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A Phase 1 Study of PRL-02, a Long-Acting IM Depot Injection of Abiraterone Decanoate in Patients with Prostate Cancer
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BACKGROUND METHODS-CONTINUED RESULTS-CONTINUED

= PRL-02 is a Iong-actl.ng IM depot injection of abiraterone decanoate, a = T levels are talfen every 7 days starting from Day 1 during Cycle 1 and Figure 3. Plasma Abiraterone Concentration (LLOQ=0.25 . .
novel prodrug of abiraterone every 28 days in Cycles 2-4 . Figure 5. Serum Testosterone Concentration! by Dose? —
= PRL-02 preferentially inhibits CYP17 lyase, which blocks androgens = PSA is taken at Day 1 of Cycle 1 and Day 84 of all cycles ng/mL ng/mL) by Dose' — Phase 1 Study ng/dL Phase 1 Study
without harmful increases in mineralocorticoids or depletion of steroids —— 180 mg (n=3) ~— 180 mg (n=3)
in the glucocorticoid pathway (Figure 1) Figure 2. PRL-02 Phase 1 Trial Study Design (N=16)* 4 - ~- 360 mg (n=3) 12 - ~- 360 mg (n=3)
®* |n a castrate monkey model, PRL-02 depressed testosterone (T) through — 720 mg (n=3) 10 - = 720 mg (n=4)
. : : —— 1,260 mg (n=3) —— 1,260 mg (n=3)
14 weeks to levels comparable to clinical results with oral abiraterone I[:ZLT d 3 - g - 1.800 mg (n=3)
acetate (AA) but with lower and less variable plasma exposures! er"‘%;y ! " e n
= Nonclinical data study results suggest that PRL-02 has the potential for DLT O -
a superior therapeutic index and safety profile compared to oral AA? Period " ", o 2 4 -
| | o, . ) )
Figure 1. Metabolic Pathway of Cholesterol to Androgens ooy ] " ", oy 1 - *
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Figure 4. Patient Swim Plot! — Phase 1 Study? Table 1. Overall Summary of Adverse Events (AEs) by Dose!

RESU LTS Number (Percent) of Patients
180
Adverse Event Category (n=3)

Abiraterone acetate :
targets CYP17 Pregnenolone — Progesterone Deoxycorticosterone Corticosterone
hydroxylase, leading to

an increase in = At the data cutoff of July 29, 2022, 16 patients median age 68 (6

Patient mCRPC3

mineralocorticoids anc | | 180mg mCycle 1@ T<1 ng/dL or 290% CFB )
e e u CYP17 Hydroxylase mMCRPC, 10 mCSPC) were treated at. 5 dose Ieve.ls. 180 mg, 360 mg, 720 X103 S Cycle 2mAndrogens <LLOQ :
mg, 1,260 mg, and 1,800 mg; 3 patients had prior docetaxel X102 S [— u Cycle 3mOn-Study AnyTEAE® — 2(66.7) 2(66.7) 4(100.0) 2(66.7) 3 (100.0)
" There was a mean maximum abiraterone plasma concentration of 1.65 X101 S Aso = Cycle 4 m Off-Study Treatment-Related TEAE? 2 (66.7) 0(0.0) 2 (50.0) 2 (66.7) 1(33.3)
17-OH Pregnenolone gy 17-OH Progesterone 11-Deoxycortisol Fortisel ng/mL, 1.64 ng/mL, 3.56 ng/mL, and 1.86. ng/mL for the 180 mg, 360 360mg cerious TEAEL o (_(5._0_) “““ 0 _((3._(3)_ “““ 0 i(_)._(‘;) ““““ . @éja_)_mi_(é_ié_)m
| mg, 720 mg, and 1,260 mg doses, respectively (Figure 3) X203 S EEENNETS% Soeees oo
T P eferentall 1 crerriyase = PSA responses were dose-dependent and reported at dose levels of 720 X201 S I Treatment-Related Serious AE®  0(0.0) 0(00) 0f00) 0(00) 0.0
the S:gs;esdatraerget, as mg and above (Figure 4) X202 S |— S TEAE? t.ha-t.QuaIify. as a 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0)
suppressed without = Although plasma abiraterone exposure was low, continued dose- 720mg Dose-limiting Toxieity ...
steroids —' dependent T suppression (Figure 5) was observed in all patients X304 R Fatal Events 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
= Nine patients in whom data is available achieved either a 90% reduction X301 S [—— 1 Cutoff 7/29/2022 with updates made based on the Safety database
. X303 S | ] 2 Treatment Emergent Adverse Effect
OBJECTIVE in T or values <1 ng/dL at Cycle 1 Day 28 | 307 - >PSABS G i - CONCLUSIONS
= At the dose levels of 1,260 mg and below, no changes in progesterone >PSAS0 2PSATS
We present results of an ongoing dose-escalation Phase 1 study or corticosterone were observed 1>’<24%°3mg R —— - = PRL-02 was well tolerated, with minimal adverse effects observed at all
evaluating the safety and efficacy of PRL-02 = Preliminary data suggests that the 1,260 mg dose shows more lyase _, 2PSA0 2PSAS0 doses
o X402 R | |
selectivity X401 R |2 77 " Dose-dependent and durable T suppression was observed; this was
METHODS = Although serial radiology was not prospectively required per protocol, 1 800mg e e associated with PSA response and evidence of radiologic improvement
= The phase 1 trial uses a standard 3+3 dose escalation design (DLT period  there was radiographic improvement in 4 patients with data available X501 R IMPLICATIONS
= 28 days) intended to identify a RP2D with adequate suppression of T (Figure 4) X502 S
(<1 ng/dL) for a minimum of 84 days (Figure 2) = PRL-02 was well tolerated with no treatment-emergent adverse effects X503 S Available clinical data confirms the potential for a superior therapeutic
= PRL-02 is administered as an IM injection every 84 days (1 cycle) (TEAE) that qualified as DLTs, treatment-related serious AEs (Table 1), ) % index and improved patient convenience. This hypothesis will be tested
= Patients with biochemical relapse, mCSPC, or mCRPC and had a prior signhs of mineralocorticoid excess or related liver enzyme elevations, 0 28 55 84 112 140 168 198 224 250 oso’/  inPhase 2 once the RP2D has been identified. The study is ongoing
orchiectomy or ongoing GnRH analogue thera Py for at least 3 months tr.eatment.discontinuations due to TEAES’ or TEAEs related to PRL-02 Days on Study f‘:\;:)e;‘;e:; al. J Clin. Oncology. 2021. xz::::iii?;us;s provided by Xelay Acumen Group, Inc., and
and a screening T level 2 - 50 ng/dL are included with severity greater than CTCAE G2 s oA 15 2020 Pt el 6125 et s 2. Moore et al. J Clin. Oncology. 2022.  funded by Propella Therapeutics, Inc.
= Patients with prior treatment with a CYP17 inhibitor and/or concurrent = There were 4 related G2 events including insomnia, fatigue, loss of 2 Relclogy was ot proapecivly ollcte and was dane o0 SOC, Dt et e avalat o 4 patents 0 dcalc BIESERE] Lo 1 ore information or to request a copy of
treatment with an AR blocking agent are excluded appetite, and hot flashes 5 C1D PSA vanes ueed as haseline values for response calculation, A postbaseline PSA value of 0.01 was used for respanse calculation I the post-baseline value =2 the poster use the QR code or contact:
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