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SC GLP1 Agonist Major RCT Results
Should we assume North Americans will benefit if the trial data suggests otherwise?
(Questions arising from the North American Subgroup Data)

e Three SC GLP1 Agonists have shown CV outcome benefit in patients with CV disease, or high CV risk.

e |tisreasonable to question whether the benefit applies North American patients. In the two largest & longest trials, the
North American trial subgroup did not contribute at all to the 1° outcome benefit seen overall.REWIND, LEADER |y the 3rd,
smaller-shorter trial, the contribution was marginal. SUSTAN-6 What is different in the N. American context that that
reduces the CV outcome benefits realized by patients in N. America relative to Europe and Asia?

e Technically, such subgroup results would be considered “hypothesis generating” warranting further exploration (e.g.
conducting a trial specific to N. America). However, given the results, such a trial would be risky for the manufacturer.
The signals for both dulaglutide and liraglutide are that MACE benefits would not be seen in a N. American population.

e SUMMARY: The SC GLP1 Agonist trials have shown modest positive CV outcome benefits in high CV risk patients.
However, it is possible that this benefit may not actually be realized in North American patients given the subgroup
data. One may consider this additional uncertainty when deciding whether or not to use one of the SC GLP1 agents for
a given patient. Future studies may want to include an a priori effect modification analysis of this subgroup to assess.

From: GLP1 & SGLT2 - SUBSET of DIABETES AGENTS in T2DM: Outcomes Comparison Summary Table

Drug Class GLP1 Agonists

Generic & Dulaglutide SC Liraglutide SC Semaglutide SC
BRAND TRULICITY (SC WEEKLY) VICTOZA (SC DAILY) OZEMPIC [SC WEEKLY)

REWIND n=9901 { 5.4 yr LEADER n=8340 /3.8 yr SUSTAIN-6 n=3297 / 2 yr
Vs Pl (but T insulin use) Vs Pl (but 1 insulin use)

Major trial(s) to support
findings/Outcomes™®

Jr Risk of

Malor CV- MACE 7 N. America - neutral ?N. America - neutral 2 N. America—marginal|
HR: 1.14 (0.89=1.47) HR: 1.01(0.84-1.22) HR: 0.87 (0.57-1.34)
Excerpted from page 2 of the RxFiles Diabetes Color Outcomes Chart

Dulaglutide SC TRULICITY: Primary Outcome “MACE” in the REWIND Trial — Regional Subgroups

Region 00080
Europe 248/2174 (11-4%) 2.2 315/2165(14-5%) 2.9 T 0-77 (0-65-0-90)
LatinAmerica  191/1511 (12.6%) 2.6 190/1510 (12-6%) 26 . A—— 0-99 (0-81-1-21)
T uSAandCanada 132/1032 (12:8%) 24 117/1039 (113%) 21 —_—— 114 (0-89-1-47)
Asia Pacific 23/232 (9-9%) 19 41/238 (172%) 35 e—— 0-54 (0-32-0-89)
Overall 594/4949 (12:0%) 2.4 663/4952 (13-4%) 2.7 - 0.88 (0.79-0-99) NA
0‘-5 10 2-‘0

Dulalgutide Better

Liraglutide SC VICTOZA: Primary Outcome “MACE” in the LEADER Trial — Regional Subgroups

Geographic region - 0.20
Europe 3296 207/1639 (12.6)  252/1657 (15.2) e 0.82 (0.68-0.98)
T 1% North America 2847 212/1401 (15.1)  216/1446 (14.9) [ 1.01 {0.84-1.22)
Asia 711 24/360 (6.7) 37/351 (105) F——<atp———f 0.62 {0.37-1.04)
Rest of the world 2486 165/1268 (13.0) 1891218 (15.5) —— 0.83 (0.68-1.03)
r T T T i LI |
0.2 1.0 20
Liraglutide Better Placebo Better

Semaglutide SC OZEMPIC: Primary Outcome “MACE” in the SUSTAIN-6 Trial — Regional Subgroups

Ell on
T um 1137 40/570(7.0) 45/567(7.9) e = 0.87 (0.57-134)
B 632 18/326(5.5) 27/306(8.8) —— 0.62 (0.34-1.13) oss
Restof the world 1528 50/752(6.6) 74/776(9.5) - 0,68 (0.48-0.98)
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Favors semaglutide Favors placebo
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