A phase 1 study of TAK-164, an anti-GCC antibody-drug conjugate, in patients with advanced gastrointestinal cancers expressing GCC
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» A relationship betw een clearance and body w eight w as observed, suggesting that body w eight-based dosing is
appropriate for TAK-164 (Figure 5
Background What is the safety and tolerability of TAK-164, a novel, human IgG1 mAb targeting GCC, conjugated to a DNA-damaging alkylating agent by a peptide linker? — S

Figure 5. TAK-164 clearance according to bodyweight

« GCC is a transmembrane cell surface receptor expressed throughout the Gl tract,!-2 that plays a key role in mucosal
homeostasis,3 genomic integrity and cell proliferation45
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« GCC is expressed in various Gl tumors,® and in colorectal tumors GCC expression is higher than in healthy matched 3007
tissue”s INVESTIGATION Patients with GCC-positive (H score 210) Gl cancers TAK-164 1V Q3W Treat until PD, discontinuation due to £ < 0.008 mglkg ® 0.16 mglkg
« IV administration of GCC-targeting agents is expected to be preferentially delivered to GCC-positive tumor tissue, - . o0 . - _ o
w ithout affecting healthy tissue,® since GCC expression in healthy cells is confined to the apical region and thus the ] (N_31) Dose escalation from 0.004 mglkg unacceptable tOXIC|tYa or withdrawal of consent = 200 A 0.016 mg/kg 0.19 mg/kg
luminal side of the mucosa'® 3 - 0.032 mo/k 0.95 ma/k
c
»  TAK-164 is a novel ADC comprising a human IgG1 monoclonal antibody specifically targeting GCC, conjugated to a © 100 o o) o0 my’g <0 M99
DNA-damaging alkylating agent by a peptide linker!" P &b 0 0 0.064 mglkg 4k 0.32 mg/kg
* Preclinical data have show nthat TAK-164 has cytotoxic and antitumor activity in GCC-expressing cells and xenograft Most common related TEAEs Response o b ng‘%“
mouse models!! 0 0.12 mg/kg
« This firstin-human, phase 1 study evaluated the safety, tolerability, MTD/RP2D, and PK of TAK-164, in adult patients RN S S
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Paired biopsies from tw o patients w ere available for yH2AX staining to assess target engagement:

+ GCC . 5F9 — fully human DLTs during cycle 2 Fatigue baseline GCC — Images from a patient receiving 0.19 mg/kg demonstrated target engagement withlimited yH2AX staining present
— Transmembrane cell . at baseline, and clear induction of yH2AX staining present follow ing TAK-164 treatment (Figure 6)
lgG1 ° o
surface receptor gﬁ. h affinit RESULTS TAK 164 capped at expr_essmn WhO — Images from a patient receiving 0.064 mg/kg did not demonstrate target engagement, likely as a result of
— Restricted expression _V\I/ill :ha::;Zter' o 0.19 mg/kg due to B Any grade received 0.008 mglkg) significant DNA damage visible at baseline
profile throughout the - 1z . . . .
Gl tract 4 K hepatic toxicity Blood ALP increase W Grade =5 * Elevenpatients had SD Figure 6. Baseline and post-treatment biopsy imaging for yH2AX staining,
N 7 N 7 * RP2D 0.064 mg/kg I 05.5% from a patient receiving 0.19 mg/kg TAK-164
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« Cleavable peptide linker * IGN-P1; a novel e i

DNA-damaging agent that

~Lysine conjugation alkylates, but does not TAK-164 appeared to have a manageable safety profile up to 0.064 mg/kg. Hepatic toxicity was identified as a potential risk.
- Stable im clreuiaton crossiink DNA I:I] CONCLUSIONS The RP2D was considered insufficient to derive significant clinical benefit.

