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I NTRODUCTION RESU LTS Figure 2. Change in neutrophil count from baseline to minimum observed post-baseline value PharmaCOdynamlcs
e Aberrant glycosylation is a hallmark of cancer.l  From November 25, 2019, to March 19, 2021, 22 patients were screened, and 15 patients 20 . SJ?(I;CT)\;eeclxﬁrzenizlr?onh?gt?)lzalesxils’csrs?Irlfl%r)rgigac;/n(ngotg?noornﬁliscss%? ch)remg”snpeerlsiﬁ:r? %vaa;/ alcl)(’:clated
* Globo H, a glycosphingolipid (GSL), is overexpressed on a variety of cancer cells, including cancer recgved >1 dose Of. OBI-999. | o o %1 oraded considered evaluable due to the presence of <100 viable tumor cells. Globo H H-scores are
stem cells, suggesting its potential role as a drug target for tumor eradication.? » Patient demographics and baseline characteristics are listed in Table 1 listed for each patient with an adequate sample in Figure 5.
o OBI—9?9, a novel humanized.monoclonal immunoglobulin G1 antibody conjugated with MMAE, ) : - 15 O Cohort 0.4 * A total of 14 patients were evaluable for tumor response, with the best response being stable
selectively and specifically binds to Globo H. Table 1. Demographics and Baseline Characteristics o ® Cohort 0.8 disease (SD) in 5 patients (36%), lasting for 13, 8, 4, 2 and 2 cycles. All patients discontinued the
* MMAE, a synthetic analog of dolastatin 10, is an uItr.angent antimitotic agent that causes cell Cohort1 | Cohort2 @ Cohort3 | Cohort 4 E o Eo:ort 12 stlufy qughThe prlmarty Crlefas.olnzfoE; (’;E/eatmhe.nttdl.slfﬁntmua.tlc.)n vzas dllsgf;se p;ggrfszlpn (b}t/i RE%IST
cycle arrest by inhibiting the polymerization of tubulin.3: 0.4mg/kg  0.8mg/ke 1.2mg/kg 1.6 mg/ke Total D - }c/ . z W Itcd Wats reEor.e. (er . .( 6) patients; the remaining two (13%) patients discontinue
» Antibody-drug conjugates (ADCs) such as OBI-999 enhance the antitumor efficacy of therapeutic Variable (N=3) (N=3) (N=6) (N=3) (N=15) 2 o reatment due 1o physiciah declsion.
antibodies while reducing the systemic toxicity of highly potent chemotherapeutic agents.3 2
Females, n (%) 1 (33.3) 0 3 (50.0) 2 (66.7) 6 (40.0) é o Figure 5. Antitumor Activity in Patients Treated With OBI-999 at Post-Baseline Scans
Study Objectives Age, years 5- @
We conducted a Phase 1, first-in-human trial of OBI-999 in patients with advanced solid tumors and N 3 3 p 3 15 Co ® 100% -
evaluated the safety, tolerability, pharmacokinetics, pharmacodynamics, and preliminary efficacy of Grade-3
OBI-999 as a single agent (NCT04084366). Mean (SD) 53.6 (13.45) 70.3(5.13) 55.1(9.31) 54.7(18.9) 57.8(12.71) 0- grded 80% -
Median 60 69 54.5 48 58 0 3 10 15 20
PATIENTS AND METHODS . Baseline (C1D1) 2
Min, Max 35, 66 66, 76 43, 69 40, 76 35, 76 — : : : — 2
Solid diagonal represents no change; verical and horizontal lines are borders between CTCAE grades. Vertical distance from the 3
Maj()r Inclusion Criteria ECOG, n (%) diagonal represents magnitude of change; above the diagonal is an increase, below a decrease. For analytes where the reference £
. range varied by age/sex, the lowest value was used to create the borders. =
* Patients 218 years of age 1 3(100.0) 3(100.0) 6(100.0) 3(100.0) 15 (100.0) o
 etlogcaly o cytologcaly confimed schanced sold tamors thathad been reviousy (s Number of Previous Systemic Therapies, 00 Pharmacokinetics
longer effective, or patients had declined to receive further standard of care treatments. Median (range) * The mean concentration-time profiles of OBI-997 at Cycle 1 and Cycle 2 are illustrated in Figure 3.
» Measurable disease as per Response Evaluation Criteria in Solid Tumors (RECIST v1.1). 1 0 1 (33.3) 0 0 1(6.7) Figure 3. Mean Concentration-Time Profile of OBI-999 at Cycle 1 and Cycle 2
