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BACKGROUND Overall TEAEs and TR-TEAEs (Dose Escalation, All Tumor Types) CONFIRMED OBJECTIVE RESPONSE RATE SGN-B6A: ANTITUMOR ACTIVITY
* Integrin beta-6, a membrane-associated protein, plays an important role in tumor QW 2Q3W Q3W 2Q4W All Schedules (DOSE ESCALATION, ALL TUMOR TYPES) NSCLC Subset, Dose Escalation
pathogenesis and invasiveness, and has been correlated with poor outcomes’? S N T s e L B i Median 3.5 (range: 1-8) lines of prior therapy?
_ _ ] ] Q1W 2Q3W Q3w 2Q4W _ _ _
0 |ntegr|n beta-0 IS h|gh|y expreSSed IN non-small cell |ung cancer, head and neck Al TEAES, n (%) 29 (96.7) 16 (88.9) 8 (100.0) 23 (100.0) 76 (96.2) 0.8, 1.(0'\,11.320)mg/kg 1.2, 2N2_51r87;g/kg 1.5, 2N8_r8r;g/kg 1.5, 1.:3r\,lfé%)mglkg Best Percentage Change in Target Lesion SoD from Baseline per RECIST v1.1 N-?(il]c
cancer, and esophageal cancer'?and expressed at low levels in normal tissue 100- « Treatment Ongoing QAW 2Q3W QAW . (N=27)
_ _ _ _ _ _ _ _ Treatment-related® TEAES 22 (73.3) 10 (55.6) 7 (87.5) 18 (78.3) o7 (72.2) ) o @ 80 - B 1.8mgkg 1.2 mg/kg B 15mgkg [ 1.0 mg/kg o
- SGN-BG6A is an investigational antibody-drug conjugate designed to deliver MMAE to CORR® n (%) 4(13:3) 4(22.2) 2(23.0) 7(304) s Wi25mgks  W18mgks M 12mgko ;;'/"Z’I" (%) (12‘5335'3)0)
: . A : : . : : - . Grade 23 TEAE, n (%) 21 (70.0) 11 (61.1) 2 (25.0) 15 (65.2) 49 (62.0) = 2.0 mg/kg 0 2
Integrin b_eta 6 expressing cells via selective blndlr)g to the target, to elicit : 050, O 38,307 6.4, 476 32, 65.1 (132, 52.9) 0t 10- Best Overall Response (Overall, n [%])
MMAE-directed cytotoxicity, bystander effect, and immunogenic cell death Treatment-related® Grade 23 TEAE 9 (30.0) 5 (27.8) 2 (25.0) 7(30.4) 23 (29.1) o= 20- i 2% cCR 1(3.7)
 Preclinical studies of SGN-B6A have shown antitumor activity*» Serious TEAES, n (%) 15 (50.0) 10 (55.6) 2 (25.0) 10 (43.5) 37 (46.8) Best Overall Response* (Overall, n[%]) @g 22 cPR 8 (29.6)
: . : . : E i * % Ol _ T SD 8 (29.6)
« SGNBO6A-001 (NCTO4389632) IS a first-in-human phase 1 tnal evaluatlng SGN-B6A Treatment-related? serious TEAEs 3 (10.0) 4 (22.2) 0 3 (13.0) 10 (12.7) . ; . . | (4.3) D £ -40- PD 9 (33.3)
. . . . . . - g -60'
iIn advanced solid tt_J_mors, ConS|st|ng_of dose es_calatlon (Part A) and dose expansion TEAES leading to dose modification®, n (%) 19 (63.3) 5 (50.0) 3 (37.5) 13 (56.5) 44 (55.7) i NE 1(3.7)
(Part B) cohorts. Initial safety and efficacy data is presented here TEAES leading (o reatment 100, o : L 6o = 4 (13.3) 4(22.2) 2 (25.0) 6 (26.1) = NA 0
discontinuation ' ' : ' Individual Patients (N=27) *
I — a Prior therapy includes platinum and anti-PD/L-1 therapy. In patients with driver mutations prior therapy includes TKI and cytotoxic therapy
STUDY DESIGN TEAEs leading to dose reduction 7 (23.3) 3 (16.7) 1(12.5) 5(21.7) 16 (20.3) SD 17 (56.7) 7 (38.9) 3 (37.5) 7(30.4)
TEAES leading to d delay/eliminati 19 (63.3 D (27.8 3 (37.5 13 (56.5 40 (50.6 i
Dose Escalation (Part A) Dose expansion (Part B) > SRS B EERE SR EOT ( ) ( ) ( ) ( ) ( ) PD 7(23.3) 4(22.2) 2(25.0) 8 (34.8) EC S.Ubset’ DOSG Escalat.lOn .
