Phase 1 dose escalation study of XM%36, a novel NaPi2targeting antibodydrug conjugate (ADC),
IN patients (pts) with solid tumors likely to express NaPi12b
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* There is a substantial need for effective therapies for patients with platinum- Safety
resistant ovarian cancer (PROC), and for patients with lung adenocarcinoma _
after progression with a platinum doublet and a PD-1/PD-L1 inhibitor * Data from 37 patients as of 10 May 2019
* Treatment outcome in later lines of therapy are poor in PROC and non-small * Treatment was generally well-tolerated; most AEs were Grade 1-2
cell lung cancer (NSCLC) * There were no Grade 4 or 5 treatment-related adverse events (TRAES)
* Responses progressively decline with increasing numbers of treatment lines in * Low rate of toxicities often associated with microtubule-targeting agents or
ovarian cancer ADCs, such as neutropenia, ocular toxicities, or peripheral neuropathy
T ovarancancert | wsactt
ORR 6-15% 6-20% Patient Characteristics
Median PFS 2-4mos 3-4mos Patient Characteristics (N = 37)
Median OS 5-13 mos 5-12 mos ]
Age (years) Median (range) 64 (39-93)
* L.C.Hanker et al. Annals of Oncology 2012, I.Bruchim et.al. EJOGRB 2012, A.N. Gordon et al. JCO 2001, J.Sehouli et al. JCO 2010, Sex — N (%) Female 32 (86)
PJ.Hoskins; Nhu Le Gynecologic Oncology 2005, D.G.Mutch et al. JCO 2007 Male 5 (14)
** N.Hanna et al. JCO 2004, F.A. Shepherd et al. JCO 2000, Y.Kawaguchi et al. JCO 2014, B.K.Eccles et al. Ther Adv Med Oncol 2011,
H. Anderson et al. BJC 2000 ECOG performance status— N (%) 0 11 (30)
1 26 (70)
BaCkgrou nd Tumor type — N (%) Ovarian, fallopian tube, or primary peritoneal 22 (59)
_ _ _ _ NSCLC 4 (11)
* NaPi2b (SLC34A2) is a sodium-dependent phosphate transporter expressed in Endometrial 8 (22)
a high percentage of tumors from patients with epithelial ovarian cancer and ;’alﬁ’”'arydre“ta' ig;
allvary duc

lung adenocarcinoma, as well as other tumor types o . .
Prior lines of therapy for metastaticdisease (N=37) Median (range) 4 (1-13)
. XMT-1536 is a pOtent NaPiZb-targEting ADC With a high drug-to-antibOdy ratio _ Priorlines Oftherapy’ e caneer only(N =22) Mecjian (rangE) 5(1-11)
(DAR) and a controlled bystander effect

* Intracellular metabolism of payload generates an active metabolite, auristatin F, which . . ClinicalTrials.zov: NCT03319628
is not a Pgp substrate and not cell-permeable, effectively trapping the drug in the Dose Escalation StUdy De5|gn eaTTIan8er
tumor cell

* Preliminary safety and efficacy results are available from ongoing dose
escalation in patients with NaPi2b-expressing tumors

NaPi2b: An Antigen Broadly Expressed in Multiple
Tumor Types

* Restricted expression in normal tissues; generally limited to apical surface of ductal structures
* ADC well-tolerated in preclinical toxicology studies in both rat and non-human primate

® Tumor expression b 2 ﬁns.cérie : 2_~65 o
« > salivary duct carcinoma ’g” \‘(mz »;_1_-‘
o . ely ¢ i C I -
y X | ~* Papillary thyroid carcinoma V) Q ;g’“ _Q' ~ OnC USIOnS
. meadenocardnoms e Serious Adverse Events
~__ - Cholangiocarcinoma H score = 203  SAEs occurred in 13 patients (33%)
- Papillary renal cell cancer Yol 4 » Two treatment-related SAEs:
= - e
Epithelial ovarian cancer — ‘ v S Y : 1:}‘;, * Pyrexia, Grade 2, probably related, DL5 (30 mg/m?2)
N\, _ . ’%’ O e e Cardiac failure congestive, Grade 3, possibly related, DL4 (20 mg/m?)
Endometrial carcinoma :.)’ (mjmvﬁ:ﬂm;; Ve * Patient’s medical history included chemo- and radiotherapy for breast cancer
htps:/ /s proteinatias og/ * Seventeen SAEs unrelated or unlikely related to treatment occurred in 11
patients: intestinal/small intestinal obstruction (3), disease progression (2),
XMT-1536, a Potent, NaPi2b-targeted Dolaflexin ADC hypoxia (2), pleural effusion (2), abdominal pain, acute blood loss anemia,
cellulitis staphylococcal, cerebrovascular accident, hemorrhagic anemia,
XMT-1536 is an antibody-drug conjugate (ADC) malignant ascites, pericardial effusion, subdural hematoma, and vaginal
* Delivers novel auristatin payload specifically to NaPi2b-expressing cells hemorrhage
* Carries ~12 payloads per ADC molecule Dose-Limiting Toxicities
* Dose level 6 (40 mg/m?): Grade 3 AST elevation at Cycle 1, Day 8
H ized NaPi2b antibod —_—
mamzed RerEh anthedy + Resolved to Grade 1 within 21 days Acknowledgments

* Accompanied by Grade 2 ALT elevation which resolved to Grade 1 within 8 days, and
Grade 1 alkaline phosphatase elevation

* No elevation of bilirubin

* Dose level 5A (30 mg/m?): Grade 3 AST elevation at Cycle 1, Day 8
* Returned to Grade 2 within 7 days and Grade 1 within 13 days
* Accompanied by Grade 1 alkaline phosphatase elevation
* No elevation of ALT or bilirubin

' Fleximer polymer

- Enables high drug loading (DAR) and
excellent in vivo stability of ADC

Dolaflexin | - Highly water soluble, biodegradable scaffold
technology

Auristatin payload (AF-HPA)
- Proprietary; optimized for ADC
. - DolaLock controlled bystander effect




