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+soc Oral semaglutide did not slow functional decline as measured by change in :QE’ -10 1 omariers AB42/40 ((rat'o;) Elecsys) 1.03 E0-99r 1-093 0.16
+ Evidence, including non-clinical, clinical and real-world evidence in o o2 e wios wise ADCS-ADL-MCI score (evoke, ETD -0.25, 95% CI -1.22, 0.72; evoke+, -12 . . . . . . . p-tau181 (C2N 0.94 (0.85, 1.04 0.21
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of dementia and AD alf_t7er glucagon-like peptide-1 receptor agonist Oral semaglutide did not delay time to progression to dementia (CDR ime since randomisation (weeks) E;E/”;?SQZltbau”niﬁ]s((r;atit;c;’ C2N) ;gi Eg 3?' 1 gz; 833
(GLP-1RA) exposure. global >1.0) among participants with MCI (CDR global=0.5) at baseline Number of participants BBB integrity e '
i igi i AE, ad t; CSF, cerebrospinal fluid; SOC, standard of care; W, week . - PDGFRB 0.91 (0.79, 1.06) 0.24
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reduce neuroinflammation and neurodegeneration. substudy (n=199). ADAS-Cog-13, MMSE or ADCOMS scores versus placebo. S— s IL-6 1.04 (0.93, 1.16) 0.48
» Here, the primary results qf the evoke (NCTQ4777396) and Exploratory plasma biomarker data showed a significant increase of ~5% | STREM2 0.98 (0.92, 1.04) 0.48
evoke+ (NCT04777409) trials, known collectively as evoke(+), are in NfL levels in evoke+ (estimated treatment ratio [ETR] 1.05, 95% CI Oral semaglutide - placebo -0.25 -1.22,0.72 IL-8 1.06 (0.85, 1.32) 0.59
reported, based on all randomised participants after the last participant - Change in high-sensitivity C-reactive protein (hsCRP) levels from . : e - o/ i Neuroinflammation = 1B 1.13 (0.69, 1.87) 0.63
had th : | > i the trials: th q baseline t K 104 1.01, 1.08; unadjusted p<0.05), a significant increase of ~4% in GFAP B SMOC1 0.97 (0.80, 1.18) 0.79
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recently published. - Time to progression in disease stage (CDR global score) from 1.07, 95% CI 1.04, 1.10, respectively; unadjusted p<0.05) and no g 21 IL-1RA 1.01 (0.90, 1.13) 0.91
Methods baseline up to week 156. significant changes in p-tau217 or p-taul81 levels. €5 -4 - Osteopontin 1.01 (0.79, 1.28) 0.94
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. : © = MCP-1/CCL2 1.00 (0.69, 1.44 0.99
« evoke and evoke+ were two multinational, multicentre, randomised, at least one study _d“’? dose. _ _ Figure 2. Change in CDR-SB score from Key result O 5 81 Total tau 0.93 (0.88, 0.98) 0.0075
double-blind, placebo-controlled, phase 3 trials in which semaglutide versus Exploratory endpoints included plasma levels (ratio to baseline at _ baseline up to week 104 for o ~10 7 Neurodegeneration  [YTSTIZF: [Ty 0.92 (0.87, 0.98) 0.0076
placebo was investigated in early-stage biomarker-confirmed AD. week 104) of neurofilament light chain (NfL), glial fibrillary acidic protein evoke (A) and evoke+ (B) -12 : : : : : : : NfL 0.97 (0.87, 1.09) 0.62
. The evoke(+) trial designs have been published.? (GFAP), phosphorylated-taul181 (p-taul81) and p-tau217. 0 26 52 78 104 130 156 104 Complement system C4B 1.03 (0.81, 1.31) 0.81
+ Adults aged 55-85 years with amyloid positivity. (assessed via positron * A CSF substudy was performed to explore the effect of oral semaglutide A. ime sinee rendomsstion fyeek = =22 (0.79, 2.20) =22
