Telotristat Ethyl in Carcinoid Syndrome: Safety and Efficacy Results
of an Open-label Extension of the TELECAST Phase 3 Clinical Trial
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TABLE 1: Demographic and Baseline Characteristics - The incidence of AEs of special interest (AESIs) did not increase during the OLE period when accounting for treatment Secondary efficacy endpoints
BaCkg round DBT OLE duration (Table 4). Over the DBT period, mean BMs per day were significantly reduced from Baseline in the 250 mg tid (-0.452, p = 0.004) and
_ _ - _ All depression-related AESIs were mild or moderate in severity. During the OLE period, 1 patient required modification of an S -
'ge:]otélstat _etdhyll is a pove_lél s&msaIII_l-I/rrALcA)\I)eIcuIeI tryp;clolfhanIhydroxylase(llgrll/?)lliorltor that decreases urlqar:y . PIacho d Telotristat e tdhy| d existing antidepressant regimen. \?v?t% fglgaéledb(() 0.535, p <0.001) telotristat ethyl groups, compared
-nydroxyindoleacetic acid (U>- evels and bowel movement requency In patients with carcinol ti 250 mg ti 500 mg ti 500 mg ti _ : " ) : : : T _ _ _
syndrome (CS) and is approved by the US Food and Drug Administration and European Commission for the Patient characteristics n=26) n=25) (n=25) (n=67) ’:Eglf)\czlra;z?ftrzr;\p/zgc enzyme abnormalities were rated on the Drug-Induced Liver Injury Network scale (DILIN) as mild (1-+), . Reduction in mean BMs per day continued through the OLE period, with mean decreases of —-0.584 at Week 24 (n=56)
treatment of CS diarrhea in combination with somatostatin analog (SSA) therapy in adults whose symptoms are Mean age, years (SD) 62.2(10.3) 63.6 (12.6) 62.7 (12.0) 63.3 (11.4) | and -0.473 at Week 48 (n=33). - | | -
inadequately controlled by SSA therapy.'- Male, n (%) 13 (50) 14 (56) 15 (60) 39 (58.2) TABLE 4: Adverse Events of Interest ICnc1)|:r)er03v 8 r(ré%né%ngTcl_gé;eol)'? ﬁigi;hE:;(;gi?Qsovsgfen g;georcefgralﬁ\s/gzlr(c?Zagﬁldeeoarmﬁ neunetdo:OCraar;lc frregtﬁlelx oioL&fesgﬁgs\}le?/r;rr]alre-
The Phase 3 TELECAST study, the companion to the Phase 3 TELESTAR study,* included patients with CS with u5-HIAA at randomization, n (%) DRT OLE . o s i groups, ’
. . . . . . . ’ differences versus placebo were not statistically significant (Figure 3).
<4 BMs per day and patients not taking SSAs; it met its primary safety and efficacy endpoints, and the results of <ULN Placeho Telotristat ethyl
the Open-label Extension (OLE) period are presented.> >ULN 9 (34.6) 5(20.0) § (32.0) 19 (28.4) . SO _ -
Unknown 17 (65.4) 18 (72.0) 17 (68.0) 46 (68.7) Category, n (% tld 250 mg tid 500 mg tid 500 mg tid FIGURE 3: Changes From Baseline in EORTC QLQ-C30 Diarrhea Scores
0 2 (8.0 0 2 (3.0 0 n=25) (n=25) (n=67) Patients (n) 21 20 19 20 17 16 15 18 7
O bJ e Ct IVE Mean u5-HIAA at Baseline, mg/day (median) 82.0 (31.1) 86.3 (84.0) 66.0 (40.0) 78.2 (43.1) Abdominal pain Mild ( 3(12.0) 5 (7.5) Week 12 Week 24 Week 48
Mean BM frequency, counts/day (SD)P 2.2 (0.7) 5(1.2) 2.8 (1.6) 2.4 (1.1) Moderate 3(11.5 ) 3 (12.0) 0 6 (9.0) 0
. Severe 0 2 (8.0) 1 (4.0) 1 (1.5)
b
To provide additional OLE data on the effect of telotristat ethyl, compared with placebo, on the incidence of treatment- IS TEEL 4 S100] @iTHieney Seoi (bID) S I0:8) 2.5 ) eI Diarrhea — > (7.7 ) (8.0 | 4.0) 3 (4.5)
. . i . . . .
emergent adverse events (TEAEs) and on u5-HIAA levels. Mean numberofﬂUShlng ePlsodf%S/dav (bSD) 3.7 (4.1) .7 (3.7) 1.8 (2.2) 2.6 (3.1) Moderate 3(11.5) ) (8.0) | (4.0) 4 (6.0)
Mean weekly abdominal pain rating (SD) 1.7 (1.7) 2 (1.5) 1.8 (1.7) 1.5 (1.7) Severe 0 0 0 2 (3.0)
M et h O d S SS(? therta{rév at study entry, n (%) Nausea Mild 4 (15.4) 2 (8.0) 2 (8.0) 8(11.9) ~10-
Clreotiae Moderate 0 1 (4.0) 0 5(7.5) S
| Lanreotide 12 (46.2) 17 (68.0) 16 (64.0) 40 (59.7) Severe 0 0 0 1(1.5) <
Study treatment and design Nones ‘4<(5)3-8) gggg; ggjg; 270(2209-593 Constipation Mild 0 3(12.0) 3(12.0) 5 (7.5) =
Telotristat Etiprate for Carcinoid Syndrome Therapy (TELECAST) is a Phase 3, randomized, multicenter, parallel-group, double- : . : ' ' ' Moderate 1 (3.8) 1 (4.0) 0 2 (3.0) -
blind, placebo-controlled study (ClinicalTrials.gov identifier: NCT02063659, Figure 1). Reference range: normal us-HIAA 0-15 mg per 24 hours Severe 0 0 0 1 (1.5) = —20-
