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BACKGROUND METHODS (CONT. RESULTS (CONT.

Pioglitazone (Pio) Efficacious for NASH but Limited by PPARy Effects - Double-blind, randomized, placebo-controlled study in healthy subjects
« Achieved "Resolution of NASH without worsening of fibrosis” (Phase 4 triall) - 7 days of repeated dosing to achieve steady state
« Only drug recommended for NASH by AASLD & EASL Practice Guidelines? - PXLO65 dosed as 7.5, 15, or 30 mg tablets

Major Metabolites Reduced with PXL065 vs Equivalent Dose of Actos

Reduction of 57% with PXL065 15 mg vs Actos 45 mg
(expected because 2-fold difference between equivalent doses of PXL0O65 and Actos”’)

« Currently prescribed by ~14% of physicians for biopsy-proven NASH3 - Actos 45 mg’ as reference listed drug
 Limited use due to PPARy effects: weight gain, fluid retention, bone fracture - Food effect (high fat, high calorie breakfast) assessed for PXLO65 15 mg 1000 - Exposure to M-1ll on Day 9 2000 Exposure to M-IV on Day 9
- Endpoints: safety, tolerability, PK 900 7] Mean TotaMill- Actos 45 mg o Mean Total-MIV- Actos 45 mg

PXL065: NCE with Benefits of Pio, Reduced PPARy, New IP, 505(b)(2) - PK Analysis 800 | l . Mean Total-MIll-7.5 mg 1600 ]{HH —+Mean Total-MIV-7.5 mg
- Pio known safety profile, used in T2D for >20 yrs: + Quantitation of R- and S-pio used validated LC/MS-MS method g 191 Hl ] Mean gim:::zgsor:ngg %1222 I "+ Mean Tota 3:5213%?9

- >30 Mil patient-years of exposure* - Quantitation of M-III and M-IV used qualified LC/MS-MS method g | g I

« Established CV outcomes benefit> - PK analysis with Phoenix WinNonlin 8.0 or later (Certara L.P.) (non- 2 400 ] £ 800 4
« Pio exhibits both genomic (PPAR) and nongenomic mechanisms of action compartmental extravascular dosing) ‘fg“} 300 ,‘ § 600 J

(including inhibition of mitochondrial pyruvate carrier (MPC) & 200 5 400 {

100 200

Pio complicated as a mixture of 2 interconverting stereoisomers
PXLO65 is stabilized, preferred R-stereoisomer of pio for NASH
Deuterium stabilizes the chiral center but does not change metabolism Safety & Tolerability

N [/ « PXLO65 was safe and well-tolerated at all doses
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PK Results

A N

/\O\/\ M /©/(R)‘/’(NH /\QK/\OO/(R)S.(NH - Exposure to total R- and S-pio (deuterated + protonated)
o)

p,oghtazone PXLOGS Stabilization confirmed with R/S ratio of ~80/20 at all doses of PXL0O65
\_ Interconverting mixture of R-and S-stereoisomers -/ \_ deuterium-stabilized R-pio ) R-pio exposure similar at 3x lower dose of PXL065 vs Actos (15 VS 45 mg)
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Data as mean (n=6) £ SEM for M-III (left, sum of protonated and deuterated M-III) and M-1V (right, sum of protonated and
deuterated M-1V) following dosing of PXLO65 or Actos

Same Relative Exposure to Total Pio, M-I1I, and M-IV
after Dosing PXL065 vs Actos

100%
SRR

- S-pio exposure 5x lower after dosing PXL0O65 vs Actos (15 vs 45 mq) gent dosed o Total P
Preclinical studies showed dramatic differences between S- vs R-pio  55% - 75% higher relative bioavailability to total pio after PXLO65 vs Actos PXL065 - 7.5 mg % oo, .TZZ Mj”
S-Pio (stabilized) PXLO65 (stabilized R-pio) ) E“mmatlon_ t1/2 _Of R-or S-pio unchanged with PXLO65 vs Actos PXLO65 - 15 mg 6,505 6,034 13,458 = Total M-IV
+ MPC inhibitor weommimn . MPC inhibitor * Dose prgp(_)gtlolnallty :Dn_l_expo.s.t;re obos6erveczlzfg/on; % gmg t°d3106”2/9 fOf 'ZXLg65 PXLOG65-30mg 13,802 11,286 24,492 s0%
. Strong PPARy agonism e - Very weak PPARy agonism * Intra-individual variability with PXLO65 ~22% for Cp,, an o for AUC, 4 Actos - 45 mg 12,567 13,861 30,567
: . _ _ . . - Similar variability observed with Actos

« Undesired side effects: (piogltazone) - Little / no PPARy-related side effects . . : 25%

