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DEAR SHAREHOLDERS, FRIENDS AND COLLEAGUES,

W founded Biomeaa Fusion in fugust af 2017 1o (simply) explare a
ralatively unknown target called “menin®. At that time, there were no
menin inhibitors in clinical developmant, let alone validating clinical data to
support the impertance af inhibsting menin to treat a deadly disease ke
cancer. Menin is ot your typical target for cancer drug dscovery and
devalapment, it's not a mutated kinase that fosters aggressive signaling but
rather a scaffold protein, which has beer hijacked in its native form by
angageni: cofactors, We knew that the literature, and hence current
research effarts, hadn't quite cagtured the full picture of menin ard its
irvolvement across the cancer landscaps. And how could they, with only a
handful of small mclecule scaffolds made by fallow researchars.

Al Biarnea Fusion, we tleok & very lagical and pragrmatic appraach te
disrupting menin. We first cbaerved current menin develaament
affzrts, which wera centered arcund the purpose to create a physical
wadge betwean menin and ane of its co-factors, MLL, which iz mutated
through gere alterations called translacations in blood cancer patierits,
partizularly in 2 subgroup of AML and ALL patients. But what about the
rest of the ALL and AML patient population, as well as patients with
other blood and solid cancers? What if we could not anly disrupt
rmerin-MLL, but also disrupt the irteraction of menin with ather
ca-factors which rmake up separate and distinet protein camplexes -
each complex potentially playing a major rale in the development of
menin dependent tumors? Parhaps by targeting manin more broadly, we
could disrupt cancer at its cone, and parmanently alter its course. We
then discavered that menin eauld maore effectively and mare efficiently
be controlled via @ covalent, bond forming, cennection. Cur internally
designed covalent small moleculas were, as predicted, enabling broader
utility in saveral tumer types, The path became clear for Biomea, one
pill at 4 tirme,

Biomea was created with a vision ta build & next generation biotech

compary that leveragas the knowledes of prior successes. Dur mizsion,

“we airm to cure”, is driven by aur innevative spirit to explore the

potential af very salective chemistry to pravide safer and more effactive

mecicinas to cancer patients. Let ma report now on whera wa stand

today, after almost a year of being a

pubdic compary and onhe 4 %

years after founding the
COMPAany.

20 was a foundational year

for the company, We had just

closed our Zeries A, raising

156M, and transitioned to &
carperation from an LLS, Cur
Initial lrvestigaticonal Mew Drug
enabling studies were being
eracuted throughout the first
quartar of the year, while at

the sarme ime oregaring
aur 5-1to support aur
initial public affering.

Through the

support of an
esteamed proup

of investars

and irvestmeant bankers led by JP Margan, Jefferies, and Fiper Sandler,
we ware able to raise gross proceeds of 5147M at a market capitalization
of 3490M. Wi began the pear with TEAM FLSIOMN comprising of 12
employees, growing to 52 bictech professionals by the end of the fourth
quarter of 20Z1. We spent the summer manths writing the compary’s
first IMD application, a 5,700-page document that supportad
advancement of our first covalant menin inhibitor, BMF-219, inta clinical
dmﬂcbpmcnt. EMF-21% 15 a thlrd-gl::ncratiqn inhibitar of ."ncnin_, that
displays rermarkable tumor cell killing capacity at clinically relevant
concentrations. The FOA cleared our IMD application at the end of
Septembear and a faw months latar, we activated our first site, at the
pramingnt Cancer Center in Houston, Texas - MO Andersen. And
fimally in Janeary of this year, we anralled auwr firgt patient in our Phase 1
Study — SONVALEMT 100

Frem compary incepticn with paper drawings to dosing our first patiant,
teck our tgam approsimately feur and half years, Our team is naw
facuzed an continuing ta add elinical sites to support our Phase 1 study,
scaling up manufacturing to service cur patient demands and conducting
ke tramslational studies to support additienal indications with BMF-219.

We have also acselerated cur develaprment of BMF-219 inta Type 2
Diabetes. You may wonder why dizbetas? Menin is a gatekeeper for beta
zall growth, which are the cells in the pancreas that are responsible for
insulin preduction. The human body leverages manin to contral the
grawth of beta cells, as these cells have a very long life, on the arder of
years. Howewer, for people with Type 2 Diabetes, their beta cells have
become exhausted over tima and their pool of healthy functional beta
calls c.l;!nr_inuoushr declings, prngntir.g them from properhl matakal izing
glucase, We believe short-term menin inhibition can help reastablish a
healthy poal of narmal beta cells, giving these patients back the ability to
produce sufficient insulin. This is a novel and first-in-class approach to
treating Type 2 Disbetes. Stay tuned as we annournce fundamental
preclinical progress with our Type 2 Diabetes program at the annual
meeting of the American Diabetes Association in June of this year.

Locking ahead in 2022, we plan to axpand our Phase 1 to include
patierts with relapsed/refractory blood cancers {DLBCL ard MM] a5 well
as annauncing the IND development candidate for our second program.
‘We will also be presenting at several medical conferences this year
highlighting the potential of BMF-21% in sevaral other indications,
including selid tumars. In the later part of the year, we expect te file an
IME far the use of BMF-219 in dizbetes patients as well 25 in patients with
KRAS mutated salid tumaors. Lots of exciting developments coming up.

Biomea Fusian, and hence TEAM FUSION, is comprised of a "group of
highly skill=d, adaptalble, and dedicated problem solwers that are hungry
far the next challenge, next target, the next pinnacle (think of Everest,
Denali, etc.). (*group of Brilliant, Innovative and Qptimistic Masters wha
Enlighten those arcund tham to Adapt to the challengs ahead))

| couldn't be more proud of TEAM FUSICN (1) with their tireless effart,
coupled with sheer speed, 1o enable the company to execute at such a
high lewel. We believe with continued exacution we will reach sur
gaal, cur long game, as "we aim to cure”

lam glad you are joining us on this very exciting journey.

e BEST REGARDS,

- Thomas Butlar,
CEC end Chairman of the Board af Biomea Fusion, lne.
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- Themas Butler, CEQ & Chairman
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We leverage our drug design and eperational & & ba ereate novel covalent small molecules to treat serious and
life-threatening diseases. All our molectles are invented and created in-house. They are highly selective, targeted
medicines, that address key mechanisms of cur patient’s disease progression. We have built an R&D engine that has
so far produced three novel, covalent inhibitor programs that are currently in preclinical and clinical development.
Our team is angaged in all phases of drug discovery and development, including target selection, small melecula
design, and preclinical and clinical studies to develep our innovative medicines.
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