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Chemical Structure of PT-112 Demographics and Dose Levels | Safety Profile of PT-112 Durable PR (6 mos PFS) in NSCLC | Durable PR (>1 year PFS) in Advanced Thymoma Patient
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« Minimal DNA binding and a lack of sensitivity to DNA 1 47 71 | bysgeusia 3 (6%) 0 -
damage repair pathways in vitro indicate DNA is not the | | fTumor Types infusion Site Pain s % o - || Fioure 2: PRin a Post 10 NSCLC Patient. Patient received multiple | - = pose Acministerec
i it _ 1 Appendiceal 2 3 i . lines of radiotherapy and four lines of systemic therapy, including 15t line Pt
. Etlfmary mEChamStl(.: taerEt OﬁIPT 1|12 : b A Basal Cell 1 2 " No Grade 4 or 5 drug-related AEs were experienced doublet, TKI, and anti-PD-1. Following response to 1%t line treatment, best Figure 5: PR in an Advanced Thymoma Patient with 4 lines of prior treatment. Marked tumor shrinkage at pleural site of disease was observed at the
_ EC-tS on apoptOSIS ana cell cycle prOtelnS observed In Bladder 1 2 Table 4: DLT Patient Characteristics response to all subsequent treatments was stable disease (SD). A durable RP2D over the first two cycles, representing a PR via modified RECIST SWOG criteria for pleural disease®. After a period of 8 weeks’ treatment
vitro include p53, MDM2, p16 and downstream CDKs Breast 2 3 Patient & PR was achieved with PT-112 at a dose of 250 mg/m2, first observed after interruptio_n, unrelated to disease or side effects, co_ntinued_tumor shrinkage was .observed. After a total pf 5 cycles _qf tr.eatmen_t, at which point response
* Biodistribution profile in mice demonstrates delivery of Cervical / Uterine 3 5 Parameter 2-05-009 3-05-005 2-09-012 3-10-017 2 cycles, with tumor rgductions reaphing 39% as measured b_y RECIST was ongoing, therap_y was suspended f_or observ.atlon. Patient remains progression free aftgr 1 year. Disease stablllty Is ongoing, with no therapy since
active concentrations to tissues that are important sites Colorectal_ 6 9 Dose Level (ma/ka) T oo B . 1.1. Complete metabollc response via p.ET was observed at prmary.mng March 2018. An additional thymoma patient experienced tumor necrosis and limited tumor shrinkage prior to treatment discontinuation (data not shown).
£ di . d d - tably | Endometrial 3 5 Gender/Age Fermnale/7 Female/74  Female/34 Male/56 as well as hepatic and bone metastatic sites (data not shown). This clinical _ . .
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« Robust induction of immunogenic cell death (ICD) has Head and Neck 13 20 | pLT Cr 3 hypersensitviy  ©' 2R°")  Gi3rash | Durable PR (>1 vr) in anti-CTLA4 CRPC DO e PT-112is well tolerated with clear signs of anti
) ) ) ) L 6 9 Pancytopenia : Toxicity y h | d
been observed in vitro and in vivo: Mur;g ; ; Reaction cancer activity in heavily pre-treated patients
. elanoma No. of Prior Li fT A - - . .
o Release of damage-associated molecular patterns Mesothelioma . 2 | caboion ST s L 3| + PD-1 Refractory ES-SCLC Pt crossing numerous solid tumor types
(DAMPS), indicative of ICD induction Neuroendocrine 1 2| | [Taxane/Vinca Taxane(x2 Oxal| Cis/Taxang Carbo Baseline After 2 Cycles * Activity across a wide range of dose levels
o Large increases in T cell populations in tumor tissue Osteosarcoma 2 3 | [Radiotherapy No No No No T Indicates a broad, positive therapeutic index
in murine models Ovarian > 8 | felvicDisease =S - e = Durable PRs / long-lasting PFS after treatment
) _ _ Pancreatic 2 3 | Bone Marrow Eunctionat | ' 2Anemia; Prior Therapies : : "
o Robust evidence of synergy in murine allograft Prostate 10 16| | [Entry Gr | Radiotherapy completion, with no additional therapy, were
models in combination with checkpoint inhibitors Skin 1 2 AT el ekl Gri’g;gg ikl Doentoel 0 = = = ; ; observed with PT-112 monotherapy in non-
o 100% tumor-free survival in murine ICD vaccination e 2 I R ) 8 iy Normal Normal  CreatinindLow Creatinine Coure 6. PSA R T 1 Trement A emetatr st responders to prior immune checkpoint inhibitors
models, the gold standard for ICD validation Thyroid = 2 | Lver Mets No Yes No No STV e ' o o ey o Dramatic and durable PR in thymoma is indicative
These data ’Suggest SN2 iy el (5e & resir Sites of Disease Bone Mets NG NO No No prostate cancer (CRPC) patient dosed at 200 mg/m? had a 78% decrease f rp— "
. . -in- Lung 28 42| | Ppenic Mets (Bulky) No - . il in serum PSA while on PT-112 treatment. oT potential In this rare disease
