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FXR Is a nuclear receptor that is highly expressed in the liver Safety o 4- TERN-101 ind (o .
and small intestine. FXR agonism has demonstrated Table 1: Adverse events gure 2. o INGUEES SUSTAIN SUPPTession - O i ion of 70-
- - - - o of 7a-C4 and transient increases of FGF19 n Day 7, maximum suppression of serum 7a
Improvement over placebo in regression of histological liver Adverse events (AE) reported | -taie . TERN-101 TERN-101 C4 levels from predose was observed six hours
fibrosis without progression of NASH in a late-stage study, (all grades) P . |25mgcapsule 150 mg capsule after dosing, corresponding to a reduction of
demonstrating the potential for FXR agonists to be a new | o (n=11) (n=10) 200 7a-C4 1500- FGF19 74%, 82%, and 91% in the 25, 75, and 150 mg
treatment modality for nonalcoholic steatohepatitis (NASH). DuelEll SUgiEcisIE (NeleEnes, (v O 2082 2 (20 Z 2y . o 1000 TERN-101 capsule dose groups, respectively
TERN-101 is a potent, non-steroidal FXR agonist, with AE diagnosis a_nd requency. n (30) § 1007 § cood - - Maximum increases from baseline of 718%,
enhanced liver distribution being developed for the treatment Back pain 00) 0 0 1(10) = odH. T 2 NG 486%, and 454% in serum FGF19 levels were
of NASH. TERN-101 induced Signiﬁcant reductions in Cough 0(0) 0 1(10) 1(10) =X L I =Y e S A e i observed at four hours after dosing on Day 71n
steatosis, inflammation, and fibrosis in a NASH rodent ANEiEE L) L@ L (LY . B 500 +—T—T—T—T—T— the TERN-101 25, 75, and 150 mg capsule dose
model and induced robust FXR agonism in the liver:2, TERN- Sneezing 0 (0) 1(9.1) 0 0 0 4 8 12 16 20 24 0 4 8 12 16 20 24 groups, respectively
101 has been granted FastTrack Designation by the U.S. Vaginal discharge 0 (0) 0 (0) 1 (10) 0 Time post-dose (hours) Time post-dose (hours) * FGF19 levels decreased rapidly 4 hours after
Food and Drug Administration (FDA) for the treatment of All AEs reported were mild. No subject prematurely discontinued study medication. Change in 70-C4 and FGF19 relative to baseline (Day -1) on Day 7. Data are presented as TERN-101 administration, indicating lack of
NASH _ mean (+ SEM) sustained intestinal FXR activation
' Figure 2: LDL cholesterol
Here we present the pharmacokinetic (PK) and change from baseline
pharmacodynamic (PD) responses of TERN-101 capsules
ini iCi < 30- Placebo f5mg . . Figure 5: Phase 2a LIFT Study Design for TERN-101 Tablet Formulation in
administered for 7 days to healthy human participants. c 20 25mg —— 150 mg - TERN-101 was safe and well-tolerated with no reports of pruritus J : : Y J
v 2 20- o _ _ | | Phenotypic NASH Patients (NCT04328077)
2= 10- * All reported AEs were mild in severity, and no subject discontinued T
o~ Randomized, Double
6= O s £--ooe  Laboratory, vital signs, ECG, and other safety assessments did not i
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e -METHODS - n & -10- show any trends across individual subjects or cohorts f ) The 5mg, 10 mg, and 15
204 T ine wi :— 3 :
5 28 T, » Mean serum LDL changes from baseline with TERN-101 were Patients with - —— : 3 MY TERI\II 101 t?blert]
T Gaceline 3 7 10 comparable to those seen in with placebo e boedon — 5 ST el ) - dosgs selected for the
Figure 1: TERN101-US A101 Study Desi Study Day cinical c—— ¢ ongoing Phase 2a LIFT
gure = ' tudy Design | | e o i ®—— §  study are projected to
Change from baseline (Day -1) in LDL. :
BDayI.-l zmyl zmw 1 Data are presented as mean (+ SEM) Week 0/Day 1 Week 6 Week 12 Week 16 achleve plasma exposures
zblil_or;r?::kzlg bliDonggkar bliDonggkar blrg(rrészr Ph arm aCO ki n eti CS 8 weeks 12-Weektr;atment period 4-Weekfollov:/(-up period a.t WhICh We ObserVEd 74'
collection collection collection collection MRI_PDFSISH;GttSéZZ‘:ﬁﬁ:mV?/g[eS{(ZKQES;\Neek12 91% 7(X'C4 I’EdUCtIOn
l l l l Figure 3: TERN-101 (capsule) Table 2: TERN-101 (capsule) PK parameters ’ |
> Placebo °
_ Paebo plasma PK (Day 7) Dose c T AUC t
Day max max ) 0-t 1/2
1:2:2:2 g ° 1000 25 mg (mg) (ng/mL) (h) (h™ng/mL) () O ’ CO N c LU S I O N S :
(E?arliob?:lgiilizz) > . _EI TERN-101 /5 mg - Day 1 59 (188) 2 (1, 4) 479 (209)
, . S 100-HfFeg TRETEL — 1Omg Day7 83(33) 2(2,4) 880 (413) 15.6 (9.5, 79.3) « TERN-101 potently suppressed 7a-C4 serum levels and transiently induced FGF-19
S ﬁ = Dayl 102(25 4(2,6) 896 (167) serum levels, consistent with the preferential liver distribution of TERN-101
) ! .
