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INTRODUCTION RESULTS

« Fatty Acid S_ynthase (FASN_) is a key Iipoge‘nic enzyme co- » From August 2017 - February 2024, 33 pts with HER2+ MBC pre-registered, of which 17 registered. One progressed prior to therapy. COHORT A
regulated with HER2 and highly expressed in ER+ and HER2+ | |+ 16 pts were evaluable (received 21 dose of therapy): Cohort A- 15 pts and Cohort B- 1 pt. Pt characteristics are provided in Table 1. Al 15 pts have discontinued protocol therapy due to disease
ﬁfs;‘fancif (BC?)-1 atos HERD - + The most common reason for ineligibility was HER2-negative status on central review of the pre-registration biopsy (7 of 16 pts). progression (n=12) or AE (n=3).

. argeting downregulates expression. * Median cycles administered was 4 (range 1-15).

+ Our preclinical studies have demonstrated that FASN inhibition | - AR R ey e s o =y e TABLE 2. ADVERSE EVENTS - . = * AEs are summarized in Table 2. Seven of 15 pts had a grade 3 or
caz serc;5|t|;e O{hrestore(é?rr;§|t|:g Rt; iraBs(t:uzurgalb, 2;:uaaclltaxel PTS (N=16) : 3 g " 23::—:n2;’zag;:lea:smu;:eceuwe 4 AE attributed to therapy. There were no grade 5 events.
and endocrine therapy in models.?- Cohort A 15 E w . * The confirmed ORR was 33.3% (Fig. 1).

- Denifanstat (formerly TVB-2640) is a novel FASN inhibitor that Conont B 1 Alopecia 2(13%) 0 0 5 . survival. « mPFS and mOS were 7.0 mon:h(s agnd 25.7 months (Fig. 2 & 3)
demonstrated promising clinical activity and safety in a prior Ve A ) 57 (35-80) R i%",,f;’ e g - + Median C1D1 FASN level was 32.7 ng/mL (IQR: 18.7 to 49.6
phase | trial as either monotherapy or in combination with Race Corhhon 17%) 0 0 g ng/mL). Change in levels over time are shown in Fig. 4.
paclitaxel# ) Asian 2(125) Cough 1(7%) 1(7%) 0 5" «  There was little association found between C1D8 or C2D1 levels

« The primary objective of this study was to evaluate the Black 1(6.3%) Dry eye 1(7%) 0 0 8" and time to disease progression (data not shown).
objective tumor response rate (ORR) of denifanstat plus WD B Dyspnea e B * c‘;’;"s'_':n 0 « Tumor FASN, p-AKT, p-S6 expression by IHC are in progress
trastuzumab (H) in combination with paclitaxel (T) or ET in Ethnicity — Non-Hispanic 16 (100%) T e T a ST N I:_r,y.mﬁhm" ® COHORT B

" : " . Hypertension 0 1(%) 0 ) )
patients (pts) with HER2+ metastatic BC (MBC) resistant to H. | | ecoe ps PeRes 0 1G% o e from recietation d\;ease o re;’s o (monms) + The 1 pt experienced stable disease as best response and
0 11 (68.8%) Lymphocyte count % 10w ® sk 15 < prog maintained it through end of cycle 8.
1 5(31.3%) decreased * The only grade 3+ AE reported was grade 3 ALT increase.
METHO Most common sites of MEC 4 ::;:;::22 count 2(13%) 3(20%) 0 - Eg::’:nﬁl;):(:r;:ﬁv; l:ﬂ:::;curve +  The ptwas alive 2.6 years post-registration.
Two independent, phase Il clinical trials were initiated to vl IR T L L) 0 . .
assess the efficacy and safety of denifanstat plus H in Lymph nodes 10 (62.5%) Paimar-plantar P g . . DISCUSSION
combination with T (Cohort A) or ET (Cohort B). Prior chemothera enythrodysesthesia (0% 2. « Denifanstat combined with TH provided clinical antitumor activity
: L it : PACEES Peripheral motor s i i i

« Key inclusion criteria included HER2+ MBC resistant to HER2- None* 2 (12.5%) neurpapalhy 3(20%) 1(7%) 0 5 in pts with HER2+ MBC resistant to trastuzumab.
directed therapy, measurable disease, unlimited prior ET (ER+ Taxane 12 (87.5%) Pl Se * Nearly half of pts experienced a grade 3 or 4 AE attributed to the
disease and ET resistance required in Cohort B), <6 prior :I'::i'r';zf"yc""e fzéé-g:)‘) n::rzpiiyse"wy 5(33%) 0 0 % therapy, and 20% stopped treatment due to AE.
chemotherapy or antibody drug conjugate regimens, and Capecitabine 3 (18.8%) Pleural effusion 0 2(13%) 0 =| CohortA *  Further study of denifanstat, H plus ET will be necessary to draw
confirmation of HER2+ MBC on a pre-registration biopsy. Vinorelbine 1(6.3%) Pneumonitis 1(7%) 0 1.(7%) [ i safety and efficacy conclusions.

« Denifanstat was administered 100 mg/m? orally once daily. TH B O (726 . w = 5 #| |+ Additional correlative studies and analyses are in progress.

oS S Prior ET for MBC White blood cell decreased 2 (13%) 2(13%) 0 Time from registration (months)
(weekly) or H plus ET (fulvestrant or aromatase inhibitor) were None. 6 (37.5%) —_———— |5 10 s 3 :
administered at standard dose and schedule. Anastrozole 4(25.0%) w0 Figure 1.

. E t 1(6.3% @ - i

Blood was collected on Cycle 1 Day 1(C1D1), C1D8 and amestns A :25_0)) - g:;zg’x:%ﬁ" fg’;‘_;}fﬁ;ﬁ/‘:cﬂfﬁ:ﬁ) Figure 4. Serum  Son'A e 1. Tumori. 1999 Jan-Febi85(1):35-40. 2. Proc Natl Acad Sci USA. 2004. 101:10715-10720.3.
N g . Yes (n=5] lat Rev Cancer. g o . 4. linical licine. lar 30 .

C2D1 for serum FASN analysis. An additional MBC tumor e 6(37.5) E o= FASN levels (0=5) Nat Rev C: 2007.7:763-777. 4. EClinicalMedi 2021 Mar 30;34:100797.

biopsy was collected on C2D1 for correlative studies. Ovarian function suppression 3(18.8%) 2 2 No (n=8) —

« A 2-stage Simon design with a safety-run in was used to test - _ & = ACKNOWLEDGEMENTS

the null hypothesis that the true objective response rate (ORR) F:‘:;rr: R ey =S 2 (12.5%) £ o e N . .
. o . " P o, " - z 3 » We thank all the patients who to in this
is at most 5% against the alternative that it is at least 20%. Lapatinib 3 (18.8%) g @ = study

: W y 4
Witha s'ample' size of 32 P:S per cohort, 'f 24.r95p°"595 are ?_Bhlzinuzumab ?0(5(223?,/)“) € o Ea « We thank the Mayo research nurses & study coordinators for their support
seen, th|§ design has a 90% c_ha(\t?e of rejecting the null — £ © + We thank Sagimet Biosci for their jon providing dent ©
hypothfesm at a 0.10 level of significance. D(I:P;r( i%argtsh _;9: metastatic disease 5 18.5% =@ participants and expertise to the research team

« Both trials were closed to enroliment early due to slow accrual. POt im:'i‘bi'm'rm 3 tﬁ 3‘%)) B o «This study was funded by DOD BCRP Award W81XWH-16-1-0269 (TCH & RL)
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