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Weight Change Associated With Telotristat Ethyl in the Treatment of Carcinoid Syndrome
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Backaround Results - Increases in serum cholesterol, along with unchanged serum creatinine clearance, suggest - More favorable mean improvements in patient-reported outcomes were identified on
9 _—mm that the observed weight gain is not solely related to rehydration and could represent true the EORTC QLQ-C30 items relating to global status/quality of life, physical function, and

. Weight loss and malnutrition in patients with malignant tumors are linked to - Qut of 135 patients randomly assigned, 120 had data available for analysis (Table 1). metabolic improvement (Table 2). gastroin_testinal function for patients who had experienced weight gain during the 12-week
costs 1-3 . Of the 11 patients without Week 12 body weight data, 9 discontinued prior to Week 12 and TABLE 2: Mean Changes in Metabolic Parameters Related to Nutritional Status |
2 completed Week 12 but did not have their body weight measured. 2 it ctabla waidht 2 okt o TABLE 4: Patient-reported Outcomes Based on EORTC QLQ-C30 Items?
decreases urinary 5-hydroxyindoleacetic acid (u5-HIAA) levels and bowel movement patients with weight gain, stable weight, and weight loss, respectively.  (n=22) (n=83)  (n=15)
(BM) frequency in patients with carcinoid syndrome (CS) and is approved by the US | | Albumin, g/L 0.6 0. Y 0.020
Food and Drug Administration and European Commission for the treatment of CS TABLE 1: Patient Demographics Domains where higher values reflect worsening
. . .. . . . o . . o
dlarrhtea in comblrcllatlontwllth so;naltlozltatl)tmsgga!ﬁg (SSA4) 5therapy in adults whose >3% mggg gain StatzLe_\évge;ght >3% \(Ar/]elg];?; l0ss Cholesterol. mmol/L 0431 0.239 0.411 5,001
Ssymptoms are inadequadtely controiie Y erapy.” - - - Appetite loss 75 33 4 8 0.06
Regulatory authorities have suggested that markers of nutritional status should be Mean age, years (SD) 62.4 (11) 63.4 (8.7) 66.3 (7.7) 0.23 Creatinine clearance, mL/min 2.2 8.0 -1.8 0.24
' _ i i i Diarrh -18.4 -14.3 -7.8 0.27
examined to help explore whether the control of CS-related diarrhea achieved with Female. % e 14 6 40 0.66 larrnea
telotristat ethyl is clinically relevant. Triglycerides, mmol/L 0.295 0.095 0.018 0.59
White, % 95.5 88.0 93.3 Nausea and vomiting ~7.1 -1.9 4.4 0.09
*p-values refer to Kruskal-Wallis test of group differences (>3% weight gain, stable weight, or >3% weight loss groups) and are descriptive.
Bod of ht, ka (SD 68.6 (17.6 73.7 (15.7 690 (16.1 03] Patients were s.tratiﬁed into 3 groups, according to alteration of their body weight during the DBT period.
OijCt'Ve y WEIg g ( ) ( ) ( ) ( ) DBT, Double-blind Treatment Fatigue 56 26 o, 0.39
| | | | BMI, kg/m* (SD) 24.2 (5.7) 25.3 (4.6) 24.6 (5.0) 0.47 - Patients with weight gain showed a trend toward lower rates of AEs (Table 3).
To analyze the effects of telotristat ethyl on changes in body weight, metabolic parameters, Domains where higher values reflect improvement
adverse events (AEs), and patient-reported outcomes with respect to patients’ weight status at the Treatment with SSA, % - AEs of decreased appetite, cachexia, and performance status decreased were reported during
end of the 12-week Double-blind Treatment (DBT) period in the Phase 3 TELESTAR study. Octreotide 03.6 78.3 J3.3 0.11 the DBT period among those with weight loss but not those with weight gain.
Lanreotide 36.4 21.7 6.7 Physical function 1.2 0.7 -7.8 0.08
u5-HIAA <ULN?. % 59 7 325 20.0 021 TABLE 3: Patients With Adverse Events During the DBT Period
Methods Global status/quality of life 4.6 1.9 -20.6 <0.001
:‘p-values refer to Kruskal-Wallis test of group differences (>3% yveight gain, stable weight, or >3% weight loss groups) and are descriptive. >3% WEight gain Stable WEight >3% WEight loss
The reference range for u5-HIAA was 0-10 mg per 24 hours prior to June 27, 2013, and 0-15 mg per 24 hours on and after June 27, 2013, Category, N (%) (n=22) (n=83) (n=l 5) *p-values refer to Kruskal-Wallis test of group differences (>3% weight gain, stable weight, or >3% weight loss groups) and are descriptive.

