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METHODS Table 1. Baseline demographics and disease characteristics Figure 3. Distribution of patients at baseline with moderate-
. . . . . to-severe fatigue and/or moderate-to-severe pruritus and
KEY LEARN I N GS e In ELATIVE®, patients were randomised 2:1 to receive once-daily elafibranor : : : . & o / ] P )
. : : : 80 mg or placebo to Week 52. Qllpatcnt e El e U LS correlation coefficients between fatigue and pruritus PROs
Improvements in fatigue and pruritus with | | | e PFSF 72 PBC-40 Fatigue domain
: : e Fatigue was assessed via the Patient-Reported Outcome Measurement e A) PESF 7a and PBC WI NRS
elafibranor treatment can occur mdependently of Information System (PROMIS) Fatigue Short Form 7a (PFSF 7a) and the PBC-40 N=42 1533
eaCh Other in patients With PBC. Fatigue domain. Age, mean (SD) 56.1(8.3) 56.2(9.3) 53.6 (7.4) 53.6 (9.9) 53.9 (7.7) 55.3(10.3) Moderate-to-severe pruritus Moderate-to-severe pruritus Normal/mild pruritus and
. . . . . Sex, female, n (%) 89 (93.7) 45 (97.8) 39 (92.9) 16 (100.0) 49 (92.5) 25 (96.2) and normal/mild fatigue and fatigue moderate-to-severe fatigue
e Data are reported for patients with valid fatigue data at baseline and at Week 52, Time since diagnosis n=21 n=37 n=21
and for the subgroup of patients with moderate-to-severe fatigue at baseline vears, mean (SD) 7.7 (5.3) 8.5 (71) 6.7 (4.3) 5.3 (3.4) 6.9 (4.4) 6.5(51)
(defined as PESF 7a score 260 or PBC-40 Fatigue domain score 229) ALP, U/L. mean (SD) 3036 (126.8) = 327.6 (206.9) 3522 (165.2) | 3587 (300.7) | 3365 (152.9) 322.6 (239.2) Spearman’s correlation coefficients between fatigue (PFSF7a) and pruritus (WI NRS) PRO scores at baseline
B AC KG RO U N D e Changes in PFSF 7a and the PBC-40 Fatigue domain were summarised from S 56.5 (11.3) 54.3 (11.5) 66.7 (4.7) 66.2 (3.7) 63.9 (7.3) 62.2 (5.9) No Perfect 0 €
baseline to Week 52, with respect to mean scores, categorical changes, and mean 5D correlation correlation | ELA+PBO S
o H . p ’ 5 . 5E5, PBC-40 Fatigue 0.0 Weak 0.3 Moderate 0.7 Strong 1.0 n AN 3
° Fatigue and pruritus are common symptoms in primary minimal clinically important differences (MCIDs; PFSF 7a: improvements domain score, 29.0 (11.3) 28.5 (12.1) 39.0 (6.1) 39.6 (7.9) 37.6 (6.2) 37.5(6.8) ———— >3
biliary Cholangiﬁs (PBC) While their underlying >3 points; PBC-40 Fatigue domain: improvements >5 points). mean (SD) Patients with moderate-to-severe fatigue at baseline 895 : 58 = g
S O 3
[ | 7 b [ h T e Spearman’s correlation coefficients were calculated between fatigue (PFSF 7a . ) . B) PBC-40 Fatigue domain and PBC WI NRS ‘l: z
mec an.lsms dre unciear, it has been yp.O e.SISG and PBC-40 Fatigue domain) and pruritus (PBC Worst Itch Numeric Rating Scale Flgure 1. Mean Change N (A) PFSF 7a and (B) PBC-40 Fatlgue o 5 =
that fatigue may be exacerbated by pruritus in [WI NRS], 5-D ltch, and PBC-40 ltch domain) patient-reported outcomes (PROSs) domain scores from baseline to Week 52 severe proritus Moderate-to-severe pruritus Normal/mild pruritus and
some patients for scores at baseline and change from baseline to Week 52. Moderate-to-severe f:lf d"f‘;;l'.‘;z'é a"‘; Z”‘:g”e m°derate'tr:’:§fre fatigue
pruritus was defined as PBC WI NRS 24. —@ Elafibranor Placebo n=13
: A
o In the phase I” ELATIVE® tr|a| (NCTO4526665) e Patients with missing fatigue data at baseline and/or Week 52 were excluded. ) . Spearman’s correlation coefficients between fatigue (PBC-40 Fatigue domain) and pruritus (WI NRS) PRO scores at baseline
elafibranor, a peroxisome proliferator activated receptor - \ N Speamans conlation cosfcent
. . _2 - - .
(PPAR) agonist exerting effects on both PPARa and RESULTS LEo 5. sk 03 Moderste 07 stoms 1| ELATREO
¢g o : . : :
PPARSY, significantly improved prognostic biomarkers of , , , , S5 4C ' ' ' ' %
choles t’asi% 0 PBC 5 Improvements in fatigue with elafibranor to Week 52 s 8L O Patients with moderate-to-severe fatigue at baseline | -l | 79 S
. o ER 07 Q
PY Of 161 patients randomised (elaﬁbranor: n=108’ placebo: n=53)’ 141 paﬁents had 2 g Q. _7 - Moderate-to-severe fatigue was defined as PFSF 7a score 260 or PBC-40 Fatigue domain score 229. Moderate-to-severe pruritus was defined as =
. . . . _g - PBC WI NRS 24. Correlations are defined as: <0.3=weak; 20.3-<0.7=moderate; 20.7-1.0=strong. c7)'
valid fatigue data at baseline and Week 52 (elafibranor: n=95; placebo: n=46), of o <
O BJ ECTIVE which 58 (elafibranor: n=42; placebo: n=16) and 79 (elafibranor: n=53; placebo: n=26) -;o | . . . =
had moderate-to-severe fatigue at baseline according to PFSF 7a and the PBC-40 BL Week 52 BL Week 52 Table. 2. (.Zorre!atlon coeffla.ents between Change from g
e To report the impact of elafibranor versus placebo on Fatigue domain, respectively (Table 1). O L nad2: PO 1) ELA: =95, P3O n-44 baseline in fatigue and pruritus PROs s
fatigue to Week 52 in ELATIVE®, as well as evaluate the e Improvements in PFSF 7a and PBC-40 Fatigue domain scores from baseline B) 0 ELAPEG @ ELA >
L bet fati d . to Week 52 were larger in patients receiving elafibranor versus placebo; more 0 - . . , . = 2
a550Clation bEIween TatigUc and Pruritus. pronounced improvements were seen in patients with moderate-to-severe Spearmans correlation coefficient
faﬁgue at baseline (Figure 1) g = % -1- . corrlc\ell?;\tion ccﬁ‘igggiton ELA | ELA+PBO
. . . . EQ Y AEELEE 0.0 Weak 0.3 Moderate 0.7 Strong 1.0 n n
e |n patients with moderate-to-severe fatigue at baseline, 18/42 (42.9%; PFSF 7a) o E -2- —_—
. . . . . e . S e &
.and 12/53 (22..6%, PBC-40 Eahgue domain) patlen;cs. receiving elafibranor . E E § L PBC-40 Fatigue domain 5D lteh | 0.26 0.26 | o »
improved to mild/normal fatigue versus 5/16 (31.3%; PFSF 7a) and 4/26 (15.4%; 5% 3
CO N C LU S I O N S PBC-40 Fatigue domain) patients receiving placebo. 28F 4. PBC-40 Fatigue domain | PBC-40 Itch domain 0-105-12 , 95 141
. . e In patients with moderate-to-severe fatigue at baseline, higher proportions receiving o PBC-40 Fatigue domain | PBC WI NRS . 024.0-25 , 80 19
e Treatment with elafibranor to Week 52 resulted elafibranor achieved improvements >MCID to Week 52 versus placebo (Figure 2). BL Week 52 BL Week 52 - - 1t 0.14 0.16 o o
in clinically meaningful improvements in fatigue, : : : Moderate to severe fatigue at BL All patients : C @ |
: : Weak correlations between fatigue and pruritus (ELA: n=53; PBO: n=26) (ELA: n=95; PBO: n=4¢) DESE 7 DBCAO ltch domain | <0.01 0.08 | o »
with greater improvements compared . . . L oo | .
i e At baseline, fatigue and pruritus PRO scores had weak correlations in patients . . . . DESE 75 SRC W1 NRS 0.18 0.20 80 19 o
with placebo. with moderate-to-severe fatigue at baseline (r=0.05-0.35), suggesting that, while Figure 2. Proportion of patients with moderate-to-severe — . —— | S
both symptoms could co-exist, pruritus was not a main driver of fatigue. faﬁgue at baseline achieving >MCID at Week 52 S
. . . ] . . ] 0.26 0.33 =
Weak correlations b.etween fatigue and pruritus - The numbers of patients with moderate to severe fatigue and/or | PBE-40 Fatigue domain >D fteh | oo | > 7 I
PRO scores at baseline, and notably in changes to moderate-to-severe pruritus at baseline are shown in Figure 3. 100 - W Elafibranor Placebo PBC-40 Fatigue domain | PBC-40 Itch domain |, 023 0.26 | 53|79 <
N -
Week 52, SuggeSt that elaﬂbra NOor Can Improve ® Changes from baseline to Week 52 in fatigue and pruritus PRO scores did not ce_ 80 66.7% PBC-40 Fatigue domain PBC WI NRS : 0-24..0-27 : 41 63 -EC;