emission tomography or cerebrospinal fluid [CSF] analysis), a Clinical versus placebo on neuroinflammatory, neurodegenerative and other e 0 Number of partcipants B e e e et ke ent
. ) . ! canonical AD CSF biomarkers from baseline to week 78. a Oral semaglutide 976 841 764 738 703 398 208 976 4B; CCL2, C-C motif ligand 2; CI, confidence interval; CSF, cerebrospinal fluid; CXCL10, C-X-C motif chemokine ligand 10;
Dementia Ratlng (CDR) gIObaI score of 05, with a score =0.5 for three (cfn) 977 ETR, estimated treatment ratio; (_EFAP,.gllaI fibrillary acidic pr_oteln;. IL, interleukin; IL-1RA, IL-1RA, IL-1 rec_epto.r antagonist;
activities of daily living categories, or a CDR global score of 1.0, a Mini- 2 NAL, neurotlamens light chan: op, NOR-photphoryinted: b Pospharylated: POGERG, platelet-derved trowth fadtor receptor
Mental State Examination (MMSE) score 222 and a Repeatable Battery fOI" Results 8 '\.\ Oral semaglutide ) Ee;”SSMZ?CL SPARC-related modular calcium-binding protein 1; sTREM2, soluble triggering receptor expressed on myeloid
the Assessment of Neurological Status (RBANS) delayed memory index score < \l\i _
<85 were included. Table 1. Baseline demoaraphics and characteristicsl0 g i Oral semaglutide - placebo s =0I7A0IL - A significant decrease in plasma hsCRP was observed in evoke (ETR
+ Participants with evidence of a relevant neurological disorder, a clinically : grap 5 o e | e | o 1 P P e () Taimand. Eror s e ean = standerd eror o 0.74, 95% CI 0.66, 0.83) and evoke+ (ETR 0.67, 95% CI 0.61, 0.75).
relevant or unstable psychiatric disorder, or a brain magnetic resonance evoke evoke+ evoke(+) N domisati ‘ confidence interval. + More AEs were reported with oral semaglutide compared with placebo,
imaging or computed tomography scan suggestive of clinically significant Time since randomsation (weeks) but rates of AEs with a fatal outcome or serious AEs were similar across
s\ltglr{gtg;illu%eendtral nervous system disease or strategic infarcts Semaglutide - Semaglutide - Total g:lasteen:;I‘llrtiadr:ici:;;ts Table 2. Pooled evoke(+) safety summary treatment groups (Table 2).
. i » AE types reported were as expected, with more gastrointestinal
o . o . Number of participants 928 927 976 977 3808 /
« In evoke+ only, participants with significant small vessel pathology (defined disorders and a higher incidence of decreased appetite and weight
as more than two age-related white matter changes and/or more than one Age, years Mean (SD) 71.9 (7.0) 71.7 (7.1) 72.6 (7.0) 72.5(7.2)  72.2(7.1) T s e reported with oral semaglutide compared with placebo; all consistent
lacunar infarct) were included; otherwise, the evoke(+) trials were identical. o utide —blaceb 035 0.90 Number of participants 1896 1902 with the known tolerability profile and mode of action of semaglutide.
Conti i £ stabl d AD dicati I q Sex Female 489 (52.7) 496 (53.5) 515 (52.8) 498 (51.0) 1998 (52.5) ral semaglutide —placebo =32, AEs leadi to study d ithd | q ducti dri b
« Continuation of stable approve medications was allowed. Any AE 1729 (91.2) 1613 (84.8) . s leading to study drug withdrawal or dose reduction were driven by
- Approved AD medication could be initiated throughout both trials, White 735(79.2)  765(82.5)  725(74.3) 726 (74.3) 2951 (77.5) B. gastrointestinal disorders, weight decrease and decreased appetite.