"Baseline diary endpoints for placebo (n=25) and OLE (n=66) . C'C)
| ‘Includes patients listed as “unknown” or “not applicable” for patient not receiving SSA therapy at Baseline Depressed mood Mild 2 (7.7) 1 (4.0) 0 2 (3.0) =
FIGURE 1: TELECAST Study De5|gn BM, bowel movement; DBT, Double-blind Treatment; OLE, Open-label Extension; SD, standard deviation, SSA, somatostatin analog; tid, 3 times per day; u5-HIAA, urinary 5-hydroxyindoleacetic acid; ULN, upper limit of normal Moderate 0 0 0 0 £
Severe 0 0 0 0 s
N=76
[ | [ | - - u . E
1:1: Primary safety endpoint Decreased interest N O : X " S -30-
L
HE R NG EPL)) - For the OLE period, the types of safety-related events, incidences of overall TEAEs, and incidences of TEAEs leading to study Severe 0 0 0 NR 2}
Telotristat discontinuation were generally similar to those in the DBT period, considering the increase in exposure to telotristat ethyl Depression Mild 0 0 0 4 (6.0) c
A o Telotristat ethyl ethyl (Table 2). Moderate 0 0 1 (4.0 4(6.0) S
valuation of — 500 mg tid” TABLE 2: Incidence of TEAE e : ; : : —40-
. : (n=67) + NCIOENCE O > Elevated GGT Mild 0 | (4.0) 0 1(1.5)
Baseline -, Telotristat ethyl DBT OLE Moderate 0 0 | (4.0 1 (1.5)
symptoms 500 mg tid? (n=25)
: : Placebo Telotristat ethyl L : L : 2 (B W Placebo
<« Evaluation of primary —» . . . . Elevated ALT Mild 0 1 (4.0) 0 2 (3.0) lTeIotr?stat ethyl 250 mg t?d
endpoints tid 250 mg tid 500 mg tid 500 mg tid Moderate 0 0 0 0 50 W Telotristat ethyl 500 mg tid
- Category, n (%) (n=20) (h=25) (n=25) (n=67) e
» Incidence of TEAEs ’ Severe 0 0 0 1 (1.5)
= Percent change from Baseline in Any TEAE 21 (80.8) 25 (100) 22 (88.0) 1 (91.0) Elevated AST Mild NR NR NR 2 (3.0)
24-hour u5-HIAA levels at Week 12 Treatment-related TEAEs 7 (26.9) 10 (40) 11 (44) 28 (41.8) Moderate NR NR NR 0 Color represents treatment group during the DBT period; lighter shading represents treatment during the OLE period (telotristat ethyl 500 mg tid).
e — ) ~N _ Severe NR NR NR 1 (] _5) EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; tid, 3 times per day
Eligible patients may or may not have been Serious TEAEs 5(19.2) 1 (4.0 3(12.0) 7(25.4)
receiving long-acting SSA therapy at enroliment. Serious treatment-related TEAEs 0 0 0 2 (3.0) Color indicates AE category (gastrointestinal, gray; depression, blue; hepatic enzymes, green).
- y . L  alanine ami ferase; AST, i ferase; DBT, Double-blind . GCT, gl | transferase; NR, d; OLE, Open-label ion; -
Chsvnagsenlcr)ltOprear?nCi'chileOdn dOJr|i(r)]rg]gt'rt]zrgB_SrSQetrrilsdrapy Study discontinuation due to TEAEs 1 (3.8) 2 (8.0) 0 7 (10.4) ?IE_;Ea ?rr::t%irztl_neor;rjrr;seﬁtraasdeveﬁz:ng?tr;t?it;’z;rr;:zqo;sra;;rzr:;e DBT, Double-blind Treatment; GGT, gamma-glutamyl transferase; NR, not reported; OLE, Open-label Extension concl u S Ion S
- : / TEAE resulting in death 0 0 0 0 _ _ _ _ _ _
%Including a blinded titration step of 1 week of telotristat ethyl 250 mg tid and "for patients on placebo during the DBT DBT, Double-blind Treatment; OLE, Open-label Extension; TEAE, treatment-emergent adverse event; tid, 3 times per day Pri fﬁ d . . ([j)ata from the 48-week OLE perIOd Sliggest that telotristat EthY| was genera”y well tOIeratEd’ with few discontinuations
DBT, Double-blind Treatment; OLE, Open-label Extension; R, randomization; SSA, somatostatin analog; TEAEs, treatment-emergent adverse events; tid, 3 times per day; u5-HIAA, urinary 5-hydroxyindoleacetic acid Th TEAE d f h | f C _ _ | d d o bl 3 rl mary S Cacy en pOI nt ue to AES
Cov inclus o € most common s were reported for the class of Gastrointestinal disorders (Table 3). Significant reductions in u5-HIAA levels were observed in both telotristat ethyl groups at Week 12. Reductions were generally . No notable increase in the rate of TEAEs was observed for patients who crossed from placebo to telotristat in the
ey Inclusion criteria : ;Ff;etlnc;dfntcr?sl of IEA%LIE pat_lednts who_re_rralned on telotristat ethyl and those who crossed over from placebo to sustained over the OLE period (Figure 2). OLE period, and TEAE incidence was similar to that of the DBT period.

