Association Between Overall Survival and Adverse Events With Lenvatinib Treatment
in Patients With Hepatocellular Carcinoma (REFLECT)
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¢ AE management in REFLECT is summarized in Table 2: _ , , _ _ o L _
INTRODUCTION - . . Figure 2. Kaplan-Meier Estimate of OS for Patients Treated With Lenvatinib, Stratified by AE Incidence for Each TEAE of Interest
— Specific management plans were implemented for the management of hypertension
and proteinuria. . .
¢ Lenvatinib is a multikinase inhibitor of vascular endothelial growth factor (VEGF) receptors 1-3, P (Alkiyperension L) et
fibroblast growth factor receptors 1-4, platelet-derived growth factor receptor o, RET, and KIT.'- _ . , Median OS (months) (95% CI) Median OS (months) (95% CI)
| | S | Table 2. Recommended Dosage Reductions of Lenvatinib for Adverse Reactions’'? 1.0 — Yes: 180 (14'2322_3) 109 —= _ Geeos (13.8-20.2)
¢ In the phase 3, randomized, multicenter REFLECT study that compared lenvatinib with sorafenib 0.9- —— No: 1.5 (9.9-13.1) 0.9- —— No: 11.6 (9.9-13.7)
iIn patients with first-line unresectable hepatocellular carcinoma (UHCC), lenvatinib demonstrated Recommended Dosage Reductions of Lenvatinib for Adverse Reactions in HCC 0.8 R (59 I L4 (652050 0.8 ’ HR (95% Cl): 0.72 (0.56-0.90)
statlgtlcal ccl)nflrma’flon of nonln:‘erlorlty in terms of overall survival (OS) (hazard ratio 0.92; 95% First Dosage Second Dosage Third Dosage _ o7 R ey = _ o7 o ke Tot P vl 0,003
confidence interval: 0.79-1.06). .. ) : . £ 06- £ 06-
o . o . Indication Reduction to: Reduction to: Reduction to: F 3
— In REFLECT, lenvatinib and sorafenib had distinct safety profiles. g 957 g 9o
: C o ] > ] ' =  0.4- o = 0.4-
— The most common any-grade treatment-emergent adverse events (TEAEs) with lenvatinib were Seepy el = B € 2 (g s CIll ) e CEll  TE) BVETY @Une? el “ sl - “ sl
hypertension and diarrhea (Table 1). Body weight < 60 kg 4 mg once daily 4 mg every other day Discontinue 0.9- * | 0.9 -
- Several TEAEs occurred more frequently in patients treated with lenvatinib versus sorafenib, Recommended Dosage Modifications for Lenvatinib for Adverse Reactions of Interest 0.1+ ST — 0.1+ I —
including hypertension, proteinuria, dysphonia, and hypothyroidism (Table 1). 0.01_ | | | | | | | | | | | | | | 0.01_ | | | | | | | | | | | | | |
Adverse Reaction Severity? Dose Modification for Lenvatinib 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Table 1. Incidence Rates of Select TEAEs of Interest From REFLECT (Safety e Withhold for grade 3 that persists despite Cumbor of oatonte at ek Time (Month) et of ostont st ek Time (Month)
Analysis Set)* Grade 3 optimal antihypertensive therapy Yes 201 190 169 147 127 111 97 81 60 39 23 12 4 0 Yes 184 177 161 135 119 98 87 68 48 37 22 11 3 2 0
Lenvatinib (n _ 476) Sorafenib (n _ 475) Hypertension e Resume at reduced dose when hypertension No 277 246 205 150 126 96 81 29 42 28 17 9 4 0 No 294 259 213 162 134 109 91 72 o4 30 18 10 5 0
Any grade Grade = 3 Any grade Grade = 3 's controlled at = grade 2 (C) Proteinuria (D) Hypothyroidism
TEAEs n (%) n (%) n (%) n (%) Grade 4 e Permanently discontinue Median OS (months) (95% CI) Median OS (months) (95% Cl)
HypertenSiOn 201 (42) 111 (23) 144 (30) 68 (1 4) _ _ _ _ 1.0 —— Yes: 18.6 (14.1-21.2) 1.0+ ] — Yes: 19.8 (11.9-24.5)
e \Withhold until = 3.4 g of proteinuria per 0.9- —— No: 12.3 (10.9-13.9) 0.9- —— No: 13.4 (11.5-14.1)
Diarrhea 184 (39) 20 (4) 220 (46) 20 (4) 24 hours 5 * .
—— | HR (95% CI): 0.76 (0.60—0.98) HR (95% Cl): 0.72 (0.54—0.96)
Proteinuria 117 (25) 27 () 54 (11) 8 (2) o 3.5 g or greater e For first occurrence, resume at same dose e Log-rank Test: P Value: 0.030 _— Log-rank Test: P Value: 0.024
: Proteinuria® R 2 0.6 2 06-
Dysphonia 113 (24) 1 (1) 57 (12) 0 proteinuria in 24 hours | e For second through fourth occurrence, resume . 8 5.