Up to N=85 | Uptoﬁdisiliie&zgiﬂfic cohorts TEAEs leading to death, n (%) 0 1 (5.6)° 0 0 1(1.3) Median 3.0 (range: 1-3) lines of prior therapy
SGN-56A Dosing Schedules a Related to treatment with SGN-B6A as assessed by the investigator NE® 0 0 0 1(4.3) Best Percentage Change in Target Lesion SoD from Baseline per RECIST v1.1 EC
b Patients may have more than one type of dose modification event Total
Q1W ¢ Fatal TEAE of pneumonia not related to SGN-B6A per investigator assessment 100 - Q3W 2Q3W 2Q4W W (N=12)
S NG 21-day cycle (Days 1, 8, and 15) Cutoff date: 24 AUG 2022 NA 2(6.7) 3 (16.7) 1(12.5) 0 = 80- 15mgkg EE1.2mgkg  EE15mgkg [ 1.0 mg/kg cORR, n (%) 4 (33.3)
it Ttk SN A gl % 60 - B18mgkg ME1.25mgkg [ 1.8mgkg [ 1.2 mg/kg ’ o :
. Esophageal cancer A" TEAE ] _ >2 o f ] ] N a Responses were observed in HNSCC, NSCLC, EC, and cSCC % 95% CI (9.9, 65.1)
b Two-sided 95% exact confidence interval, computed using the CI r-Pearson method (1934 m -
. HNSCC 2Q3W S Occurrmg N = 0 /0 O patlents, In one or more groups C Begti)veerall respeor?sce (;%corgin(g:geto I'\?E(?IS'(I;'OW%ugR lcj)? PQIJ? weere zgﬁﬁrmeec?v?/i?h regea?t sc(;ans >)=28 days after the initial response S £ zz Best Overall Response (Overall, n [%])
d cCR in NSCLC in 2Q4W ° = 7 20%
* Breast cancer 21-day cycle (Days 1 and 8) Q1w 2Q3W Q3w 2Q4W All Schedules e (F:’atier?ts had posr]c—baseline assessment and the best overall response was determined to be NE per RECIST v1.1 Eo N cCR 0
N lianeons squamons cancer 1.2 and 1.25 mg/kg 0.8, 1.0, 1.2 mg/kg 1.2, 1.25 mg/kg 1.5, 1.8 mg/kg 1.5, 1.8, 2.0 mg/kg All Dose Levels The efficacy-evaluable set includes all treated patients who had both a baseline and at least 1 evaluable post baseline disease assessment per RECIST v1.1 A s cPR 4 (33.3)
| (N=30) (N=18) E) (N=23) (N=79) gsfifsée? bszersggzaégrz) or discontinued the treatment 55 20- 0 = 4 (33.3)
+ Ovarian cancer Q3W T 33 o W 4(333)
' Z(zﬁgzzriﬁgf;:at'c S f:;i;) Fatigue 11(36.7) 3(10.0) 7(389) O  3(375 0  8(348 2(87) 29(367) 5(6.3) E o e .