° EZstern Cohoperatilve Onhcology Grodup (ECIZOG) performance status of O-1. 5 1(33.3) 0 4 (60.0) 0 5 (33.3) e 1 e 2
* Adequate hematolo iC, e atic, and renal function. 100 andard H-score 105 3 1 180 75 105 12 0 0 0 100 105 105
q g p Z 3 2 (66°7) 2 (66'7) 2 (4O°O) 3 (100) 9 (6O°O) venderen U01-I016* UO‘)'-IOOS* UO1-IOOS* U01-IO19* U01-IO15* UO1-I()22* UO1-IO13* UO1-IOO4* UO1-I017* U01-IOZT* UO1-IO1O* U01-I002* UOT-IO‘)'Z* UO1-IOOS*
Majlor EXCIUSIEn Crlte rla h h d h d h I TumOr Type(s)’ n (%) :;‘. :E cancer cancer cancer cancer cancer CancerGast!%aZ;Z??;agea’ cancer cancer pgancer Gastr%a:;lscoi?;ageal cancer naer,'c(i cancer
* At least 3 weeks from prior cytotoxic chemotherapy or radiation therapy to first dose or 25 half- . Junctior Juncior
lives or 3 weeks from prior biologic therapies to first dose. Colorectal cancer 2 (66.7) 1 (33.3) 0 2 (66.7) 5 (33.3) TEI 10 \ 0.4 mg/kg, n =3 q C-ohort. .1 (0.4 .mg/lkg) [ Cohort 2 (0.8 mg/kg) M Cohort 3 (1.2 mg/kg) B Cohort 4 (1.6 mg/kg)
* Major surgery or significant traumatic injury within 28 days prior to first dose. Esophageal cancers/ 0 1(33.3) 1(167)  1(333)  3(20.0) % \‘ —=— 08mg/kg,n=3  Increasing dose is reflected i ncrasing colo nensiy, fom whie 10 dark
GaStroeSOphageal JunCt|On ~— + 1.2 mg/kg, n=26é :The number above each bar_ls the number of <_:yc|es the subject has undergone.
* Grade >2 sensory or motor neuropathy. . S NS R e e o e by ot wincraan fomthe st
° Prior thera py target—ing GIObO H GaStrIC cancer O O 1 O 1 (67) -EB 1 . 0 —=— 16 mg/kg’ n=3 - Dotted reference Iinegs at -éO% and +20% are I::orders delineating PR, SD, and PD),Lrespectiver, per RECIST criteria.
* Life-threatening medical comorbidity. Head and neck cancer 0 0 1(16.7) O 1(6.7) % X N\ PD, progressive disease; PR, partial response; SD, stable disease; RECIST, Response Evaluation Criteria in Solid Tumors.
e Concurrent antineoplastic therapy, immunosuppressive therapy, systemic corticosteroids of Appendiceal cancer 0 0 1(16.7) 0 1 (0.1) § 01 X W%
>10 mg/day prednisone or equivalent, strong cytochrome P450 family 3 subfamily A member 4 , ‘ )
inhibitors/inducers, or clinical inhibitors of P-glycoprotein. Ovarian cancer 0 0 1(16.7) 0 1(6.7) - CONCLUSIONS
Study Design Pancreatic cancer 1333 1333 Lie.7 ° 5 (200) 0.01 Q * At a dose of 1.2 mg/kg administered on day 1 of 21-day cycles, OBI-999 was generally safe
OBI-999 was administered at doses of 0.4, 0.8, 1.2, and 1.6 mg/kg on day 1 of each 21-day cycle, Globo H H-Score and well tolerated and was determined to be the MTD/RP2D.
using a “3+3” design to identify the maximum tolerated dose (MTD) and the recommended Phase 2 0 ! 14 2 28 3> 4e 49 . : : : :
dose (RP2D) N 3 3 6 2 14 Time (day) * The peak total antibody and OBI-299 concentrations typically occurred immediately after
Mean (SD) 33.7(574) 36(59.8) 78.7 (66.4) 102.5(3.5) 63.3(59.0) the infusion.
Figure 1. OBI-999 Study Design Median 1 3 90 102.5 875 » The mean concentration-time profile of total antibody (TAb), antibody-drug conjugate (ADC), and . OBI—<.?9‘?dcccl)ncentrI;:\ItionsI decliljed in a manner similar to that of the peak total antibody and
) . unconjugated MMAE after the first cycle of OBI-999 1.2 mg/kg on day 1 of each 21-day cycle is remained detectable at later timepoints.
. Subiect ber: Up o 30 3+3 Dose-Escalation Phase 1 Min, Max 0,100 0, 105 0,180 100, 105 0, 180 illustrated in Figure 4. Peak TAb and OBI-999 concentrations typically occurred immediately after . OBI-999 exhibited non-linear PK from 0.4 me/ke to 1.6 me/ke. with lower clearance at
ubject number. b 1o Globo H, n (%) the infusion. OBI-999 concentrations declined in a manner similar to that of TAb and remained : -+ MB/KS -0 ME/Ke,
