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Breast Cancer Background New dose escalation and dose expansion cohorts have opened Eligibility

in Study SGNLVA-001. Patients with endocrine-resistant Key Inclusion Criteria Key Exclusion Criteria

HR-positivelHERZ-negative metastatic breast cancer and « Females 218 years of age.  Pre-existing neuropathy of = Grade 2.
» Pathologically and radiologically-confirmed HR+/ History of another primary invasive malignancy

» Breast cancer is the most common malignancy in women in the US.
» Approximately one-third of these patients will eventually develop recurrent or metastatic disease.*
» The prognosis is poor in those with metastatic breast cancer (mBC), with a 5-year relative survival of

less than 24%." metastatic triple-negative breast cancer will receive HER2-negative mBC or mTNBC. that has not been in remission for at least 3

» The current therapies for metastatic disease delay disease progression, but are not curative. . » Atleast 1 measurable lesion per Response years.

« This is a phase 1 dose-escalation and dose-expansion study to define the safety and tolerability and weekly dosing of LV. Evaluation Criteria for Solid Tumors (RECIST) v1.1. + Any active Grade 3 or higher (per the National
establish a maximum tolerated dose (MTD) of once weekly (q1wk) ladiratuzumab vedotin (LV) in - Patients with HR+/HER2-negative disease Cancer Institute Common Terminology Criteria
patients with hormone receptor-positive (HR+)/ human epidermal growth factor receptor 2 (HER2) must have received no more than 1 prior line of for Adverse Events Version 4.03 [NCI CTCAE

negative mBC and metastatic triple negative breast cancer (mTNBC). ] cytotoxic chemotherapy in the locally advanced v4.03]) viral, bacterial, or fungal infection within
- LV is an investigational antibody-drug conjugate (ADC) that has been shown to be active and Study Design (LA)/mBC setting, either as single agent or 2 weeks prior to the first dose of LV.

tolerable in mBC at a recommended dose of 2.5 mg/kg every 21 days.? combination therapy, and must be refractory to Positive for hepatitis B by surface antigen

* More frequent, fractionated dosing has improved the activity and/or safety of other ADCs.? » This on-going, phase 1, dose-escalation study is enrolling patients with HR+/HER2-negative and hormone tlherapy. _ o expressipn, active h_epatitis C iqf_ection ora

« More than 200 patients in Parts A-D of this trial have received LV administered q3wk, allowing for mTNBC irrespective of LIV-1-expressing to define the safety and tolerability and establish a MTD of - Patients with mTNBC must have received 1 prior line  known history of being seropositive for HIV.
accurate pharmacokinetic modeling. weekly LV dosing as monotherapy. of cytotoxic chemotherapy in the LA/mBC setting. » Documented history of a cerebral vascular

- Data demonstrates fractionated dosing has led to improved safety, efficacy, or both safety and  Part E of this study consists of two parts: Dose Escalation and Dose Expansion. * Adequate organ function. evgnt. _ . .
efficacy for other ADCs. « Eastern Cooperative Oncology Group (ECOG) * Prior treatment with LV or prior treatment with

Dose Escalation | HR+/HER2-negative status of <1. an MMAE-containing therapy.
* Patients with brain lesions must have received

LIV-1 definitive treatment of the lesions.
Dose Level -1 Dose Level O Dose Level 1 Dose Level 2 Dose Level 3

LIV 0.75 mg/kg 1.00 mg/kg 1.25 mg/kg 1.50 mg/kg 1.75 mg/kg
> Transmembrane protein that has been found in breast cancer.” m
o Expression has been linked with malignant progression to metastasis and is associated with lymph node
involvement in breast cancer.? ‘ ‘ ‘ ‘ ‘ Safety Assessments Response Assessments
 All patients will be followed for » Response assessed every 2 cycles of treatment in the first
safety . ten cycles and every fourth cycle thereafter. Clinical response
. . : 1 . . ' ' rmin he investi r h men rdin
Ladiratuzumab Vedotin (LV) Proposed MechaniSmofiACL oY Dose Level -1 Dose Level 0 Dose Level 1 Dose Level 2 Dose Level 3 Safety will be monitored by the tdeJI[sECISe'I('j b1y1t 9C|_ _estlgato at eac as?esst,) € taccoddbg
0.75 mg/kg 1.00 mg/kg 1.25 mg/kg 1.50 mg/kg 1.75 mg/kg safety monitoring committee during 0 v1.1. (Clinical response may also be assessed by
o o _ _ _ dose escalation and will include: BICR according to RECIST v1.1.)
® After blndlng LIV‘1, LV IS Intel’nallzed and trafaned thl’OUgh the endOcyth pathway tO reaCh the ° Survelllance and recordlng OfAES ° For patlents Who dlscontlnue treatment prlor to dlsease
lysosomes. including serious adverse events ' '
\ _ _ o . . : progression, assessments will be conducted every 6 weeks
* Degradation of the drug linker in lysosomes releases monomethyl auristatin E (MMAE). Dose Expans'°" I HR+IHER2'negatlve and mTNBC > Recording of concomitant medication (1 week) starting from the most recent tumor assessment
* LV-mediated delivery of MMAE drives antitumor activity through: and measurements of protocol- until progression or the initiation of a new anticancer
> Microtubule disruption, cell cycle arrest, and apoptosis. « Sample size: up to 82 patients (42 HR+/HER2-negative and 40 mTNBC) into dose escalation and specified physical examination findings treatment.
> Inducing ICD.® dose expansion cohorts. and laboratory tests. - All patients will be followed for survival until death or study
| * Dosing schedule: g1wk dosing of LV administered on Day 1, Day 8, and Day 15 in every 3-week cycle. closure, whichever occurs first. Patients will be followed every
—Anti-LIV-1 monoclonal antibody . 12 weeks (1 week) for the first year, and then every 24
Protease-cleavable linker I mmunogenic
@ weeks (£1 week) thereafter.
] @ Monomethyl auristatin E (MMAE], ~ - CE" Death = =
/ \ microtubule-disrupting agent # - o ke SRS g \‘ Objectlves
| T e Study Sites and Completion Dates
- e A D\ Primary Objective Secondary Objectives
.. ndoplasm ' N il i ° i i . .
e hin siroes -|I_-$/ _evalutgtetthe ?ﬁfet¥ l\?lr?],?: tOIGdrab"cllty o_f q1Wk'd1(:)Sl??E g‘; To assess the antitumor a_ct|V|.ty of LV. . 34 sites across United States.
o F|>rl]? ﬁa( II—(IBIQ +S)/V|\—I|IERr2 negatisg meBnCocrlne-reS|s an . $o assess Ize pharmacoklp§:|csfo:\}_v. - Study start: October 22, 2013.
9 ) ' * 10assess he Immunogenicity or LV. - Estimated study completion: March 31, 2022.
- 4 - To identify the MTD of LV. y comp !
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