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+ Depot injection formulations of peptide somatostatin receptor ligands [SRLs) are Figure 1. Effect of PPl on AUGC,,, Figure 2. Comparison of dose proportionality of
kil o - ey of SDD Tablets (20 mg) HMG capsules and SDD Tablets * The SDD tablet formulation of paltusotine was well tolerated
routinely used to treat acromegaly and neuroendocrine tumors [METs) +  Most common adverse events were diarrhea, abdominal pain, and
* Paltusotine (CRNDO208), an orally administered small molecule nonpeptide selective 1500 40N HEG Copaale o il headache, consistent with those previously reported and are similar to
somatostatin receptor 2 ($5T2) agonist has been shown to maintain GH and IGF-1 - - those observed with parenteral somatostatin receptor ligands
levels in acromegaly patients previously on depot 5RLs (ACROBAT Edge E 1008 § g gt I +  There were no serigus adverse events
NCTO3789656; Endo 2021 Abstract #7452) E £ 2000 T 2000+ A _./'I
* In healthy volunteers, the capsule formulation used did not exhibit dose 3 sood g i } 5 ' g . ) it
proportional pharmacokinetics (PK) at doses >40 mg, required a 2-hour post-dose 9 1000 2 1000 i 50D Tablets Exhibit Properties Superior to HMG Capsules
fast in overnight fasted subjects, and had the potential for reduced bioavailability = o Hi':l‘inm“mﬁﬁl- | e PattL ot ing SLILY TAGiets
when taken with proton pump inhibitors (PPI) ¢ PSS ST, - Mmg  Simg T iHmg  ehmg
+ Inthis poster, we provide data from a study in healthy volunteers of a spray-dried
dispersion (5DD) tablet formulation of paltusotine developed with improved PPl decreased AUC of 50D 5DD tablets exhibit dose proportional increase in AUC
tablets (20 mg) by onby 25% companed with HMG capsules
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Male and female healthy volunteers (n=48) who met inclusionfexclusion criteria Figure 3: Effect of post-dose fasting time on pharmacokinetics of SDD tablets (20 mg)
were enrolled in a single-center Phase 1 study [ACTRN1ZE19001562167; Study
CRNOD808-07). See Table 1. oo - — . /” SDD tablets show small ™
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Dose proportionality, 1 With PP 20 mg = E i :35 the post-dose fast time
' L Eoomd & is reduced to 0.5 hr. A0.5-
effect of PPI, and 2 Without PPI 20 mg 4 i to; : 1
SDD Tablets Food effe 20 £ g g 1.0 hr post-dose fast
food effect 3 ct mg F ¥ balances pati
- 804 . patient
(Figures 1 and 2) 4 High dose &0 mg = -3 convenience with highest
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comparison and 2 2 br post-dose fast 20 mg e zh MR aEn T M 3 % GAn '\‘_ at 4 hr post-dose fast _,/l
effect of food SDD Tablets 3 1 hr post-dose fast 20 mg A S Ackd lowering agants inchade
timing (Figure 3) 4 0.5 hr post-dose fast 20 mg F it _ _ N P, M2 blockers, antacids, PPl
Dose 1 1 hr post-dose fast 40 mg Figure 4. Dose proportionality of SDD tablets with 1 hr post-dose fast :LF:‘T‘::;"‘“T::::::
proportionality and 2 s Fast 20 Oy the effect of PP was
effect of fasting Subliihles i s 400~ G 4000 ey e B \ evabuated in this study.
(Figure 4) 3 4 hr post-dose fast 80 mg ; T SDD tablets exhibit dose
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apr- Bt o granalal e ¢aprube foe ol fiee, P - ol g mhibeton, SOHB-dpeary deied dispees nicen Raliel los rrulataes | \ ot S 'EGFIE"L.ISIDH
P9 Lansoguarcie 1% me was sdministered two limes 3 day fo theee days prior o sdminitration of paltusotine 3 E | pharmacokinetics in the : ] .
i e e e e e el Li Ny i 20001 dose range 20-80 mg * An improved 5DD tablet formulation of paltusotine has been
aoimubfestnln o povioate mmrsy enbec] momriphts Sempln st e 1372 miect In mech pariod. 22img S0 tablots s sl in Cad g 5 1000+ : when administered with identified and is planned to be utilized with a 1.0 hr post-dose
,—ﬁm“m ) ) " LN PERCOR AL fast in future trials including the P3 trials in acromegaly
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ﬁh‘:‘d Eg;”bl N ST \ 2mg domg 80 mg Zimg 49mg B0 mg P * The SDD tablet formulation is expected to be more convenient
o e E s I e e for patients because it can be taken with acid lowering drugs
was decreased 83% compared to a fasting state. This is consistent with an 83% HAo0t sronn MY Akl Moen & Mo et . .
decrease in AUC when the HMG capsule formulation was co-administered with a For Bhady CRE0CON, #!HMHHMM‘MM“'WFMJ I"\‘_ and rEdUCEE the pﬂ'ﬂt-dDEE fﬂSt!ﬂg time to 0.5-1.0 hr
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