A Phase 1 Study of E7386, a CREB-Binding Protein/-Catenin Interaction Inhibitor,
in Patients With Advanced Solid Tumors Including Colorectal Cancer

473P

Akihito Kawazoe', Satoru Ilwasa®, Kohei Shitara', Takafumi Koyama?, Yuri Ueda®, Satoshi Nagao*, Takayuki Kimura>, Ippei Suzuki®, Satish Dayal’, Toshiyuki Tamai*, Anand Nayudu®, Noboru Yamamoto-

'Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Chiba, Japan; *Department of Experimental Therapeutics, National Cancer Center Hospital, Tokyo, Japan; *Department of Head and Neck Medical Oncology,
National Cancer Center Hospital East, Chiba, Japan; “Japan and Asia Clinical Development, Oncology Business Group, Eisai Co., Ltd., Tokyo, Japan; >Oncology Tsukuba Research Department, Oncology Business Group, Eisai Co., Ltd., Ibaraki, Japan;
°Clinical Data Science Department, Medicine Development Center, Eisai Co., Ltd., Tokyo, Japan; "Clinical Pharmacology Sciences, Medicines Development Center, Eisai Ltd., Hatfield, UK; °Oncology Business Group, European Knowledge Center, Eisai Ltd., Hatfield, UK

¢ Dose-limiting toxicities (DLTs) wer ver vents (gr Ing the National : . . . .
INTROD TION 0s€ g toxicities (DLTs) were adverse events (graded using the Nationa Table 2. Treatment-Related TEAEs of Any Grade Figure 5. Circulating Tumor DNA Analysis (A) and Percentage Change in Sums
Cancer Institute Common Terminology Criteria for Adverse Events version 5.0) that . . . . . .
- - of Diameters of Target Lesions Over Time (B) in 1 Patient With Small Bowel
g
occurred during cycle 1, were defined per the protocol, and were related to E7386. E7386 Dose Group, n (%) A . . .
. . s . . ? denocarcinoma and With a Best Overall Response of Partial Response
{ E7386 is a novel oral anti-cancer agent that inhibits the binding of B-catenin to ( Efficacy endpoints were assessed by Response Evaluation Criteria In Solid 10mg(n=3) | 15mg(n=4) | 20mg(n=3) | 30mg(n=3) | 45mg(n=4)  80mg(n=3) | 100mg(n=6)  160mg (n=2) | Total (N = 28)
s transcrlpt!ongl CO-.aCtIVE_ItOF, CRI1EB-b|nd|ng protein, thereby modulating Tumors (RECIST) version 1.1, per investigator assessment. Any | Grade | Any | Grade | Any | Grade | Any | Grade | Any | Grade | Any | Grade | Any | Grade | Any | Grade | Any | Grade A 0.8 APC (c.835-8A>G) Gene Name (Variant)
Wnt/B-catenin signaling (Figure 1). . . . . Preferred Term Grade >3 Grade >3 Grade >3 Grade >3 Grade >3 Grade >3 Grade >3 Grade >3 Grade >3 0.7 —— APC (c.835-8A>G)