Sandt SGN-B6A PHARMACOKINETICS g o " :
? Eleller eeless 204W Nausea 5 (16.7) 0 9 (50.0) 0 1(12.5) 0 12 (52.2) 0 27 (34.2) 0 100 ndividual Patients (N=12)
+ Cervical cancer 28-day cycle (Days 1 and 15) Opportunity for agdlttlonal - E N B ; a0 T SGN-B6A mean concentration-time curves in Q1W, 2Q3W, Q3W, and
1.5, 1.8, and 2.0 mg/kg expansion conorts o | | | | | | | 2Q4W dose escalation cohorts .
D d tit 10 (33.3) 0 1(5.6) 0 2 (25.0) 0 6 (26.1) 1(4.3) 19 (24.1) 1(1.3) Q HNSCC SUbset, Dose Escalatlon
ecreased appetite . . . . . . . M . ] . .
s L vy edian 3.0 (range: 1-4) lines of prior thera
. Must have histologically or Cytologically . Primary neuropathy 7(233) 1(33) 4(22.2) 0 1(12.5) 0 5(21.7)  1(43) 17(21.5) 2(2.5) 1000 _ Best Percentage Change in Target Lesion SoD from Baseline per RECIST v1.1 HNSCC
Total
. . . : ® ¥ 100 - .
Confl rmed metastatic or unresectable SO“d . : Alopecia 7 (23.3) 0 3 (16.7) 0 1(12.5) 0 5 (21.7) 0 16 (20.3) 0 | ¢ N X % Treatment Ongoing 2(13Wm 2Q4Wrn Q1W i (N=15)
! | ] oy di Determine safety and o0 N g ® mizmt  W1So  t2m cORR, n (%) 3 (20.0)
malignancy, relapsea or reiraclory disease, or tolerability of SGN-B6A Weight decreased 5 (16.7) 0 3 (16.7) 0 2 (25.0) 0 5 (21.7) 0  15(19.0) 0 O c 60- kg akg
intolerance to SOC therapies ; | | | | | = : s e S
: m 40 - .
| | o > |dentify the MTD, Abdominal pain 5 (16.7) 0 3(16.7) 1 (5.6) 0 0 5(21.7) 0 13 (16.5) 1 (1.3) T %; < JZ> 85 . s, oSt Overall Response (Overall, n [%])
* No previous receipt of an MMAE-containing recommended dose, and [ 10 < m to 0_j cCR 0
agent or agent targeting integrin beta-6 schedule for SGN-B6A Anemia 6(20.0) 2(6.7) 4(222) 0 2(25.0) 1(12.5) 1 (4.3) 0 13 (16.5) 3 (3.8) =2 T a (%% o - | ._! I cPR 3 (20.0)
_ _ N = - * -30% SD 7 (46.7)
Biomarker Evaluation  Secondary Neutropenia 4(133) 3(100) 3(167) 2(111) 2(250) 1(125) 4(17.4) 3(13.0) 13(165) 9 (11.4) S T4 | 3 e Zg X PD 3 (20.0)
© Al | ° | Vi < 10.00 E
All-comer population to be enrolled, no Assess the antitumor activity Dyspnea 3(100) 2(67) 4(222) 1(56) 1(125 0  4(174) 1(43) 12(152) 4(5.1) S § - NE °
requirement for presence of integrin beta-6 of SGN-B6A = Aﬁ%\\"f = 100 e NA 2 (13.3)
eXpreSSIOn o Assess the PK and Hypokalemia S (16.7) 0 4(22.2) 2(11.1) 1(12.9) 0 2 (8.7) 0 12 (15.2)  2(2.5) 8 1.00 ;\ﬂ X u 3 patients are not displayed due to lack of post-baseline assessment that is eligible for the efficacy analysis
* Biomarker tissue expression to be evaluated immunogenicity of SGN-B6A Asthenia 5(16.7) 1(3.3) 4(22.2) 2(11.1) 0 0 1(4.3) 1(43) 10(127) 4(5.1) O : X
| | X .
