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Phenylketonuria (PKU) is characterized by the toxic accumulation of The PK model was fitted to the.MAD da.ta for M_ZE7_82' Cenjtral and p_erl.phe.ral The Phe homeostasis model in PKU patients and PK model were combined . g
ohenylalanine (Phe) in blood and brain due to deficiency in Phe compartments volume, absorption half-life, distribution half-life and elimination to simulate the change in Phe from baseline, and excreted urine Phe meChar“St'C model

hydroxylase (PAH), the enzyme that breaks down Phe. Solute carrier half-life were calibrated to the available PK data [1]. amounts over 24 hours interval at 28 days for both repinatrabit and MZE782 o
family 6 member 19 (SLC6A19) is the major transporter responsible MZE782 PK (MAD) administration. The model recapitulated observed repinatrabit % change in deSCﬂb”']g Phe
for free neutral amino acids uptake in the intestine and their BID QD plasma Phe data [3] and was subsequently used to simulate the model-
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predicted effect of MZE782 in PKU. hOmeOStaSiS and

Phe percent change - MZE782 Administration

TR el pathology for PKU is

reabsorption in the kidney. Inhibition of this transporter might be a
viable therapeutic approach to safely lower the Phe levels in PKU
patients. MZE782 is a small molecule inhibitor of SLC6A19, in early
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The model was used to investigate the effect of Phe metabolism rate and

MZE782 BID for 28 days in PKU patients. The model predicts the same level

of percent change of Phe in plasma for different Phe intake rates, whereas this
end point was impacted by different metabolism rates. A larger metabolic rate frOm HV to PKU

Increased this end point compared to baseline, and a smaller metabolic rate

|C50 reached 65 umol/L and daily urine Phe excretion reached 5.65 mg [2]. In
PKU patients, a decreased Phe intake rate of 1,628.75 mg/day and
decreased metabolic rate, that is 3% of HV's metabolic rate was used. This

patients to support

parameterization resulted in a steady state Phe levels of 1,043.53 umol/L

. I reduced it.
boun R e i iewrpwmwesest] Clinical decisions.
rd - - o [ e intake (mg/day) | | I |
g Phe excretion in HVs e i ' —800 i i ‘| € 50lil.—1XnominalKmet _/ /i
g 2011 1600 T/ 8 T — - ”:
Excretion Phe homeostasis model in HV and the PK model were combined to simulate £ | ;ggg : | IS | 2: X noniwmal K;met | :
excreted urine Phe amounts over 24 hours post dose for SAD and MAD ¢ i | i i e A0T TN i R T N AVAR Want to |
Dru . . . . = 40 1-r{----r----- - 4------- A==f---- -1 = [ 1) i i | | i dnt 10 learn
g studies for both repinatrabit and MZE782. Final model captured the observed & i i | i | & N | | ! | E ,E
: . . . S | | | | R I e - foeee e more about model
Perlpheral urinary excretion data in HV well [1,2]. 8 oL\ L s | , | : | ,
net Phe in urine (SAD) - MZE782 Adminstration net Phe in urine (MAD) - MZE782 Administration§ | | ’ ’ | | o -80f+--- | | | A M [=] informed dru%
' ' ' ! ! ' ' : o : : - : . : i o ! ! - : . . i "
The only differences in Phe homeostasis between HVs and PKU are ~ °*°| g3 e Mdata Bisomo B 0 7 14 21 28 35 0 7 14 21 28 35 development:
Phe intake rate and metabolic rate. Clinical PK and PD data in both —~ | gigoms | ‘ B B 720 mg QD Time (days) Time (days) B scanme | << Scan Here
HVs and PKU patients treated with a molecule with the same £ ,,,/%°°™ . = | |5 2001 MG o=l
i i i i < i
mechanism of action, repinatrabit, were used to demonstrate the = ' ' ' ' : Reference
, . £
model’s ability to translate PD changes from HVs to PKU (data not 3 i i 5 § 500 .. Chessler SD, Humeniuk R, Limb S, Ullman J, Leeds JM, Dick R, XI Y, Assimon V, Beatie DT, Hoek M, Berstein HS. Safety, BN aYgdmly gEpYgUale
g : L1 e e E e T SO o S . ' tolerability, ph kinetics, and ph d ' f-of-mechanism of MZE782, ific inhibitor of SLC6A19 for th
ShOWﬂ). |n addlthn, PK and PD data from HVS treated W|th MZE782 "g | .{_5 t(r)ez;fn;llvty O?Cé;ggv:a /gZalgee ;Cituezilz/ ilf hZZZZ;%ﬂZTfA%ﬁO(A%Nmsifjnzz;Wegk 2025 Pos?es;l;\ebcétlrcag éAI\-(I)Dr((3)0235), Nover?]rbere 8 MAZE TX y
' ibiti ' ' = : : o 2025, Houston, TX. Doi:10.1681/ASN.20259362pk25
were used o mOdeI development. I_nhl_blFl_On Of the InteStllnaI | = 2. Wobst, I?Il.Jj.oent al. SL8I6A19inhibition facilitates Brinary neutral amino acid excretion and lowers plasma phenylalanine. JCI
SLC6A19 and the effect of MZE782 on inhibition of Phe absorption — Insight (2024) 9 (21). Scan Here >>
_ _ _ 01~ i T - i s O ! ! | 3. Harding et al. INT-517, a first-in-class SLC6A19 inhibitor, reduces plasma phenylalanine levels in subjects with
In the gut Is not cu rrently captured in the model. 30mg 120 mg 240 mg 480 mg 960 mg Day 1 Day 3 Day 7 phenylketonuria in a Phase 1/2 study. Jnana Therapeutics (2024). https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-

Dose cohort Measurement days inhibitor/


https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/
https://www.jnanatx.com/jnt-517-a-first-in-class-slc6a19-inhibitor/

	Slide 1