¢ The Wnt/B-catenin signaling pathway is associated with the development of { An expansion part enrolling patients with CRC and other selected tumor types Patients with any t%’ 82‘ SN O
to E7386 100 mg BID is ongoing. 2 (66.7 0 3 (75.0 0 3 (100.0)| 1 (33.3) | 2 (66.7 0 4 (100.0 0 3 (100.0 0 6 (100.0 0 2 (100.0) | 2 (100.0) | 25 (89.3) | 3 (10.7 o e EP300 (A1634V)
— Abnormal activation of this signaling pathway affords cancer cells an escape Nausea 2667)| 0 |2(00), 0 |2(@67)| 0 |2(667)| 0 |4(1000) 0 [3(1000)|] 0 |[5(@33 | 0 |2(100.0)| 0 [22(786)| O 5 o3 —— RiINzA (R10220)
mechanism from immune checkpoint inhibitors. R E SU LTS Vomiting 2 (66.7) 0 1(25.0) 0 2 (66.7) 0 0 0 3 (75.0) 0 [3(100.0)f O |6(100.0)f O |2(100.0)f O |[19(67.9)| O 0.1- —— KMT2D (Q5407Q)
¢ Notabl 0 : ALT increased 0 0 0 0 0 0 0 0 0 0 1(33.3) 0 2 (33.3) 0 1 (50.0) 0 4 (14.3) 0 0 . RS (ke
y, over 90% of colorectal cancers (CRCs) have mutations related to _ Baseline  Cycle 3 Cycle 7 Off-Treatment —— TP53 (L194R)
CTNNBT mutations.” ¢ 28 Patients were included in the dose-escalation part of the study; most patients Anemia 1559 ) ) ) ) ° ) ) ) ) ) ) 1416.7 ) 1500 ) 3197 °
o | | were inclu | - | udy; | . _
¢ Here, we report preliminary results from a phase 1 safety and efficacy study of (82.1%) had an Eastern Cooperative Oncology Group performance status of 0. D_ecreased appetite ) ) ) ) ) ) 0 ) ) ) ) ) 1{16.7) 0 12(190.9)]2{100)| 3(19.7) | 4 (7.1 gg\‘i
E7386 in patients with advanced solid tumors including CRC. N | | | o | Diarrhea 0 0 0 0 0 0 1(33.3) 0 0 0 0 0 0 0 1(30.0) 0 2 (7.1) 0 L o — E7386 15 mg
¢ Additional baseline patient demographics and characteristics are shown in Table 1. s lese) eell o ) ) ) ) ) ) (333 ) 0 0 0 0 {167 0 0 ; > (7.4) ; o= twice daily (n = 1)
: : : cow
Figure 1. E7386 Structure and Mechanism of Action | | | - decreased S s
< Table 1. Baseline Patient DemographICS and Characteristics Amylase increased 0 0 0 0 1(33.3) 0 0 0 0 0 0 0 0 0 0 0 1(3.6) 0 5 @
Characteristics Total (N = 28) C-telopeptide increased | 0 0 0 0 0 0 0 0 |1@50 | O 0 0 0 0 0 0 1(36) | O Baseline  Cycle3  Cycle7 Off-Treatment
L ( Median age, year (range) 59.5 (36-77) glectro?:ardiodgram 0 0 0 0 0 0 1(33.3) 0 0 0 0 0 0 0 0 0 1(3.6 0 Day 1 Day 1
& T prolonge : :
Sex, n (°/o)
E7386 ’ i . . .
I <—N Male 17.(60.7) Hyperphosphatemia 0 0 0 0 111839 0 0 0 0 0 0 0 0 0 0 0 L el 0 ( A trend in decreased AXIN2 levels was observed with E7386 80 mg BID or higher
8-Cat 27 Female 11 (39.3) Lipase increased 0 0 0 0 1(33.3) | 1(33.3) 0 0 0 0 0 0 0 0 0 0 1(3.6) | 1(3.6) doses (Figure 6).
