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Introduction BMF-219 significantly reduces HbAlc and controls blood glucose levels in a 4-week dosing BMF-219 maintains a significant reduction of
study in ZDF rats HbAlc two weeks after the last dose
BMF-219 Day 29:
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control of cell cycle inhibitor expression. 2 fl 400 % '|C| 10- \ Bm BMF-219 85mg/kg PO
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= |mportantly, menin inhibition has been shown to improve [-cell proliferation and % 0 S 5 - f 3 Liraglutide 0.2 mg/kg BID
glycemic control in high fat-induced diabetic mice (Ma et al., 2021). S = 200 Z:' S
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= BMF-219 is an orally bioavailable, selective, covalent menin inhibitor that elicits a m 1;:
broad impact on the complexes surrounding menin, which direct its biological 0- 0- o
function. Day 1 Day 8 Day 15 Day 21 Day 29 Day 1 Day 8 Day 15 Day 21 Day 29 Day 29 Day 43

1 day after last dose  15- days after last dose
i in inhibi i : Vehicl kg P BMF-219 40mg/k 1-16), 2 k 17-28) PO QD BMF-21 kg PO QD BMF-219 17 kg PO QD Liraglutide 0.2 mg/kg BID . N .
" Here, we demonstrate the marked potential of an oral menin inhibitor, BMF-219, in Il Vehicle Omg/kg PO Il 9 40mg/kg (days 1-16), 200mg/kg (days 17-28) PO QD I 985mg/kgPOQD 9170 mg/kg POQD  [] Liraglutide 0.2 mg/kg Figure 4. HbA1c levels measured 2 weeks after administration of last dose in ZDF rats. Rats

achieving durable glycemic control following a short course treatment in a Type 2 Figure 2. Reduction in fasting blood glucose and HbA1c levels in BMF-219 treated ZDF rats. Rats treated with BMF-219 at indicated doses, liraglutide, or vehicle control were treated for 28 days with BMF-219 at indicated doses, liraglutide or vehicle control were

Diabetes Mellitus (T2DM) Zucker Diabetic Fatty Rat model. monitored for 4-hour fasting glucose (A) and HbAlc (B) was calculated for treated animals weekly over a 28-day treatment. Changes in blood glucose or HbAlc were compared to monitored for HbA1lc levels on day 1 and day 15 post-dosing. Drug-treated groups are compared
vehicle control to calculate statistical significance.

to vehicle control to calculate statistical significance by two-way ANOVA.

BMF-219 displays durable glycemic control over 4 weeks of dosing Conclusions

Zucker Diabetic Fatty (ZDF) rats were dosed daily with BMF-219, liraglutide or vehicle

for 28 days (n=10 per group) and monitored for an additional 28 days post last dose B 4-h ¢ _ | i — \éfﬂh;clzelgn;g/kg I = BMF-219 was tested in rats at clinically relevant exposures.
. . - - m
as shown in scheme below. Group 1 dose (40 mg/kg) was increased to 200 mg/kg on our tfasting Insulin mm (days 1-16), zogo r?\g/kg = All animals tolerated BMF-219 well throughout the study, displaying high activity.
day 17 for rest of the dosing phase. Fasting blood glucose, insulin, C-peptide levels, PO (day 17-28) . . L .
Hb»,lAlc oral glucose toIeranfeptest (OGTT)ind bodgy weight were mo?witzred during A OGTT on Day 25 Em BMF-219 85mg/kg PO = BMF-219 mid and high-dose arms showed reduction in fasting blood glucose levels
’ Em BMF-219 170mg/kg PO similar to liraglutide. On day 29 (one day after treatment stop), BMF-219 high dose
and post-treatment. 900 - = 1 Liraalutide 0.2 ma/ka BID _ C o , ’
2 iraglutide 0.2 mg/kg group showed sustained and significant reduction in fasting blood glucose.
Day: 0 8 15 | 21 28 43 56 ~ 800~ é ]I = BMF-219 treatment reduced HbAlc levels by Day 21 of treatment. Absolute
‘_‘_‘—l,—‘_!—fh S —= % amounts were lower than vehicle group by 3.5% (33% reduced from vehicle) and
Daily oral dbsing (QD) >- Drug wash out > CED < 700- §, lower than liraglutide group by 1.8% (20% reduced from vehicle) on day 29, and
| ] | E’ (UIJ) = remained reduced throughout the study, including post-treatment.
Group 1 dose increased 7p] - S
Ireatment groups (n=10/grou )_from 40 to 200 mg/day last dose ter::;(;{ion S “H 600- 2 = All BMF-219 dose groups showed improved glycemic control by oral glucose
1 Vehicleg i srotpr ER- tolerance test (OGTT) on day 25, in comparison to vehicle-treated group, with the
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2. BMF-219 40 mg/kg days 1-16, 200 mg/kg days 17-28 = = C 15 days after high dose-treated group showing improved response vs liraglutide.
4. BMF-219 170 mg/kg .aBZ?yowe?grﬁt’ fa_:tc;:g blozs(;ngglj:os:abjozl; issjﬁﬁ’sc_ § 5000 - 4-hour fasting C-peptide last dose = Fasting insulin and c-peptide levels were elevated in BMF-219 treated animals up
> Liraglutide 0.2 mg/kg peptide, HbAlc and OGTT o

2000 to the last day of dosing, with the effects lasting well into two weeks post last dose.

= BMF-219 induced significant reductions in HbAlc at all doses tested, with the

eptide (pM), Mean & SEM

0 15 20 50 00 120 3000= effects lasting 15 days after the last dose.
_ Time (min) 2000 = Of note, animals in this study, including vehicle group, displayed progressive
2): Figure 1. Body weight of @ Vehicle omalk L0006 increase in body weight and fasting blood glucose levels over time, likely from very
5 ZDF rats during the 28 I g BMF-219 40 mg/kg (Day 1-16), & high food intake. This compromises meaningful data interpretation beyond day 43.
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E vehicle control. Data Liraglutide 0.2 mg/kg BID ~ —¥- mara 15 days after an oral treatment for T2DM, in maintaining glycemic control after short-term
g represents mean SEM for last dose dosing.

the dose group Figure 3. BMF-219 exerts strong glycemic control over 28-days of treatment in ZDF rats. OGTT was conducted on day 25 on rats treated with BMF-219 at indicated doses,
o1 8 10 12 15 17 19 21 22 o5 08 29 31 liraglutide or vehicle control by measurement of blood glucose at 15 and 30 minute intervals up to 2 hours (A). Fasting insulin (B) and C-peptide (C) levels were measured weekly Referen ces
_ Days over 28 days in rats treated with BMF-219 at indicated doses, liraglutide, or vehicle control. Insulin and C-peptide levels were also measured on day 43 (15 days after the last dose : : "y S
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