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- _ - - - : _ : : : : Ketocanozole + 200} -+ PT-112 Treatment Start | cfy . adaptlve Immune response In patients
M h D ian Single 29 44 Heav“ Pretreated Patlents Wlth Figure 3: PR in a I-O Refractory ES-SCLC Patient. Patient experienced Hydrocortisone y ) _ ) :
ethods / StUd_y esliyg Multiple 37 56 y tumor shrinkage of 42% by RECIST 1.1, in addition to a 72% reduction in Abiraterone E om0l b ¢ . Further development in CRPC is also warranted,;
A 3+3 study design was used to determine safety, | | [Median Prior Lines of Systemic Therapy 4 PFS 26 Months (9) serum carcinoembryonic antigen levels, at the RP2D. Patient was Enralutamide T ) S reductions in PSA or other biomarkers in 5/10
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tolerability, and the recommended phase Il dose (RP2D) of Tumor types in which objective evidence of biological activity Head & Neck 50 e i 18 previously treated with combination ipilimumab and nivolumab, with rapid Lavende Treatment heavily pre-treated CRPC pts may be partly related
_ p _ ] Head & Neck 2-0 166 1olE months and remained progression free 7.2 months after treatment Radiotherapy o to biodistribution to bone tissues
Pharmacokinetics (PK) and anti-tumor effects were also (48-125 mg/m2) | ' ' discontinuation, with continued tumor shrinkage at distal sites (not shown). Dexamethasone O aie 112916 BR0T | 112817 PT-112’s safety and efficacy profile make it a
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* RPZD deCIared at 360 mg/m2 on the baSIS Of anti-tumor > @ © monis, 1 0 ° 0 ° (360mg/m2) 4 > > - ; - ' gzzzzz g : § ’ 1. Ames, T. D. et al. Findings across pre-clinical models in the development of PT-112, a novel
activity Safety and dose-linear PK prof”e Best response of SD or 4 1 2 2 5 3 4 2 0.0 10.0 20.0 30.0 ( h4(§.0 50.0 ' | 4 é .! l J investigational platinum-pyrophosphate anti-cancer agent. European Journal of Cancer 69, S153
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e Mild fatigue most common side effect; Ilimited : - i _ _ " 2. Ames, T. D. et al. Translational Research of PT-112, a Clinical Agent in Advanced Phase |
9 . . . Reasons for treatment 12 3 10 5 16 10 5 3 PT-112 (I;’.FS aft.er PT 112 . F;:Ior Pt-based Other prior therapy 10003 .._.‘l ' ' ¢ Development: Evident Bone Tropism, Synergy In Vitro with Bortezomib and Lenalidomide , and
myelosuppreSS|on _and neurotoxicity | discontinuation, n Iscontinuation therapy 0 50 100 150 200 250 300 350 400 450 Potent Efficacy in the Vk*MYC Mouse Model of Multiple Myeloma. Blood 130, 1797-1797 (2017).
« Tumor control, biomarker, and metabolic responses e p————— 3 5 4 | 11l 4 4 5 Figure 1: Treatment durations for PT-112 and previous treatments for Figure 4: PET response in Pancreatic Cancer Patient. A metabolic | - Doss (mg/m) | > Z%T?;Z.&"T'E,ﬁl%Z"é‘iﬂie'?f;ﬁﬂﬁ;"é;fél?T&?nefr'f;fhee"r:ﬁffgobnyf;lnif(zz‘i?)er presemiaton &
observed at doses =125 mg/m2 patients with PFS 26 months on PT-112. 9 / 66 patients achieved PFS response via PET was observed in a patient with pancreatic cancer after Figure 8: Pharmacokinetics of PT-112. Parent compound in plasma was 4. Karp, D. D. et al. A phase | study of PT-112 in advanced solid tumors. JCO 35, 2519-2519
- - - - Treatment related AEs| O 0 3 1 4 2 1 0 _112- 2 ion in si ' (2017).
« Durable partial responses (PRs) achieved in thoracic =6 _months on the PT-112 _101 study. There are_two kr_lown cases where two C)_/cles of treatm_ent at a dose of 250 mg/m?. The reduct_lon_ in _S|gnal measured using 13 samples on days 1 and 8 of cycl_e 1,and 3 samp_les on E Teho. AS eval A pracical guide oINS SouiThest Oncology GIoUR(SWOG) fo measure
wrers sering &t 950 adtR Jnelvelte T mEdEmie Unrelated AEs 2 0 0 0 0 2 0 0 patients remained progression free for a long period of time after treatment intensity, coupled with the hollowed out appearance, are indicative of day 1 of cycle 2. C, ., and AUC, (data not shown) increase proportionally malignant pleural mesothelioma (MPM) tumors by RECIST and modified RECIST criteria. J
_ g _ g : _ g_ _ _p discontinuation in the absence of PT-112 or any other treatment. All 9 tumor necrosis with immunological effects. This clinical case was with escalating doses. Elemental Pt in plasma and plasma ultrafiltrate Thorac Oncol 6, 598-601 (2011).
resistant or refractory to immune checkpoint inhibitors Other 1 0 1 0 1 2 0 1 patients had documented disease progression at study entry. previously presented?. exhibits similar dose-proportional trends (data not shown). Contact authors at tames@phosplatin.com