- B-Cat N ECOG performance status, n (%) Liver disorder 0 0 0 0 1(33.3) 0 0 0 0 0 0 0 0 0 0 0 1(3.6) 0 — : : : :
@ o N/_\ OH 0 23 (82.1) Osteoporosis 0 0 0 0 0 0 0 0 0 0 0 0 1(16.7) 0 0 0 1(3.6) 0 Figure 6. Pharmacokinetic-Pharmacodynamic Analysis Using Maximum
\ o o 1 5(17.9) Rash 0 0 0 0 0 0 0 0 0 0 0 0 |1(167) | o0 0 0 136 | 0 Change Ratio of AXIN2 in Peripheral Blood Mononuclear Cells
E N‘/g,,,,,, i Median weight, kg (range) 60.85 (42.2, 89.9) Sinus tachycardia 0 0 0 0 0 0 0 0 0 0 0 0 |1(167)| o0 0 0 | 1(36) | o0 1.4
VN ez QN Tumor type, n (%) Stomatitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 |1(00)| 0 | 1(36) | O o 12 e D Wi il
) N _>=O Colorectal cancer 16 (57.1) = o e 1umg
Nucleus HN N Endometrial cancer 2 (7 1) ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event. X 104 - @ .. ¢ ;g mg S:B
- . [ mg
E7386 > Pancreatic cancer 2 (7.1) — . : qé’% oy ® * 30 mg BID
. - . ©
Small bowel carcinoma 2 (7.1) Preliminary Pharmacokinetics Figure 3. Durations of Study Treatment and Best Overall Responses 58 %7 ;43mg BID
Gastric cancer 1(3.6) ¢ With the exception of the E7386 30 mg dose, exposure of E7386 appeared to ——— EE .. o @ 5 + 100 mg BID
(H)eﬁatoce”u'ar carcinoma 41 2346?2 increase with increasing doses from 10 to 100 mg BID at steady state (cycle 1 (BID) - BOR Cancer Type / Mutations Ew o e 160 mg BID
ther (14.3) day 8) (Tab|e 3) 18% °D I\C/Ilgc(l:ulloblastoma./PBK, OTHMUT X = 0.4 -
Number of previous anticancer systemic igmg EE %Egl/ﬁégﬁ(llﬁgﬁ)ﬁiﬂgmg555387/:53, KRAS, VS| (o) .
1 1 1 (o] . . . . mg ow I — 2
M ETHO DS meglcatlons, patient n (%) 3107 Table 3. Preliminary Pharmacokinetic Parameter Results for E/386 ig mg EE ng’KigAFMS'“/%A:s/QTPSMﬁAS VS (on)  — . - PR v - 1
. mg ndometrial cancer : A 0X
1 0 Cycle 1 Day 1 Cycle 1 Day 8 2omg  PD  CRO/KRAS o> OTHMUT — Cycle 1 Day 8 AUC,_, (ng*h/mL)
2 1 (3-6) E7386 ) gg QS gg E%rgr/egufl;\/(/:\?g?e” CTNNET —— - AUC,_,, area under the plasma concentration-time curve over the dosing interval; BID, twice daily.
: : : D C t AUC C t AUC Effective t 30 mg PD  CRC/KRAS X
¢ This open-label phase 1 study of E7386 was conducted in Japanese patients 3 2 (r.1) OSE’ID = A o= N o = e . I 45mg SO GRCINRAS, MSi (o) (- E7386 Dose Group
with solid tumors including CRC. > 4 22 (78.6) mg (ng/mL) (h) (h*ng/mL) |(ng/mL) (h) (h*ng/mL)| R, uuc) |Racioman (h) 48mg  PD  CRC/APC, P53 X B
. - - - . 10 372 | 2.00 131 | 539 | 2.00 210 | 1.60 | 1.45 | 9.03 0mo SO Desmod/ARC. oo e ——— > B 1573500 CONCLUSIONS
— Eligible patients were > 20 years of age, had an Eastern Cooperative NRAS mutation, n (%) (n = 3) (42'6) (© 05-2 00)| (39.7) (27'2) (1 00-2 00)| (168) (1'1 3) (1'78) 27.9p Omo  PD  Gasiiccancer PDL, OTHMUT R — B 50 m3 BID
Oncology Group performance status of 0-1, and a life expectancy Yes / no / unknown 1(3.6) /7 (25.0) /20 (71.4) - A Ltk ' = ' 0mg  SD CRCIKRAS A X B 45 mg BID
> 12 weeks. KRAS mutation, n (%) 15_ 135 O'_75 310 Uit 0'_75 S04 2z g gt 100mS BD GRG/APC TPa3 KRAS MSI (ow) OTHMUT Bs = RS E7386 was well tolerated at doses up to 100 mg BID—the dose selected
. Yes / no / unknown 7 (25.0)/ 5 (17.9) / 16 (57.1) wed) | (@) [BEA0 Res) | B WSUe] Ehg) | ez end) (Y b G G X B 160 mg BID as the recommended dose for the expansion part
¢ The data presented here are from the dose-escalation part of the study that ' ' ' 20 146 100 501 78 0.50 366 173 | 1.90 120 Wmg Ep CHOIEG e G T3 A P part.
