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Background Patients, Treatment & Safety m Pharmacokinetics

Bone marrow neovascularization is a hallmark of multiple myeloma (MM) and progression is As of 01 September 2019, 20 patients were treated with 8 mg/kg MP0250, q3w (8 in Part 1, 12 in At the efficacy cut-off date of 05 November 2019, all 20 patients were evaluable for tumor response. Repeated MP0250 dosing led to sustained drug exposure throughout the treatment periods that
associated with a substantial increase in pro-angiogenic factors that promote bone marrow Part 2), 5 of whom were ongoing. Of the 15 patients whp d|sqont|nued 10 were QUe to d|sea§e One patient achieved a complete response (CR), 3 patients achieved very good partial responses  were analyzed (Fig. 3).
angiogenesis, including vascular endothelial growth factor (VEGF-A) and hepatocyte growth factor progression, 3 were due to adverse events (AEs), 1 patient died (from complications of sepsis), and (VGPR) and 5 patients achieved partial responses (PR) per investigator assessment (Table 3), Steady state PK of MP0250 in combination with bortezomib and dexamethasone is characterized

(HGF). Currently no agents blocking these two hallmarks are in clinical development in MM. 1 patient withdrew consent. Patients received a median of 7 cycles of the MP0250 triple combination giving an ORR of 45%.

MP0250, A TRI-SPECIFIC DARPIN® DRUG CANDIDATE, selectively inhibits two signaling pathways (range 110 35), and 5 pe.‘;'ir:ts 1re|c;e|;/_ecrjlt21: dcgg:les. haracteristi
(VEGF/VEGFR and HGF/c-MET) that are key regulators in the development and progression of MM. able *. Tatient and diS¢ase characteristics

by a mean half-life of ~2 weeks and a limited accumulation ratio of ~1.5 (based on C;, C,.., and

Six of nine patients who were relapsed or refractory to a Pl-based regimen prior to the triple  AUC; Table 4). This ratio was as expected according to the dosing schedule and the half-life of
combination achieved CR, VGPR or PR (Fig. 2). Median duration of response was 5 months (range,  MP0250 when administered as monotherapy.