: PK analysis O3]
Table 4. TAK-164 safety profile ys
» TAK-164 concentration—time profiles (Figure 3) w ere consistent withan IV infusion, with peak concentrations
Eligibilit iteri Patient TAK-164 dose, mg/kg generally occurring at (or near) the time of end of the infusion Response
Igibiiity criteria atients ) o o 0.004 0.008 0.016 0.032 0.064 0.12 0.16 0.19 0.25 0.32 Total » The disposition phase appeared to be bi-phasic (Figure 3) and there w as an increase in TAK-164 exposure (Cyax . Overall 25 patients were evaluable for response
T ——— » A total of 31 patients were enrolled at 5 sites in the USA n (%) (n=1) (n=1) (n=1) (n=5) (n=7) (n=7) (n=2) (n=3) (n=3) (n=1) (N=31) and AUCy.iy) Withincreasing dose (Figure 4) g p . . p. ‘ . .
y + Patients received TAK-164 at the follow ing doses (Table 1) - The mean terminal disposition half-life of TAK-164 ranged from63.5 to 159 hours *  One patient diagnosed w ith golon cancer, w ith low pgsellne GCC ex;())ressuon w horeceived 5 cycles of 0.008 mg/kg
Patientsaged 218 yearswith histologically or cytologically confirmed GCC-positive (H-score 210 as indicated by IHC) TEAEs 1(100) 1(100) 1(100) 5(100) 7(100) 7(100) 2(100) 3(100) 3(100) 1(100) 31(100) - Overall, there w ere no meaningful differences in the PK of TAK-164 during cycle 1 and cycle 2 after 2 doses with TAK-164 reported an unconfirmed PR at cycle 4, giving an ORR of 4%
Gl cancers, including metastatic colorectal carcinoma, gastric carcinoma, esophageal, smallintestine and pancreatic cancers - S . * Heven patients (44%) had a best overall response of SD giving a disease control rate of 48%
Table 1. Enroliment by TAK-164 dose Related 1(100) 0  1(100) 5(100) 6(85.7) 5(71.4) 1(50.0) 2(66.7) 2(66.7) 1(100) 24 (77.4) Q3W administration
Patientsforwhom standard treatment wasno longer effective, ornot available TAK-164 dose, mglkg
ECOG PS 0-1 ’ Grade 23 TEAEs 0 1(100) 1(100) 3(60.0) 1(14.3) 5(71.4) 1(50.0) 3(100) 3(100) O  18(58.1) Figure 3. TAK-164 plasma concentration-time profiles at 0.004-0.32 mg/kg Q3W. Conclusions
0.004 0.008 0.016 0.032 0.064 0.12 0.16 0.19 0.25 0.32 Total .
Completion of chemotherapy, biologic therapy,immunotherapy, orradiotherapy at least 4 weeks priorto enroliment Related 0 0 1(100) 1(20.0) 1(14.3) 3(42.9) 1(50.0) 1(33.3) 2(66.7) 0 10 (32.3) Sem"log pIOt grouped by dose and segregated by cycle X X .
\ n 1 1 1 5 7 7 2 3 3 1 31 + TAK-164 appeared to have a manageable safety profile up to 0.064 mg/kg in patients
Adequate bone marrow function, defined asan absolute neutrophil count of 21.5 x 109/L, TEAEsleading to Cvcle 1 day1 Cvcle 2dav1 .
plateletcount =100 x 109/L and hemoglobin =9 g/dL . . . . L o discontinuation* g g 0 0 0 2(286) 0 0 1333 0 3(9.7) 10,000 y y 10,000 y y with advanced Gl cancers
» Patient baseline demographics and disease characteristics are summarized in Table 2 TEAEsleading to ol « H tic toxicit identified tential risk
Adequate renalfunction defined ascreatinine clearance 260 mL/min +  All patients discontinued from the study due to: dose reductiog 0 0 0 0 1(14.3) 1(14.3) 0 0 0 0 2(6.5) 8 . 8 . epatic toxicity was iaentried as a potential ris
Adequate hepatic function, defined astotal bilirubin <1.5 x upperlimitof normal, serum AST and ALT must have been — Disease progression (54.8%) TEAEsleading to dose 0 0 0 2 (40.0) 0 1(14.3) 0 1(33.3) 1(33.3) 0 5(16.1) 3 E 1000 3 E 1000 * The mean terminal dISpOSItlon half-life of TAK-164 ranged from 63.5 to 159 hours
<2.5x upperlimitnorm:léﬁS'i’hand ALT coul;jbetelsviteg.upto 3.x?1.ppe)rlim(;t normal ilfbthe.eli\:;aéior;dci)uld be reasonably —  Withdraw al (19.4%) delay E 2 E 2 « The RP2D was determined as 0.064 mg/kg, hOWGVGI", this dose appears to be
ascribed 1o the presence or metastatic disease In liver), and serum albumin 25.0 g . . . ~ =~ 0 0 . .
— Symptomatic deterioration (19.4%) SAEs 0 1(100) 0 3(600) 0 3(429) 1(50.0) 2(66.7) 2(66.7) 0 12(38.7) < < L5 N insufficient and does not appear to be clinically effective
Key exclusion criteria — AE (6.59 © = © = X
y (6.5%) Related SAEs 0 0 0 0 0  1(14.3) 1(50.0) 1(33.3) 2(66.7) 0  5(16.1) g® 100 gD 100
Patientswho received anticancer chemotherapy or biologic therapy, ) ) - X e - - - - - @ € @ T A\ Tt -, e
or treatment with an experimental anticancer agent within 28 daysof first TAK-164 dose Table 2. Patient baseline demographics and disease characteristics All TEAEs|eading o discontinuation were related to TAK-164. s s
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Tumortype, n (%) 60 aA de TEAE Nominal time from start of infusion (hours) Nominal time from start of infusion (hours) Abbreviations
o o q Colorectal carcinoma 25 (80.6) ny-grade ADA. anfi-drua antibody: . R ) ' ) ' . , ) )
- — . -drug antibody; ADC, antibody-drug conjugate; AE, adverse event; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; AUC.in,
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Gallbladder carcinoma 1(3.2) 0.12mg/kg —e— 0.16 mg/kg 0.19 mg/kg 0.25 mg/kg —sf— 0.32 mg/kg IV, intravenous; KRAS, Kirsten rat sarcoma viral oncogene homolog; mAb, monoclonal antibody; MSI, microsatellite instability status; MSS, microsatellite stable; MTD, maximum
g 0 e i . i — tolerated dose; mTPI, modified toxicity probability interval; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; ORR, overal response rate; PD,
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* Response was assessedbased on the modified RECIST criteria version 1.1, at screening, every 2 cycles, and EOT * A summary of the TAK-164 safety profile is show n by dose level in Table 4 ALT increased 3(9.7) 3(9.7) 1(3.2) 0 10 20 30 0.25 ma/k 0 10 20 30
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as pre-dose and post-dose on day 1 of cycles 3+ +  One patient w as positive for ADA at baseline and post-baseline, w ith a titer low er than the minimum required dilution Hepatic failure 2(6.5) 2(6.5) 2(6.5) " and may not be re produced without permission from ASCO® and the author of this poster.
* A semi-quantitative IHC assay was usedto determine GCC expression in archival tissue or pre-treatment biopsies of 81, demonstrating that observed toxicity w as not due to ADA
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