retrospectively Stomatitis 4(133) 2(67) 4(22.2) 0 1(12.5) 0 1(4.3) 0 10(127) 2(2.5) 01075 1 HNS_CC, 2Q3W (Dose E_Xpansmn)a
Alanine Median 3 (range: 1-6) lines of prior therapy
aminotransferase 1(3.3) 0 1(5.6) 0 2 (25.0) 0 5(21.7) 0 9(11.4) 0 0.01 | Best Percentage Change in Target Lesion SoD from Baseline per RECIST v1.1
DEMOGRAPHICS AND CHARACTERISTICS AT BASELINE increased x % @ - 2Q3W,
Aspartate 0 5 10 15 20 0 5 10 15 20 0 5 10 15 20 0 10 20 100- | oS
(DOSE ESCALATION, ALL TUMOR TYPES) aminotransferase 2 (6.7) 0 1(5.6) 0 2 (25.0) 0 4 (17.4) 0 9 (11.4) 0 Nominal Time (days) ~ 80- sy '(ﬂﬂ% g
Q1W 2Q3W Q3W 2Q4W All Schedul e % o x Tresimentongeng CORR, (%) 029.4)
cnheduies : ®
0.8,1.0,1.2 mglkg 1.2,1.25mglkg  1.5,1.8mg/kg  1.5,1.8,2.0 mg/kg All Dose Levels Hyperglycemia 0(20.0) 27 20111 2{111) 0 0 1(4.3) 0 d(114) 4G Dose oe 7 95% Cl (10.3, 56.0)
(N=30) (N=18) (N=8) (N=23) (N=79) T L 204 20% Best Overall Response (Overall, n [%])
_ Dehydration 6 (20.0) 0 0 0 1(12.5) 0 0 0 7 (8.9) 0 —=— 0.8 mg/kg E o |
Age, median years (range) 60.0 (36-84) 61.0 (48-78) 56.0 (48-73) 69.0 (46-78) 62.0 (36-84) 2 g 0 — cCR 0
Sex, n (%) Hypertransaminasemia 1(3.3) 0 2(11.1) 1(5.6) 2 (25.0) 0 0 0 5 (6.3) 1(1.3) 1.0 mg/kg Eé -4212- !_I_!_!_!_! ! " -30% SEIR 2lzea
2= Y7 * SD 5 (29.4
Male 11 (36 7) 9 (50) 2 (25 O) 13 (56 5) 35 (44 3) * Preferred term ordered by frequency in all schedules, all dose levels 12 mg/kg @ g 60 - * * % ( )
' ' ' ' Treatment-emergent adverse events are newly occurring adverse events (not present at baseline) or adverse events that worsen after first dose of SGN-B6A. TEAEs that —— 1.25 mg/kg E PD 5(29.4)
Female 19 (63.3) 9 (50) 6 (75.0) 10 (43.5) 44 (55.7) (C))Cu(ig;fredit? gdrf ifbecr;tgoe;gst dose through 30 days after the last study treatment (SGN-B6A) were included in the analysis. 45 mg/kg iEU, -80 - NE 1 (5.9)
: . -100
E Perf tat % . Individual Patients (N=17)
~OE Performance Status, n (76) + SGN-B6A demonstrated a manageable and tolerable safety profile at the explored 1.8 mglkg NA 169)
0 11 (36.7) 9 (50) 2 (25.0) 5 (21.7) 27 (34.2) e _ o _ _ _
1 19633 5 (50 5 (750, 6783 5 (659 dose levels and schedules. 2.0 mg/kg - To date, the HNSCC safety profile is consistent with the 2Q3W escalation cohort
Number of prior systemic ' ' ' ' * DLTs were reported in 1 patient in Q1W, 2 in 2Q3W, 0 in Q3W, and 2 patients in . Both antibody-conjugated MMAE (acMMAE) and unconjugated MMAE . 7 of 18 (94%) treated patients experienced TEAEs and 9 of 18 (50%) treated patients experienced Grade =3