St U d d es | N Patients were stratified into 3 groups, according to alteration of their body weight during the DBT period.
y g BMI, body mass index; DBT, Double-blind Treatment; SD, standard deviation; SSA, somatostatin analog; u5-HIAA, urinary 5-hydroxyindoleacetic acid; ULN, upper limit of normal

Relating to global status/quality of life, physical function, and items relating to gastrointestinal function. The presented scores reflect mean changes from Baseline, averaged over the 12-week DBT period.
Patients were stratified into 3 groups, according to alteration of their body weight during the DBT period.

TELESTAR was a Phase 3, randomized, multicenter, parallel-group, double-blind, placebo-

: : : : DBT, Double-blind Treatment; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30
o . . . . : > 39 0 0 Any TEAE 17 (77.3%) 73 (88.0%) 15 (100%)
controlled study (ClinicalTrials.gov identifier: NCT0O1677910, Figure 1).° Wel_ght gain 23% %‘t Week 12 was obser\_/ed in 2/39 (5.1%) patients on Oplacet_)o, 7/41 (1 7']./’)
patients on telotristat ethyl 250 mg 3 times per day, and 13/40 (32.5%) patients on telotristat Summarv and Conclusions
FIGURE 1: TELESTAR Study Design ethyl 500 mg 3 times per day. S s B E 0 8 (9.6%) 8 (53.3%) Yy
N=136 ek DET Perio ek OLE Perid - The trend in weight gain incidence was significantly different across groups . Among patients with CS, the use of telotristat ethyl in the TELESTAR trial was
.1 -wee erio -wee erio _ : — : : : : e : : : : : :
Fele (Cochran-Armitage test, p = 0.0017) (Figure 2). Serious TEAE | (4.5%) 9 (10.8%) 6 (40.0%) associated with a significant increase in the incidence of at least 3% weight gain
. . : o : : . : . _
Key inclusion criteria . R Placebo tid (n=45) Among 20 patients with a 23% weight gain on telotristat ethyl, 10 experienced a reduction of from Baseline.
= Age 218 years old with histopathologically at least 30% in BM frequency at Week 12. Studv drua di i iarion dUo 50 TEAE ) 5 (6.0% > (13.3% The incid 6 - | otri . 4 ated and
confirmed, well-differentiated metastatic NETs : : o : : o . . udy drug discontinuation due to .U% .30 _ e |thciadence oTf wel t daain on telotristat et was dose related an reater
- Documented history of CS - - Among patients with >3% weight gain and >3% weight loss, the mean percent changes in h he incid 1_9 J h . laceb y J
« Receiving stable-dose SSAs (long-acting Telotristat ethyl ethyl weight from Baseline to Week 12 were 4.9% and -7.2%, respectively. than the incidence or weignt gain on placepo.
release, depot, or infusion pump) for >3 months ' 250 mg tid (n=45) 500 mg tid Study discontinuation due to TEAE? 0 3 (3.6%) 2 (13.3%) - : .. -
prior to enrollment (n=115) FIGURE 2: Weight Gain of >3% During the DBT Period, by Treatment Group - Weight gain may have been related to reduced incidence of diarrhea.
= >4 BMs/day during the Run-in period _ _ _ _ _ _ _
p=0.0017 TEAE resulting in death 0 0 0 - Patients with weight gain showed evidence of increased serum cholesterol, which
e —’ ) \ \ could indicate an improvement in nutritional status.
Key exclusion criteria ; 35 — 32 5 Patients were stratified into 3 groups, according to alteration of their body weight during the DBT period.
= Und t -directed th 4 k . 2 leadi dy di inuati ' di iti ion, d ia, chills, fati | health deterioration, dehydration, di ' ' - - - - - - .
bgfoerreg;)cnreeeﬁir:(g)r irecte erapy <4 weeks - Evaluation Of primary endpoint: . ; S-LIE)AS\FSS’ reaE;hl’ngntdOi;tcl,:‘e?ilseljCgOanr:llrr:]l;a_.gllcl)'lr;avlyneyrlet?;ﬁsr?elérléscea.r lacC arrest, hausea, vomiting, eructation, ayspepsia, cnills, ratigue, general health deterioration, denydration, disease progression (5 patlents), ) PatlentS Wlth Welght galn had Iower rates Of SerlOUS AES and mean ImprOvementS |n
= >12 watery BMs/day associated with volume Reduction in number of daily BMs from Baseline $ 30 - 8T, Double-blind Treatment; TEAE, treatment-emergent adverse event patient-reported outcomes compared with patients with stable weight or weight loss.
contraction, dehydration, or hypotension (average over the 12-week DBT period) =
» Evidence of enteric infection © 25
= Karnofsky Performance Status <60% All patients were required to be on long-acting SSA at enrollment [=
= A history of short bowel syndrome and continue SSA therapy throughout the treatment period 8
— 20 —
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