Ry £ 10y » Target engagement was observed at all doses of TERN-101 capsule studied
—— Day-2  Day-1  Dayl Day 7 Day 10 Day 17 Q Day 7 157 (45 3(1,4) 2100 (627) 20.5 (7.5, 34) _ _
t t t t t t t = « TERN-101 capsules were overall safe and well tolerated in healthy volunteers at all
Screening Confinement Randomization First dose of Last dose of  Clinic discharge Outpatient . . . . .
e medication medikatior T R A S S A R 150 R doses with no significant changes in LDL and no reports of pruritus
Time (hours) Day 7 217(31) 2(1,4) 3470(1220) 25.4(10.1, 57.5) « TERN-101 plasma half-life and 7a-C4 serum reductions support once daily
» 36 healthy participants randomized to 1:1:1:1 to receive either once PK parameters presented as mean (SD), except for T, and t,, presented as administration of TERN-101
: : ) TERN-101 plasma concentration (ng/mL) over time median (min, max). _ _ _
‘ig'(')y Oraf' p";‘cc‘fbo or active TERN-101 capsules at doses of 25, 75, or on Day 7. Data are presented as mean (+ SEM)  TERN-101 tablet doses selected for the ongoing Phase 2a study in phenotypic NASH
o I Ord ays " )  of taraet , Table 3: Single dose TERN-101 - TERN-101 capsules exhibited less than dose proportional PK and patients are anticipated to result in plasma TERN-101 concentrations that are well
« Pharmacodynamic biomarker assessment of target engagemen . - . . - : : : :
neluded: Y J J9a9 tablet formulation PK steady state exposure was achieved by day 5 of dosing tolerated and at which potent FXR target engagement is achieved in the liver
— Serum FGE19 TERN-101  AUC c * The half-life of TERN-101 capsule doses ranged between 16 to 26
- Serum 7a-hydroxy-4-cholesten-3-one (7a-C4) Tablet (mg) (h*ng/rﬁ'f_)f (ng/r}ﬁT_)f hours on Day 7, which supports a once daily dosing schedule
« Plasma PK parameters were determined by non-compartmental 5 459 (154) 105 (30) - Mean TERN-101 plasma levels were below EC., at all time points for ° RE FE RE N CES ° ¢ CO NTACTS ¢
analysis . . the 25 mg capsule dose and at 8-hours postdose for the 75 and 150 IKlucher K. et al. Presented at the International Liver
e For PK/PD anaIySiS, a pOpula’[ion PK model was built from observed ~1000 ~210 mg dOSGS, indicating limited SyStemiC FXR activation pOten’[ial ﬁggg{gﬁ)sgfﬁ)sl;)\%ft;gﬁgﬁﬁ é(l)JL;)rpnlglmoefnt E534 Presenting author: Corresponding author:
TERN-101 plasma concentrations and used to calculate predicted 1500t ~315¢ . _ T 3 - - 2Wang Y, et al. Presented at the Liver Meeting Michael Charlton, MD Martijn Fenaux PhD
TERN-101 AUC (AUC,,..) A completed_TERN 101 PK bridging study Compa””g capsule with 2019 (AASLD). Abstract #2158. Hepatology The University of Chicago Terns Pharmaceuticals R&D
pred: . _ 2770 (684) 410 (113) tablet formations suggests that a 5 mg tablet can achieve comparable 2019 lssue 51 188-1382 mcharlton@medicine.bsd.uchicago.edu Mfenaux@ternspharma.com
« Safety was assessed during dosing and for 10 (1) days after dosing. exposure as the 25 mg capsule 3Chung D. et al. Presented at the Paris NASH
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