(sequential enrollment) [ 1.6 mg/kg } : detectable at later time points. higher doses.
¢ Cohorts: 4 cohorts of escalating SRC == r olE =00 Negative (H-score <99) 2(67) 2(67) 3 (60) U 7(30) » Circulating MMAE levels were low relative to ADC, with serum exposure of MMAE around
<110656 |e>/|f|5 of 0.4,0.8, 1.2, and Positive (H-score >100) 1(33) 1(33) 3 (60) 2 (100) 7 (50) Figure 4. Peak TAb and OBI-999 concentrations 0.1% that of the ADC.
6m
SKE he [ 1(')23T§/9|;g Insufficient tissue 0 0 0 1 1 100 * The most common TEAEs were neutropenia of any grade (n = 3, 20%) and anemia (n = 2, 13%).
o Ige?;msgn:yi}’ec;e(ag;;‘gi?/n?aygﬁl I r ECOG PS, Eastern Cooperative Oncology Group performance status; SD, standard deviation; yr, year. | e The majority of TEAEs were mild or moderate in severity.
l _ 10
2 years) e[ O(‘)BBT%I;g } Safety and Tolerability 2 » No peripheral neuropathy and no clinically significant ocular events were observed despite
- SRC: Review safety and PK data SRC == | ?:Ji; 1 MMAE being known to be associated with peripheral neuropathy.
sfter each cohort completes the * The most common treatment-emergent adverse events (TEAEs) were neutropenia of any grade = , , , , , ,
5t eycle P [ 0.4 mg/kg 1 (h = 3, 20%) and anemia (n = 2, 13%). S 0 i * We are conducting a Phase 2 dose-expansion study in patients with advanced metastatic
OBI-999 » No peripheral neuropathy and no clinically significant ocular events were observed despite J pancreatic cancer and other epithelial carcinomas at a dose of 1.2 mg/kg. Patients who
MMAE being known to be associated with peripheral neuropathy. S 001 OBI-999 (ADC) have experienced dlsea§e progression following surgery and/or systemic therapy and have
1 . H : . . M M U ° ° ° ° °
MTD, maximum tolerated dose; PK, pharmacokinetics; RP2D, recommended Phase 2 dose; SRC, Safety Review Committee. « No DLT was noted in the first 3 dose-escalation cohorts (3 patients, each). In the 4th dose- S Free MMAE NO standz.ard of care optlons are ellgll?le If their tumor expresses hlgh (!_Devels of Globo H
escalation cohort (1.6 mg/kg), a patient developed grade 4 neutropenia lasting for 11 days after o 000 —=— Total antibody (>100) using a US FDA-approved, validated IHC assay (NeoGenomics®).
Treatment the first dose of OBI-999. The other 2 patients treated in the 1.6 mg/kg cohort also developed O
* OBI-999 was administered by intravenous infusion over 60 minutes. The starting dose of OBI-999 grade 4 neutropenia. Therefore, this dose level (1.6 mg/kg) was considered to exceed the MTD. > 00013
was 0.4 mg/kg on day 1 of each 21-day cycle. The MTD was defined as the dose level where >1 Subsequently, 3 additional patients were treated at the lower dose level (1.2 mg/kg). No grade 4 . - REFERENCES
of 6 patients experienced a dose-limiting toxicity (DLT). Treatment was discontinued for disease neutropenia was noted in patients treated with dose levels of OBI-999 of up to 1.2 mg/kg, and it ] L L L
progression, grade 4 infusion reaction, OBI-999-related toxicity, >2 dose reductions due to OBI- was determined to be the RP2D. 0 / 14 21 1. Yu AL, et al. Stem Cells Dev. 2016;25(20):1532-1548. 3. Francisco J, et al. Blood; 2003; 102(4):1458-1465.

999-related toxicities, treatment interruption in >2 consecutive doses, withdrawal of consent,
protocol deviation, and intercurrent illness

Time (day)

2. Zhang T, et al. Front Immunol. 2019;10:90. 4. Doronina S, et al. Nat Biotechnol; 21(7):778-842.

* Changes in neutrophil counts from baseline to the minimum value observed post-baseline are
shown in Figure 2.

ADC, antibody-drug conjugate; MMAE, monomethyl auristatin E.
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