: > : : : : -di : : : elotristat ethyl in the period were similar. - - - _ _
tPqueor;gsaT(ljjS;Qi:ﬁrﬁgﬁ?ea]h%s¥§?;so?fcélsgepgz;£?1tglSgr?Iggfat]?&%?;;a;llgtc:r?rﬁorl?%egﬁtvﬁll c!Zf%rl\e/lztlloa;recc:llan;it\aNs[ga;tcl:aesljtrc])esr;glcq);nne FIGURE 2: Percent Change From Baseline in uS-HIAA There was a statistically significant reduction in u5-HIAA levels at Week 12, and reductions were sustained through
symptom, including daily stool form/consistency >5 on the Bristol Stool Form Scale,” average daily flushing episode frequency TABLE 3: TEAEs Occurring in 210% of Patients in Any Group 100+ R Week 48.
of >2, nausea present >20% of days, or u5-HIAA > upper limit of normal (ULN). Patients not taking stable-dose SSAs at DBT OLE R Telotristat ethy) 250 mg td - Improvement in EORTC-QLQ diarrhea scores was observed at Week 12 with telotristat ethyl and maintained
enrollment had >1 of the above-described signs/symptoms or >4 BMs per day. PIacebo Talotear et =2 807 through Week 48.

>
Key exclusion criteria Pr(é;ﬁrmd term, 250 mg tid 500 mg tid 500 mg tid < 60-
N \/o — — =
Patients treated with tumor-directed therapy <12 weeks prior to the Run-in period or with presence of enteric infection, diarrhea n=25) n=25) =25) n=6/) % ‘0. -
attributed to any conditions other than CS, or a Karnofsky Performance Status <60%. Nausea 4(15.4) 3(12.0) 8.0) 14(20.9) < difference {EFERENCES | | | | o N - |
: : o Vs 1. National Comprehensive Cancer Network. Neuroendocrine Tumors (Version 3.2017). 2017. 2. Xermelo® (telotristat ethyl) US Highlights of Prescribing Information. Lexicon Pharmaceuticals, Inc. February

) Abdominal pain 4 (] 5. 4) 8 (32.0) ( ) 12 (] 7-9) S 20- placebo? 2017. 3. European Commission. Commission Implementing Decision of 18.9.2017 granting marketing authorisation under Regulation (EC) No 726/2004 of the European Parliament and of the Council for “Xermelo -