metastatic therapies, 2.0 (1-19) 3.0 (1-7) 5.0 (2-8) 4.0 (1-7) 3.0 (1-19) 2Q4W : y J g : . : J g EAEs
median (range) exposures increased in an approximately dose-proportional manner across | o | |
o Q1 W StOmatitiS a HNSCC dose expansion cohort has reached interim analysis by the time of data cutoff
Disease Diagnosis, n (%) y O 8—2 O mg/kg dose IeveIS 2 patients are not displayed due to the lack of post baseline assessment that is eligible for the efficacy analysis
HNSCC 3(10) 7 39) 1013 4(17) 15 (19) » 2Q3W: diarrhea, neutropenia, and rash maculo-papular . Limited accumulation was observed across all schedules
Breast Cancer 10 (33) 4 (22) 1(13) 0 15 (19) o 2Q4W: neutropenia and vomiting
NSCLC 3 (10) 4 (22) 3 (38) 17 (74) 27 (34)
Abbreviations C O N C L U S I O N S
Esophageal Cancer 4(13) 3 (17) 3 (38) 2(9) 12 (15) 2Q3W: day 1 and day 8, 21-day cycle; 2Q4W: day 1. and day 15, on a 21-day cyqle; .acMMAE: antibody-conjugatled monomethyl auristatin E; ADC: antibody-drug conjugate;
Cutaneous Squamous Cel (10 : : : 5 ) CCR: confimed complte respense: CI confdencentrvl cORR: confimed obective response at: PR confrmed parlresponse; R complee esponses cSCC: . SGN-B6A demonstrated a manageable and tolerable safety profile. Intermittent dosing schedules (2Q3W, 2Q4W) are being evaluated further
cancer; ESCC: esophageal squamous cell carcinoma; GEJ: gastroesophageal junction adenocarcinoma; GPP3: Good Publication Practice; HNSCC: head and neck _ _ _ _ o _
: u u | i ; ICMJE: Int tional C itt f Medical Journal Editors; MMAE: thyl auristatin E; MTD: maximum tolerated dose; NA: t; ° - -
Ovarian Cancer 3 (10) 0 0 0 3 (4) SNqE:ar:g?e?/aclﬁagﬁar;Cl\rl]génfC: non-smgllecl;r(]aﬂ ISES ca(r)gi]rzgm? I;)D: p?rog?es:ivcranc?iseas(e);rSPD-L1: prc%?gr%rpneedydeaat[fligaﬂd 1; PK: pmhgrmrr;crgkigee’cl;gs?PR(:)?)eartial rg:piizzs;scgr;e\/?/: SGN B6A exposure IS apprOXImater dOse pl’OpOI’tIOna| and haS no S|gn|f|Cant accumUIatlon
: : very week, 21-d le; Q3W: very 3 weeks, 21-d le; RECIST: R Evaluation Criteria in Solid T ; SD: stable di ; SOC: standard of , -’ . . . . . . . . . .
Eégﬁggzrlzﬁ]g%zatlc 2 (7) 0 0 0 2 (3) (S)rc])(lé)e: 2u$nryof giZmeters?%’?fEes: treatm()e%(’c;—eereneerrgent aedeveise ev:rs:tg;yfl;'gl:tyrosine kirelzggri]r?re\ibito&:’;u'le'lR?'lr}EAtEesl;?rer;trr?ent-r:g’?erds treat;:nteem:rega:ri adversseaer\]/ei:;sO e e |Initial antitumor aCtIVIty IS encouraging and has trlggered expansion cohorts In NSCLC, HNSCC, and ESCC, which are cu I’I’enﬂy ongoing
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