Hypothyroidism 78 (16) 0 8 (2) 0 at a reduced dose § 0. E e
TEAE, treatment-emergent adverse event. e Permanently discontinue for nephrotic syndrome 0.3 " 0.3
. . 0.2 - e ——— 0.2+ N
( Correlations between adverse events (AEs) and outcomes in clinical trials have been Nonhematological Intolerable grade 2 * Interrupt until resolved to grade 0-1 or baseline 0.1 - T T—— — N ==
previously reported: or grade 3 ¢ Resume at one-level reduced dose 0.01_ | | | | | | | | | | | | | | 0.01_ | | | | | | | | | | | | | |
— SKkin tOXiCity, a common AE associated with epidermal QI’OWth factor inhibitors, has been 2Adverse event grades are based on Common Terminology Criteria for Adverse Events version 4.0. 0 ] 0 ° 12 15 18 Ti 2I\:I th 24 o 50 33 - 5 42 0 ] 0 ° 12 15 19 Ti 2I\:I th 24 o 50 33 - 5 42
pOSitiV6|y correlated with a clinical benefit.” °In REFLECT, management of proteinuria differs from what is stated in the lenvatinib package insert (ie, withhold until < 2 grams of proteinuria per _ _ ime (Month) _ _ ime (Month)
o _ _ . _ . 24 hours). Number of patients at risk: Number of patients at risk:
— Slgnlflcantly |mproved outcomes have been observed in patlents treated with sorafenib HCC, hepatocellular carcinoma Yes 117 113 100 92 77 66 55 44 36 24 13 8 3 1 0 Yes 78 76 71 61 48 45 40 89, 25 16 10 5 1 0
who developed hand-foot syndrome (HFS) Compared with those who did not in both ’ ' No 361 323 274 205 176 141 123 96 66 43 27 13 5 1 0 No 400 360 303 236 205 162 138 108 77 51 30 16 7 0
. " 6’7 I
metastatic renal Cancer cell ca.rcu?oma ana HC_C' | | ¢ For this post hoc exploratory analysis, patients who received lenvatinib were stratified by those (E) Dysphonia
® HFS was aISO .aSSOC|ated W|th ImpI’Oved OS IN patlentS W|th HCC WhO were treated Who experienced the any_grade TEAE Of interest versus those Who d|d not. _ .
with regorafenib.® ¢ 0S vred using Kaolan-Mes I 1 0- - :\(n::l?g g(S1(2rr;gr2\t)h§; (95% Cl)
— Treatment-emergent hypertension was significantly correlated with improved efficacy was analyzed Using Raplan-vieier estimates. 0.9- — No: 13.5 (11.5-14.9)
outcomes,® and treatment-emergent diarrhea was associated with improved OS, in patients ¢ P values are nominal and were not adjusted for multiplicity. 0.87 HR (95% CI): 0.86 (0.68—1.11)
with radioiodine-refractory differentiated thyroid cancer treated with lenvatinib.™ e Log-rank Test: P Value: 0.247
e Hypertension is an on-target effect of VEGF-signaling pathway inhibition." - 82
© O
¢ In this post hoc analysis of REFLECT, we examined several AEs of interest of lenvatinib and S 04-
potential correlations with OS. R ESU LTS " 0s-
0.2- -
¢ In this post hoc analysis of REFLECT study outcomes, TEAEs including hypertension, diarrhea, 0.1- "
proteinuria, and hypothyroidism were significantly associated with OS in patients with uHCC treated 0.01_ | | | | | | | | | | | | | |
M ETHO DS with lenvatinib (Table 3; Figure 2 A-D). 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (Month)
_ o o ¢ No significant difference was found in OS between patients who did and did not develop ST e 6 seifiEe it el
¢ REFLECT was a phase 3, global, randomized, open-label study of lenvatinib versus sorafenib in dysphonia on lenvatinib (Figure 2E). Yes 13 108 95 81 68 54 47 40 30 29 11 3 ’ 0
first-line uUHCC (Figure 1) No 365 328 279 216 185 153 131 100 72 45 29 18 7 2 0
Figure 1. REFLECT StUdy DeSigﬂ4 Table 3. TEAEs of Interest and OS Outcomes (FU” AnalySiS Set) AE, adverse event; Cl, confidence interval; HR, hazard ratio; OS, overall survival; TEAE, treatment-emergent adverse event.
Lenvatinib (n = 478)
Global, randomized, open-label, noninferiority, phase 3 study n (%)
(Noosgy | oecple HEE Preferred Term TEAE No TEAE HR for OS 95% Cl P Value CONCLUSIONS
+ No prior systermic therapy for Stratification W Primary end point Hypertension 201 (42) 217 (58) 0.64 0.52-0.80 < 0.001 ¢ Results of this post hoc exploratory analysis of the REFLECT study indicate € The occurrence of these AEs may serve as useful indicators for predicting
: envatini e . . . . . . . . .
B eastratie taroetieson -m?;og; - _ (n = 478) SOS o Diarrhea 184 (38) 294 (62) 0.72 0.58-0.90 0.003 that when patients with uUHCC were treated with lenvatinib, the occurrences benefit for patients receiving lenvatinib.
= = econdary end points. . . . . ST .
RECIST - .. : :
e PRESE = 2" (Bw 2 60 ko) [T PES Proteinuria 117 (24) 361 (76) 0.76 0.60-0.98 0.030 of hypertension, diarrhea, proteinuria, or hypothyroidism were associated ¢ Further research into the correlation between AEs and outcomes, as well as
: stage b or « MVI and/or EHS: il = dail « TTP ' , : : - .
. Child-Pugh class A (ves or no) g e . ORR Dysphonia 113 (24) 365 (76) 0.86 0.68-1.11 0.247 with a longer OS. the possible confounding role of baseline characteristics, is warranted.
. ECOG PS < 1 « ECOG PS: o * Quality of life H - 1
Sy - ! - ypothyroidism 78 (16) 400 (84) 0.72 0.54-0.96 0.024 _ _ _ _ _
. Adequate organ function (Bv\jr ) S R TPK SIS e PRSHEEE I References Poster presented at: Gastrointestinal Cancers Symposium of the American Society
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emergent hypertension, proteinuria, or dysphonia were consistent with the analyses presented
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