IF . - demonstrate a strong correlation in all patients (r=0.08-0.26) and in patients TER ' 0.19 0.0 C
these debllltahng PBC symptoms mdependently with moderate-to-severe fatigue at baseline (r=0.21-0.33) receiving elafibranor 5 3 § 4o - 0 39.6% PFSF 72 5-D ltch | oo : 42 58 % >
of each other. or placebo. Similar results were observed for patients treated with elafibranor SEW S5 26.9% PESE 74 PBC-40 ltch dormain 0.23 0.32 | 49 cq S %

(r=<0.01-0.26 for all elafibranor patients; r=0.19-0.26 for elafibranor patients 207 091 022 GE) E

Proteomic analyses from ELATIVE® offers |n$|ghts with moderate-to-severe fatigue at baseline), showcasing that both symptoms, 0 - p— . PBC-40 Fatinue domain . PFSF 7a PBC WINRS | ® : 31 44 S o

into the mechanisms by which elafibranor m ay pruritus and fatigue, improve independently of one another (Table 2). (ELA: n=42; PBO: n=16) (ELA: n=53; PBO: n=26) Correlations are defined as: <0.3=weak; 20.3-<0.7=moderate; 20.7-1.0=strong. = c§
improve fatigue, potentially linked to the PPARa B e P iy Bl o PO pcebo B e T o el Serers el b e syt —
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