determined the recommended dose for expansion using a 3 + 3 design (Figure 2). APC mutation, n (%) _ N '_ ' ' 0 foomg - FD R —r  Oneono-> OveralTmepont/ssessment @ PR 40 XPD 2 DLTs were reported with E7386 160 ma BID.
— E7386 was administered orally in escalating doses on a twice-daily (BID) VES /119 4 UTneriin 10 (35.7) /1 (3.6) /17 (60.7) g:) & (fgz) (0'520 0%'00) (gi':) (;: 13) (0'520 010'00) (ZZ? (?81'2) 832'55; ;82'(7) PEENTATEBIERRN ORI, O 28 e e BT BB T : 2
. . . . . . Ly BID, twice daily; BOR, best Il ; CRC, col tal ; HCC, hepatocellul ' ; MSI, mi tellite instability; ' ' ' '
continuous schedule in 28-day cycles. CTNNB1 mutation, n (%) (n = 3) (17.7) |(2.00-2.00)| (55.5) | (31.9) |(0.50-4.00), (41.2) | (20.6) | (14.4) 6.81° NE, not evaluable: OTHMUT, other mutation: PD, prggr%;es?vae disease; PR pa?t?; ?e%?ognasre?grg,nstr;;e disease, ,: P?t'enttw't{]hsén?glgg owel adenocarcinoma had a partial response 1o
e 4/ 94 Ul T 2 (a1 00 28 (B2) 45 209 | 1.00 865 199 | 3.00 1070 | 124 | 095 | 6.59 bl = ! |
Figure 2. Study Design ECOG, Eastern Cooperative Oncology Group. (n = 4) (201) ((1.00-2.00)| (109) (124) ((1.00-4.00)| (69.6) | (37.0) | (63.3) | (56.3) ¢ Maximum change in tumor size from baseline for each patient is shown in Figure 4. N Se\gei:i%?i?]e Eﬁfﬁogmnacrlg?@g ﬁlpe?s, s\é)vc?iraetigﬁcv:/eit?wstefmasr isr,]srﬁ]sksaede
Dose-l imiting Toxicit 80 279 | 2.00 758 | 737 | 100 | 2100 | 2.79 | 264 | 17.4 _ , — , y J y J¢-
P S a——— Study Assessments | ose-Limiting 10XICITes | | (n = 3) (251) |(1.00-2.00) (182) | (59.1) |(0.50-1.00)| (51.8) | (85.6) | (106) | (120) Figure 4. Maximum Percent Change from Baseline in Sums of Diameters of Further investigations of safety, preliminary efficacy, pharmacokinetics,
Cfi)t,e::ac usion 3+ 3 design - BAL s e el e gg;:zm . € 2 DLTs (both grade 3 decreased appetite) were reported with E7386 160 mg BID. 100 443 0.50 1400 | 862 100 5700° | 218 | 2132 13.0 Target Lesions at Postbaseline Nadir (Investigator Assessment per RECIST v1.1) and biomarker analyses of E7386 are ongoing.
