) 3(2,12) = TUC+Tras+Cape
N=202 loading dose 8 mg/kg C1D1 BID Days 1-14 therapy, median = 80
21-day Cyc/e (range) Metastatic setting 3(1,14) 3(1,13) 2(1,11) 3(1,13) 2(1,11) 3(1,11) a
. . o © 40-
“Stratification factors. Presencef/history of brain metastases, n (%) 198 (48.3) 93 (46) 198 (100) 93 (100) 107 (100) 57 (100) g Moderate, severs, or e:(treme oroblems TUC+Tras+ CaFf
Presence of brain metastases (yes/no) S 00l @ce—_ =m0 BN -e- el
ECOG status (0 or 1) 4 Patients with ) £ 07 2iiiio-e- g Sl
Region (US or Canada or rest of world) = . = = ThomoommTmmAT T AT T e e A~
https://clinicaltrials.gov/ct2/show/NCT0261479410 HRQoL data ] ] Overall HRQoL in HRQoL POPUIatlon with Brain Metastases 0l— . . . . Pb°+Tras.+Cape
(N=331) Health-related quality of life assessments Baselne  Cyce3 ~ Cyde5 ~ Cyde7  Cydle9 30-DayFollow-up
' o m TUC+Tras+Cape m Pbo+Tras+Cape
. . ,6 100 - _—
BM patients with Baseline Cycle3 Cycle5 Cycle7 Cycle9 30-day follow-up 3 w0l i L L ﬁ ; a L ﬁ O a ; Conclusions
HRQoL data . < n{ B  mE = =N
(N=164) » HRQoL was maintained g - L) | i | l J I B I
= throughout treatment and was T ] : , : L L :
) ’ not ncg)ticeably different between 3 w] 1 ° o o « In HER2+ MBC patients with brain metastases, tucatinib in combination with trastuzumab and
o »{ o ° o capecitabine demonstrates significantly longer and clinically meaningful time to deterioration of
treatment arms. D 04 o o ©
8 0 4 . o o . . i ] HRQOL
Methods Baseline Cyole 3 Cyole § Cyele 7 Cyele s 30 DayFollow U « Patients, including those with brain metastases, treated with tucatinib, trastuzumab, and capecitabine
TUC+Tras+Cape (n/N)  107/107 88/94 80/92 71/87 49/84 32/90 . . . . . .
PhoTrassCape (1) 50156 a0 23 210 a0 214 maintain HRQoL throughout the treatment period, which was longer compared to patients treated with
Total Studv Pobulation only trastuzumab and capecitabine.™
. 612 patieﬁts r;ndomized 2:1 February 2016 HRQoL Assessments Time to Worsening (27 points) in EQ-5D-5L Health Score in HRQoL « These results, together with the HER2CLIMB primary analysis and the HRQoL analysis in the total
to May 2019 « Overall health status: Population with Brain Metastases _po;l)uclie_ltlort1r,1demo_r,:rs]ti)ateT that ’;[hISt regimen improves PFS and OS, and maintains QoL in all patients,
_ . visual analog scale (VAS) Including those wi rain metastases.
HRQoL with Brain Metastases Study e Time to deterioration of QoL: defined as 29 "0 ' Events/Total | HR(95%Cl) | Median (95% Cl)
ecrease O oints on ® O 0.8 TUC+Tras+Cape 26/107 0.51 —(=-)
Population d f 7 points on VAS' 338 oo UG TrassCape References
« Assessments initiated in AUgUSt 2017 ° Change from baseline on individual B 46 — Pho+Tras+Cape 20756 (0.28, 0.93) 55 months (4.2, -)
. . . Zo
« HRQoL _data were a\_/allable fror_n 331 Qf patient-reported items 5 S o . o 1. Mueller V, et al. Breast 2018;37:154-160. 7. Olson EM, et al. Breast 2013;22:525-31.
612 patients, including 164 patients with el eelbestie, veuel S et el Taeeiar 5% 4 — —  Addition of tucatinib significantly delayed 2. Giordaro SH etal. ] Oncol Pract 2018:14:5014. 8. Hurvitz S4, et al. Clin Gancer Res 2()T1r?;25(8):t243:i-s)2(14)11é76 N
. . . re) + + H H - - . araoso F, et al. Ann Onco Al - . ulukian A, et al., iviolecular L.ancer erapeutics : - ) .
brain metastases: and anxiety/depression § E 0.2 orrasTape time to worsening of EQ-5D-5L Health 4. Bendell JC, et al. Cancer 2003;97:2972-7. 10. Murthy RK, et al. N Engl J Med 2020;382:597-609.
> 107 patients in the tucatinib arm > Each dimension has 5 levels: no, slight, moderate, N oo Score. S Do o B s o ooe 2T tare e 1. Plokard AS, Neary MP, and Cella B. Health Qual Life Qutcomes 2007:5:70.
: : ' : ' ' : o Compared to the placebo arm, patients on ' ) ' e
o 57 patients in the placebo arm severe, or extreme problems ° ’ rime (Months)g ” ® th tp tinib E d a 49% g tion i . _ . .
UGHTmstCape 107 66 3 8 . 0 € catinib arm had a o reauction In This presentation is the intellectual property of the first author/presenter.
Pbo+Tras+Cape 56 2 6 2 1 0 the risk of deterioration Contact them at Andrew Wardley, Andrew.Wardley@manchester.ac.uk for permission to reprint and/or distribute.

OSeagen’