Efﬁ Cacy and SafEty assessme ntS Diarrhea 5 (] 9. 2) 4 (] 6.0) ( ) 9 (] 3_4) _GEJ ~-54.0% -89.7% telotristat”, an orphan medicinal product for human use. 2017. http://ec.europa.eu/health/documents/community-register/2017/20170918138652/dec_138652_en.pdf. Accessed October 2, 2017.
] ] ] o ] ] Tg 4. Kulke MH, et al. J Clin Oncol. 2017;35(1):14-23. 5. Pavel M, et al. Poster presented at the North American Neuroendocrine Tumor Society Annual Symposium; September 30-October 1, 2016; Jackson, WY;
Primary safety and efficacy endpoints were the incidence of TEAEs and percentage change from Baseline in 24-hour u5-HIAA levels Flushing 2 (7.7) 3(12.0) 0 9 (13.4) I 0- Poster #174. 6. ClinicalTrials.gov. NCT02063659: Telotristat etiprate for carcinoid syndrome therapy (TELECAST). https://clinicaltrials.gov/ct2/show/NCT02063659. Accessed February 6, 2017.
at Week 12.4 - = 7. Longstreth GF, et al. Gastroenterology. 2006;130(5):1480-1491. 8. Tellez MR, Mamikunian G, O’'Dorisio TM, Vinik Al, Woltering EA. Pancreas. 2013;42(3):405-410. 9. Cocks K, et al. Eur J Cancer.
' Constipation 1 (3.8) 4 (16.0) 3(12.0) 8 (11.9) S 2012:48(11):1713-1721.
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Baseline demographics were similar between groups (Table 1). Fatigue 2(7.7) 3(12.0) 2 (8.0) 7.(10.4) = 604 DISCLOSURES
The majority of patients Completed the DBT pe riod, 272 (88%) in each of the telotristat EthYI groups and 24 (923%) in the Pvrexia 0 3(12.0) 0 6 (9.0) MP: Ipsen Bioscience, Novartis Pharmaceuticals, Lexicon Pharmaceuticals, Inc., and Pfizer, Inc. PP: Lexicon Pharmaceuticals, Inc. RS: Ipsen Pharmaceuticals, Inc., and Novartis Pharmaceuticals. RRPW:
Iacebo rou y ' : _80- Lexicon Pharmaceuticals, Inc. MHK: Lexicon Pharmaceuticals, Inc., Ipsen Bioscience, and Novartis Pharmaceuticals. LBA: Lexicon Pharmaceuticals, Inc. PLK: Merck & Co., Genentech, Advanced Accelerator
P g P. Abdominal pain upper 3 (] ]_5) 1 (4_0) ) (8.0) 5 (7_5) Applications, Lexicon Pharmaceuticals, Inc., Oxygen, Esanex, Dicerna Pharmaceuticals, Ipsen Biopharmaceuticals, and Novartis Pharmaceuticals. DH: Lexicon Pharmaceuticals, Inc., Ipsen Bioscience,
In tota|, 67 (882%) patients continued into the OLE pe riod (24 22, and 21 patients from the p|acebo and 250 mg tid and . _ _ Patients (n) Week 12 Week 18 Week 24 Week 48 Novartis Pharmaceuticals, and Pfizer, Inc. PL and RF: current employees of Lexicon Pharmaceuticals, Inc., and may own common stock or may have been granted stock options or other equity incentive
500 mg tid telotristat ethyl groups, respectively) ’ Abdominal distension 0 3(12.0) 1 (4.0) 4 (6.0) 22b 17 19 17 18 17 20 14 15 15 18 10 awards. MB and DJG: nothing to disclose.
Patients entering the OLE period received a mean of 30.31 additional weeks of telotristat ethyl exposure (median 36 weeks) Urinary tract infection V 3(12.0) ) 46.0) ‘Hodges-Lefmann (L) estimation of treatment difference versus placebo, p <0.001
: . . ; Dizziness 3(11.5) 0 2 (8.0) 3 (4.5) "Data include 1 patient who experienced a 1864% increase from Baseline.

over Weeks | 3_48’ compared with a mean of 11.45 weeks (mEdlan 12 WEEkS) durmg the DBT perIOd' _ _ _ _ : : : Color represents treatment group during the DBT period; lighter shading represents treatment during the OLE period (telotristat ethyl 500 mg tid).

During the OLE period, 20 patients discontinued treatment: 9 due to withdrawal of consent, 7 due to adverse events (AEs), LT I 8 Bl RGBS T, SR I T ST ) e ety DBT, Double-blind Treatment; OLE, Open-label Extension; tid, 3 times per day;

and 1 each due to lack of efficacy, physician decision, resolution of CS, or Week 48 visit mistakenly not done. uS-HIAA, urinary 5-hydroxyindoleacetic acid
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