prespecified criteria . . _ _ _ ) )
. Dose escalation: solid £7386 10 mg BID . AEe were graded according . Safety and tolerabily As such, the recommended dose selected for the expansion phase was (n = 6) (93.9) ((0.25-4.00), (70.5) (115) |(0.50-1.00)| (127) | (41.3) | (50.6) (61.1) 100 - 5 8
tumor diagnosis l $ to CTCAE v5.0 of E7386 in patients E7386 100 mg BID. 160 481 0.50 2510. | 2980 1.00 9060. | 2.64. | 2.20 17.5 80- S s
ncluding CRC J— T umors were assessed with solic tumors =2 | 1750 | 1.00 | 8060 | 3850 | 1.0 | 21300 | 3.60 | 6.20 | 256 = oo{ [ ro oo § . gg Emoosecu Retferences
. Exti?rrcljs-:ic;\r; tfsa?r:;if - > mg BID 100 mg BID ;égrgitaézors o DBl Safety *Based on 5 patients; "based on 2 patients; °based on 3 patients. £ 407 PD PD PD § - g% - 1523 oD §:;4; 1 Yiichez V et al. World J Gastroenterol. 2010;22(0):823-532.
o \ater. or other Gl ] Tolerable . garmies for PK were colledted Objectuyes ¢ Overall, 25 (89.3%) of 28 patients had treatment-related treatment-emergent t is reported as median (range). All other values are reported as geometric mean (%CV). Summary statistics could 2 20+ " £ PP PD PD S P PD 5D 50 sp PD sp PD pp : ‘=’§ :ig G i E:gi 2. ramada ¥ et al. Gancer fies. 2021;81:1052_1962'.
umor types | E7386 predose, 0.25-, 0.5-, 1-, 2-, 4-, * PK profile of E7386 adverse events (TEAEs) (Table 2). not be performed for groups with 2 patients. e . SD sD NE & &8 UE)& 45 mg BID (n = 4) 3. Cancer Genome Atlas Network. Nature. 2012,487330-337
EcooPSoI0a . TdaydoeonciDiana oy efieo — The most common treatment-related TEAES were nausea (78.6%) and AUC, area under the plasma concentration-time curve; AUC,., area under the plasma concentration-time curve fiom (& 15F 5 8§ 88 8 78 83233 8232 8 £ 8 888 8 £ mamseoe-a | Conflict of Interest
: ' i i - E %8s 8 =328 » 338 E33 33 =3:3335283 T D i inanci ’ i i
- Age 220 years 7366 caly doss on D1 of cyctes 2.6 Key Exploratory vomiting (67.9%); nausea and vomiting were controlled with anti-emetics State after first dose on Day 8 from time 2610 to 1, Wheis < 5 the length of fime of the dosing interval ( < 12 hours). o ol5c: 2f 83323333 3i3fiiiiiog:i misomgepa=g | DrKawazos has recsived personal financial support as a part of a speaker's bureau for ONS, Bristol Myers Squibb,
. Life expectancy 100 mg BID . Samples for biomarkers wers Objective including SHT3 antagonists, except in the E7386 160 mg BID cohort. BID, twice daily; C__, maximum observed plasma concentration after 1st dose on Day 1; C,__ .., maximum observed E g3 %' ’ g8 2 - 3 33 T3 & C 8 22 3 2 2 § = I\/?Ierco;l,(eénhar e8r(CD;)hr$1e a5 ais0 Tecelvet NSHIHHONAT TiAnCIAl SUPPOrE a5 part of 4 reseath grant om +no, 1ale, an
> 12 weeks Tolerable collected predose for the - Explore potential plasma concentration at steady state after 1st dose on Day 8; CV, coefficient of variation; Effective t,,,, half-life o %0778 3 3 g = © » o & 8 8 ?, 2% 3 > 2 P '
- Adequate organ function ‘ 1st daily drzjse at baseline, biomarkers — The most common grade > 3 treatment-related TEAE was decreased reflecting drug accumulation based on R, ¢ Racaucy @ccumulation ratio calculated from AUC,  and AUC, after _80- 5 Q 93\: S 3 % E § % % '9 g % g © g Acknowledaments
NG or _ Dose Expansion C1D1, C1D8, C1D15, C1D22, appetite (7_1 %)_ single dosing; R, cma, @Ccumulation ratio calculated from C__ .. and C__; t. .., time to reach maximum (peak) plasma 93\> O = 2 = & = -8 & = - g ! o _ |
> B plie HEEimehl il E7386 100 mg BID D1 of subsequent cycles and concentration after 1st dose on Day 1;t__ _, time to reach maximum (peak) plasma concentration at steady state —1007 » I 7 2 - T g = & Study sponsored by Eisai Co., Ltd., Tokyo, Japan. Editorial support was provided by Oxford PharmaGenesis Inc.,
E7386 (120 mg BID, if appropriate) off-ireatment visit ¢ Serious TEAEs occurred in 6 (21 _4%) of 28 patients. after 1st dose on Day 8. ’ (SIS -‘9"’ E % = Newtown, PA, USA, and was funded by Eisai Inc., Woodcliff Lake, NJ, USA.