 Wei - g . « No clinically meaningful food effect (~15% reduction of C__, and AUC_,,)

Weight gain - Anti-inflammatory ) ) max
~ Fluid retention Q ’ Activity in NASH - Exposure to major metabolites, M-III and M-IV o
y  No change in metabolism with deuterium at chiral center compared to pio - PXLO65 (7.5 mg) PXL065 (15 mg) PXL065 (30 mg) Actos (45 mg)
(no new major metabolites)
S : ®, o |RFI0 - Tablet formulation reduced PK variability vs capsule (used in Phase 1a) CONCLUSIONS

1. Deuterium stabilizes the chiral center of R-pio resulting in
reproducible enrichment of the preferred stereocisomer (R-

15 mg PXL065 Dose Yields Similar R-Pio Exposure as 45 mg Actos

Phase 1a PXL065 (7.5, 22.5, 30 mg) vs Actos (pio, 45 mg) met goals®’ while S-Pio Exposure Decreased by ~5-fold : .
- Demonstrated good safety & tolerability 2500 | 2500 ; | p|0>>$-p|0) at steady state
- Relative exposure to R-pio increased >3x {|  FxposureloolalRopio 5 Exposure to Total S-pio 2. Deuterium at the chiral center does not change the
- Dose proportional up to 22.5 mg and Y2 exposure to metabolites 2000 4, 2000 | metabolism of pio.
OBJECTIVES OF PHASE 1 b STU DY §1500; PXLOBS30 Mg Eyc o ] e PXL085 30 mg 3. Based on preclinical and Phase 1 human PK results, ~15 mg
I ——PXL06515mg = ] ——PXL065 15 i i i imi i -nio -
. Assess safety and tolerability e Al Pxioes7emg £ PxLo60 7_5";99 PXId_065 IS prfefc_:llcted to yield similar chroelﬁ e_xplosure to R-pio
- Pharmacokinetic (PK) evaluation gl “ehctosdsmg £1000 - Actos 45mg an NAS_H efficacy - as 45_mg Ac_tos with little or no PPARYy-
- Assess and compare relative exposures to R- and S-pio s00 111 S related side effects (e.g. weight gain).
- Evaluate dose proportionality up to 30 mg I e ) g 4. Phase 2 trial (Destiny I) in biopsy-proven NASH patients
- Assess intra-individual variability & food effect 0 Srrrrrrrrrrrer e 0 MAEERER A e (NCT04321343) started Sep 2020
 Assess and compare exposure to major metabolites, M-IIT and M-IV P2 4 0 80 T e e 18 20 a2 02 46 81012 1416 18 20 22 2
METHODS Formation of protonated S-pio. due to some limited dedtertum ¢ hyarogen exchange. Tn vivo. - e ¢ L ooo erAos NOTES & REFERENCES
Single dose - ibi - - * k DRX-065. Poxel ired DRX- folio of
Screening PKlggseesgﬁveent Repeated dose (7 days) PK assessment End of study PXL065 Exhibits Dose ProPort'°nal|ty at All Doses (7'5 to 30 mg) 3 dz?’i:z)one)asl ;Veausteffgg gr(l;lz'ugn(c);vnn d%ztes fr(())r?’ISDeS;(eeR)?ci:r?L;(;el% 065 and a portiolio o
{ : R : Y : \ osedl| Exposure to R-pio on Day 9 vooo | Exposure to S-pio on Day 9 1. Cusi, et al., Ann Intern Med. 2016, 165(5), 305
Actos® 45 mg (n= 6) — 16000 | ’ __ 4000 | 2. EASL, EASD, EASO, J Hepatol. 2016, 64(6), 1388; Chalasani, et al., Hepatology
£ 14000 | o v =376,99x E 3500 r ° 2018, 67, 328
& 10000 | e e i 2600 | o ¥=90.308x 3. Rinella, et al., Therap Adv Gastroenterol. 2016, 9(1), 4
LR B e T o T w8000 | . . @ 2000 | N ; | 4. Takeda 2014. https://www.takeda.com/newsroom/newsreleases/2014
e —— 2 00y A R s 1s00 ke 5. DeFronzo, et al., Diab Vasc Dis Res. 2019, 16(2), 133
PXL065 30 mg, pbo (3:1 active:pbo, n = 8) [ § A 500 | £ e Mean PXL065 6. Bolze, et al., Hepatology. 2019, 70(S1), 1264A (AASLD Abstract 2135)
L L E— B e L 7. Actos® is a 1:1 mixture of R-pio & S-pio. The highest approved Actos dose is 45 mg.

Equivalent dosing of R-pio with PXLO65 is 1/2 dose of Actos (e.g. 22.5 vs 45 mq).
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