. . ; N=20 N=20 . . . .
These pathways directly affect tumor cell growth, and also shape the tumor microenvironment by Age (years), Median (range) 53 (46.76) | [Time from diagnosis (years). Median (range) | 6.7 (1.3-15.9) 2 to 24). The patient with CR and 2 patients with VGPR have been on treatment for more than 9 i _ s of
promoting bone marrow angiogenesis and bone destruction, as well as mediating drug resistance to " ; — wor ~ o0 months. - igure 3. Plasma concentration (mean, SD) vs  Table 4. Non-compartmental analysis o
. - 12 - - Males, n (%) 10(50%) || N prior lines of treatment, Median (range) 4 (2-9) Table 3. Characteristics of responders time profile over four MP0250 doses (8 mglkg) ~ MP0250 plasma concentration vs time
proteasome inhibitors (PI) and immunomodulatory drugs (IMIDs)"“. MP0250 contains four designed 166G, @) 0 7 (35%) 2-3 lines, n (%) 9(45%)
ankyrin repeat domains, two that bind to HGF and VEGF with high specificity and sensitivity, and two 1 13 (65%) 2 4 lines, n (%) 11 (55%) Pt#Gender| Age | Durie/Salmon | High-risk N prior | Pl-based regimen |N cycles| Response on E 100
. . . . . . R 0 . . . . . g’l_ - . L .
that bind to human serum albumin (HSA) in order to increase plasma half-life (Fig.1). Hematologic values, Median (range) Last therapy prior to MP0250, n (%) |years)|stage at diagnosis| cytogenetics | therapies | prior to MP0250_| MPO250) _ MPO250 H max | amit s | iy | b
B2-microglobulin (mg/L) 32(1541.1) || MD r(35%) L Stage 2 q gain 4 Yes 14+ CR g Nean | Mean | Wean © | Mean
emodioti (9L 11. y (5 8-13 8) IME[D(;I-DI::;|8 " 3 (;5:/0) 2 F 64 UNK No 3 Yes 39+ VGPR g (range,n) | (range,n) | (range,n) (range, n)
A anti- + 5(25 S irst infusi
Platelets (x10°/L) 191(38327) || o ; 2250;3 3] M | 62 Stage 2 No 4 Yes 14+ | VGPR E Firstinfusion | 170 | 48 | 45 | 130
? 8
ANC ().(1 07 L)o 29(12:64) |IRR 10 last therapy prior to MP0250, n (%) 15(75%) 4 i o7 Stage 2 No > No 1 VGPR = Steady state 199 67 60 14.3
Cytogenetlcs, n (%) 0 IMiD 4 (20%) 5 F 69 Stage 1 No 4 No 10 PR § 0 | | | ’ (third infusion) | (159-248,n=6) | (49-91,n=6) | (47-82,n=6) |(12.6-16.9,n=5)
. . :(j ?2')? 16:032) 1((:;%({;)) IMiD + Pl 3 (15%) 6 F 63 UNK 19 gain 3 Yes 8 PR = 0 21 42 63 84 Plasma sampling: pre-infusion, 5 == 10 min after end of infusion, 2h == 1 h
anti-HGF anti-VEGF . ;14)(p10;9 0 anti-CD38 + PI 5 (25Y% . . Time (day) after end of infusion.
anti-HSA anti-HSA 53 deletion 2 (10% (2 oo) ! F o6 Stage 3A 1(3:14)(p16:932) 3 No 3 PR N patients analyzed per dose: 1st n=14, 2nd n=10, 3rd n=6, 4th n=>5)
Po3 GeK (10%) Pl 3 (15%) s| M | 67 Stage 3A No 2 Yes g+ PR
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Figure 1. Model of MP0250 (binding surfaces shown in colour) The most frequent grade 3-4 AEs were hypertension, thrombocytopenia, anemia, hyperuricemia _ .
DARPin® s a registered trademark owned by Molecular Partners AG and proteinuria, as anticipated for the underlying disease and the anti-VEGF mode of action. Case study: The patient with the longest MP0250 treatment AL L
. . . . . . , . . . . . . D 3mo 6mo
Preclinically, MP0250 enhanced sensitivity of MM cells to bortezomib, inhibited tumor growth and Discontinuations due to AEs occurred in 3 patients (2 proteinuria; 1 asthenia). Of note, no duration and refractory to all prior treatments is depicted:
! . . ! . - infusion- ' : i i Patient #2, was diagnosed with IgG kappa MM in May 2016. & *° 7
reduced bone destruction®. A phase 1/2 open-label, single-arm study of MP0250 plus bortezomib trlcleatfmehr_\tt:elated dezthj o;m}fus;\on rc;la;ed reagh;x:jst?ccurlrsd, 3 patl_e nts had peripheral edema, sh L 43 o J i t ? tpp 00hosoh ye d g R o > MP0250 administered at a dose of 8 mg/kg g3w is adequately tolerated when combined with
and dexamethasone (triple combination) in patients with relapsed/refractory MM (RRMM) was all of which were grade 1 (2 of whom had associated hypoalbuminemia). @ received 3 prior lines of trealment (cyclophosphamide- - 2 bortezomib and dexamethasone in patients with RRMM, with no unexpected AEs reported to
" n I I - ' I - ' Q PR - !
initiated in May 2017 (NCT03136653). The initial phase 1 dose escalation (part 1) is completed and Table 2. Treatment-emergent adverse events in 22 patients (N=20) thalidomide-dexamethasone; bortezomib-dexamethasone; date
8 ma/ka MPO2 ish " Phase 2 or the trip| i g E———— bortezomib-lenalidomide- dexamethasone), with a best VGPR 7 " _ S . .
mg/kg MP0250, g3w was established as the recommended Phase 2 dose for the triple L Cre 70/) grace 2 o response of SD for each line. She started MP0250 triple _  _ » Preliminary efficacy results are encouraging with a 45% ORR in heavily pretreated RRMM
combination. The phase 2 dose-expansion (part 2) is ongoing, evaluating safety, tolerability and 0 0 . ' . . 18 42 6 0 6 12 18 24 30 i i ing i i i i
o o Ip v tﬁh | (Ft> | M)P025 (?d 9, X tg i l}éRMM X yh Hypertension 15 75 9 45 therapy in August 2017 and experienced a VGPR lasting 24+ Time (months) patients, mclu@mg in patients refractory/relapsed on the last Pl-based therapy prior to MP0250
€lficacy or tne triple com Ina lon at tne .Se elC € | 0Se Inlpa I.en S WI 1r Wno have Thrombocytopenia 12 60 8 40 months. Treatment is ongoing. plus bortezomib and dexamethasone.
progressed after bortezomib and an IMiD either alone or in combination. Preliminary data for Infection (locallorgan) 9 45 0 0 > Recruitment and evaluation are ongoing of MP0250 in combination with bortezomib plus
patients treated with 8 mg/kg MP0250 are reported. Eﬁ.rgrﬂza : . : . Figure 2. Treatment duration dexamethasone in MM patients who are relapsedrefractory to their last treatment regimen
- Polyneuropathy 5 o5 0 0 which must have included a PI (carfilzomib or bortezomib).
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Patients receive MP0250 8 mg/kg, IV on day 1, subcutaneous bortezomib 1.3 mg/m? on days 1, 4, lDysghonia 5 10 0 0 s :_” CONTACTS: Corresponding author: norbertgrzasko@gmail.com; Phase 2 enrolment : info@molecularpartners.com
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*22 g albumin/24 h urine collection