: - : = B Corresponding author: Akihito Kawazoe, email: akawazoe@east.ncc.go.jp
AE, adverse event; BID, twice daily; C, cycle; CRC, colorectal cancer: CTCAE v5.0, Common Terminology — There were no fatal events in the dose-escalation part of this StUdy' Effl Cacy 31D twice dailv: CRC. cojorectal S HCC. heoatocellul _ v ellite instabilitv: NE. not evaluab ClinicalTrials.gov identifier for source study: NCT03833700
Criteria for Adverse Events version 5.0; D, day; DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative : - - , tWICE aally, , colorectal cancer, HLL, hepatoceliular carcinoma, , MICrosateliiie instabiiity, INE, not evaluable;
Oncology Group.perform.ance e G.I, gastrointestinal; PK, pharmacokinetics, RECIST v1.1, Response 4 Overall, 1 patle_nt (E7386 15 Mg B|D) had TEAEsS Ieadlng tO W.IthdraW3.| of StUdy ¢ 1 Patient with small bowel adenocarcinoma and an APC mutation, who received \(?;gigﬂnUI,1?tggr rsr][;’lcge?gczjri\;gaz,eprogresswe disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria In Solid Tumors | |
Evaluation Criteria In Solid Tumors version 1.1. drug and 1 patient (E/386 160 mg BID) had TEAEs resulting in dose reduction. . .  ROO/ . R - Presented at the European Societv for Medical
, = , , E7386 15 mg BID, had a partial response (tumor shrinkage: —69%; duration of _
. - | . — 10 Patients had TEAEs resulting in dose interruption of E7386 (15 mg BID, response: 165 days) (Figure 3). . Oncology Virtual Congress; September 16-21, 2021
¢ The primary objectives of the dose-escalation part were to determine the n=2;20mg BID, n=1; 45 mg BID, n = 1; 80 mg BID, n = 2; 100 mg BID, p o . . Biomarkers
tolerability and the safety of E/386 in patients with solid tumors. n = 2; 160 mg BID, n = 2). gr?éo’frfed doizgz,s;hgo?w\’irecslaua(’c)sjvevc;gv?e;5r$§f?3§?/ragle 1"?;_2?3’ (95% €1 0.1-18.9) ¢ Analysis of circulating tumor DNA in plasma showed a decrease in variant allele
— Secondary objectives were to assess the pharmacokinetic profile of E7386 ¢ Values of a bone metabolic marker, B-CTX, did not change markedly from 7P 0 ' e frequency of APC after E7386 treatment in the patient with a partial response Copies of this poster obtained through QR (Quick Response) and/or text key codes are for

and the preliminary efficacy. baseline levels following treatment with E7386 (data not shown). ¢ Patients’ durations of treatment and best overall responses are shown in Figure 3. (Figure 5). personal use only and may not be reproduced without written permission of the authors.



