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Adagrasib (MRTX849) Table 1. Demographics and Baseline Characteristics. Figure 2. Adagrasib in Patients With Unresectable or Metastatic PDAC. Table 3. Safety Summary: TRAES in Patients With Other Advanced Solid Tumors?
* KRAS mutations occur in approximately 90% of PDAC?; ~2% of these are KRAS®12C mutations?
. . ) AC Other GI cancers Overall Gl cancers® _
« The KRAS protein cycles between GTP-on and GDP-off states and has a protein resynthesis I (n=18) (n=30) A Best Tumor Change From Baseline (n=10) Most Frequ G CrEaliclicanceiss
i ~ 3,4 I
half-life of ~24 hours Median age, y (range) 66.5 (40-80) 64.0 (54-89) 65.5 (40-89) 2 B £ Firstresponse
* Adagrasib, a covalent inhibitor of KRAS®12C, irreversibly and selectively binds KRAS®12C in its Female, n (%) 739 B (44) 12 (40) 3 < Progression TRAES, % Any Grade Grades 34 Any Grade Grades 34
inactive, GDP-bound state Race, n (%) g0 =+ Treatment ongoing Any TRAES 91 21 87 27
« Adagrasib was optimized for desired properties of a KRAS®12C inhibitors: White 7(58) 13(72) 20 (67) 5 © Deatn Most frequent TRAES, %
& 20
— Long half-life of ~24 hours Black or African American 1(8) 2(11) 3(10) A B ’ ( : Nausea 8 2 50 3
o g Duration of Treatment (n=10 Vomitiny 43 0 40 0
— Dose-dependent pharmacokinetics Asian / Other 1(8)/3(25) 1(6)/2(11) 2115717 5w oniting - .
X ECOG PS, n (%) S . Diarrhea 37 0
— Central nervous systempenetration 01 0(0)/12 (100) 6(33) /12 (67) 6 (20) /24 (80) 2w - Fatigue 29 7 33 10
* Maintaining continuous exposure of adagrasib above a target threshold enables inhibition of Tumor type, n H . o AST increase 19 2 20 3
o © - ; . a T - ini
KRAS-dependent signaling for the complete dose interval and maximizes depth and duration of PDAC 12 12 - H Blood creatinine 19 0 17 0
; o £ - £ I—— o increase
antitumor activity Other GI 18 18 S |—— - - Anemia 7 2 20 3
* Previously reported data demonstrated clinical activity with adagrasib in various KRASG12C- Biliary tract 8 8 Evaluable Patients g ——— - Peripheral edema 17 0 17 0
mutated solid tumors, including non-small-cell lung cancer (NSCLC), colorectal cancer (CRC) Appendiceal 5 5 3 —— QT profongation 14 5 3 ,
and other tumors such as PDAC, ovarian and endometrial cancers, and cholangiocarcinoma®-8 w —— . 12 5
Gastro-esophageal ) B ALT increase 13 3
junction — o o ° Dysgeusia 12 0 13 o
Methods Small bowel 2 2 F " ALT, alanine AST, aspartate
Esophageal 1 1 b T T T T - T “Excluding NSCLC and CRC; "Occurring in 210% of patients; “Overall population included 12 non-GI cancers (ovarian [n=4],
Study Design P p— At data cutof, 1 patent had unconfirmed PR e, months endometrial [n=2], breast [n=1], glioblastoma [n=1], and unknown primary [n=4]); °Excluding CRC.
* KRYSTAL-1 (NCT03785249)is a Phase 1/2 trial evaluating adagrasibin patients with solid anticancer therapy . e . . Safety
i G12C i Medi 2.5 (1-4)° 2.0 (1-5 2.0 (1-5) igure 3. Adagrasib in Patients With Other umors?,
tumors harboring a KRASS12¢ mutation edian (range) (-4 (-9 (-9 9 J * No Grade 5 TRAEs were observed (Table 3)
1/2/3/ 24/ missing, % 8/42/4218 22/39/11/22/6 17/40/23/17/3
* No TRAEs led to discontinuation

Figure 1. KRYSTAL-1 Study Design.

Percentages may not add up to 100 due to rounding. ECOG PS, Eastern Cooperative Oncology Group performance status. Best Tumor Change From Baseline (n=17)
“Excluding CRC; Al patients with PDAC received gemcitabine-based regimen(s), and all but 2 received prior fluoropyrimidine-based  regimen(s). SU mmar
| Phase 1 | Phase 1b | Phase 2 o Yy

| . M Biliary Tract (n=8) N L - . .
Dose Escalation Dose Expansion and Combination: + Combination Treatment Adagrasib in Patients With Unresectable or Metastatic PDAC W Appancicesl in=5) - Adagrasib monotherapy demonstrated promising clinical activity and 100% DCR in
-

>

600 mg BID Adagrasib monotherapy in solid tumors. NSCLC ) ) ) all Bowel (n=2) previously treated patients with PDAC and other GI (non-CRC) tumors harboring a
Expansion Adagrasib * Response rate was 50% (5/10), including 1 unconfirmed PR; DCR was 100% (10/10) (Table 2 J in=1) KRASG12C mutation
- Adagrasib brain metastases in solid tumors ‘ag and Figure 2A) Esophageal(n=1)
Ty o X . — Of the tumor histologies with >5 patients evaluable, response rates for PDAC
g‘gb Adagrasib NSCLC treatment-naive CRC * Median time to response (TTR) was 2.8 months; median DOR was 6.97 months (Figure 2B) and biliary tract cancer were 50%
Adagrasib

Adagrasib has now demonstrated responses across multiple tumor types (NSCLC,
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