; ; i ; ; ; Race o Serious AEs 386 (20.4) 453 (23.8) R _ PSRy :
|.n§lud|ng anti amyI0|d_monocIonaI ant.lbodles. | | Acian 117 (12.6) 102 (11.0) 202 (20.7) 205 (21.0) 626 (16.4) : In the CSF_substudy (n_—199), significant reductlon_s of up to 10% were
 Participants were randomised 1:1 to receive semaglutide 14 mg (flexible @ AEs leading to permanent 321 (16.9) 159 (8.4) reported with semaglutide versus placebo for AD biomarkers (p-taul81
dose) or placebo, plus standard of care, for up to 156 weeks (Figure 1). BMI, kg/m2 Mean (SD) 25.7 (4.5) 25.8 (4.4) 25.7 (4.5) 25.7 (4.6) 25.7 (4.5) g ~a discontinuation ' ' and p-tau217), neuroinflammatory biomarkers (YKL-40) and
: : : @ neurodegeneration biomarkers (total tau and neurogranin) from
. ;I'he plglmalr_y elgdpomtkvié(a)sdrchange in CDR-sum of boxes (CDR-SB) score T2D 99 (10.7)  116(12.5)  155(15.9)  148(15.1) 518 (13.6) < \.\i Fatal AEs 1 (2.7) 1 (2.7) baselinegto week 78 (unadjusteé p<0.05 for all comgpariso)ns)
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- The secondary confirmatory endpoints were: Concurrent SSVP - - 26(27)  28(29)  54(1.4) 5 | | | | | AFs affecting =10% of participants (Table 3).
- Change in AD Cooperative Study Activities of Daily Living Scale for Mild APOEA carrier (heterozygote) 451 (48.6) 448 (48.3) 443 (45.4) 437 (44.7) 1779 (46.7) 52 78 | 104 | 130 156 Body weight decreased 692 (36.5) 141 (7.4) :
Cognitive Impairment (ADCS-ADL-MCI) score from baseline to week 104 Time since randomisation (weeks) . I
in evoke and evoke+. APOE4 carrier (homozygote) 117 (12.6)  120(12.9)  111(11.4) 122 (12.5) 470 (12.3) Decreased appetite 627(33.1) 114 (6.0) Conclusion
. ) . Number of participants « Superiority of semaglutide 14 mg versus placebo in slowing cognitive
- T'mt‘? to prtogr?fﬁ';”ato( SSEeTtE I(CDR g'ofbg'SS)COEebZLIQ) mong Concomitant AD medication 559 (60.2) 527 (56.9) 546 (55.9)  525(53.7) 2157 (56.6) Oral semaglutide 976 Nausea 100 (243 13068 and functional decline was not demonstrated in participants with
participants wi global score of 0.5) at baseline; assessed up :
to week 156 in evoke(+) (poo|ed)_ CDR-SB Mean (SD) 3.8 (1.6) 3.7 (1.5) 3.7 (1.5) 3.7 (1.7) 3.7 (1.6) Diarrhoea 275 (14.3) 185 (9.7) early AD. ) L
. Oth d dooints included: Oral semaglutide Vomiting 234 (12.3) 69 (3.6) « Plasma hsCRP and AD-relevant CSF biomarkers were significantly
€r secondary endpoints Included: N ADCS-ADL-MCI  Mean (SD)  39.2(7.3)  39.7(7.4)  38.7(7.5)  39.2(7.5)  39.2(7.4) T — — oae impacted, but this did not translate into clinical efficacy.
- Change in AD Assessrn_ent Scale-Cognitive Subscale 13 (ADAS-Cog-13) Data are n (%) unless otherwise specified. COVID-19 206 (10.9) 214 (11.3) - Safety and tolerability of semaglutide in early AD were consistent
score, Montreal Cognltlve Assessment (MOCA) score, MMSE score and AD, Alzheimer’s disease; ADCS-ADL-MCI, Alzheimer’s Disease Cooperative Study Activities of Daily Living Scale for Mild Cognitive tData are for the hybrid-Hypothetical-Treatment Policy-Composite (HTC) estimand. Error bars are mean + ith di ; h indi ;
AD Composite Score (ADCOMS) from base“ne to Week 104 ImE)airment; BMI, body ’mass index; CDR’-SB, Clinical Dementia Rating-sum of boxes; SD, standard deviation; SSVP, significant small standard error of the mean. CDR-SB, Clinical Dementia Rating-sum of boxes; CI, confidence interval. Data are n (%) unless otherwise specified. with studies In other indications.
' vessel pathology; T2D, type 2 diabetes. AE, adverse event.
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