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Matthew S. Davids, MD, MMSc

» Dr. Davids: Hello and welcome
to this educational activity.

AotS—  Practice-Changing Strategies in

Medical Education Community Care Settings for Patients

V 4

with CLL/SLL and MCL
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» I'm Dr. Matthew Davids,
Associate Professor of
Medicine at Harvard Medical
School, leader of the
Lymphoma Program in the
Dana-Farber Harvard Cancer
Center, and Clinical Research

Matthew S. DaVidS, MD, MMSc Director in the Division of

Lymphoma at Dana-Farber
Associate Professor of Medicine, Harvard Medical School - .
Cancer Institute in Boston.

Leader, Lymphoma Program Dana-Farber / Harvard Cancer Center ; . -
Director of Clinical Research, Division of Lymphoma Today we'll be reviewing BTK

Dana-Farber Cancer Institute inhibitors for the treatment
Boston, Massachusetts of CLL, SLL and MCL. So, let’s
begin.
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Kaptein A, et al. Blood. 2018;132(suppl 1):1871.
BTK, Bruton's tyrosine kinase; MOA, mechanism of action

Treatment of CLL

Chemotherapy

Dshner H, et al. N Engl J Med. 2000;343(26):1910-1916. Ahn IE,
BTK, Bruton's tyrosine kinase; CLL, chronic lymphocytic leukemi

Covalent BTK Inhibitors Have Revolutionized the

Ibrutinib

Overall survival

40 Progression-free survival

, etal. N Engl J Med. 2020;383(5):498-500. Itsara A, et al. ASH 2023. Abstract 201
ia.

P So, to start, | want to
review the mechanisms and
advantages that we see
with BTK inhibitors. First,
we're fortunate now to have
a variety of covalent and
noncovalent BTK inhibitors,
and these kinome plots differ
in terms of their specificity,
mechanism of action and
potential for off-target
effects. The three approved
covalent or irreversible
BTK inhibitors, including
ibrutinib, acalabrutinib and
zanubrutinib. lbrutinib has
the most off-target effects,
whereas acalabrutinib and
zanubrutinib are more
selective for BTK. There’s also
a new class of noncovalent,
or reversible, BTK inhibitors,
including pirtobrutinib and
nemtabrutinib. Pirtobrutinib is
particularly selective for BTK,
and nemtabrutinib also is fairly
selective, although it does
have a few off-target effects.

P So, | think it's really important
to understand that covalent
BTK innovators really have
revolutionized the treatment of
CLL. One example of this is for
patients with high-risk disease,
defined by deletion 17p. On the
left, you can see the historical
results for those patients
who are treated in an era of
chemotherapy. And that dark
line represents patients with
deletion 17p where there was
a median overall survival only
in the range of about a year
and a half to two years. On the
right you can see longer term
follow up from a single agent
study of ibrutinib in patients
with deletion 17p CLL, and the
overall survival is still in the
range of 80% with 6 years of
follow up. So, really a dramatic
improvement in the outcome
for these high-risk patients,
but also for patients even with
lower genetic risk CLL.
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Application in the Community-Based Setting:
Resistance/Intolerance
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BTK resistance contributes to disease progression

and diminishes the efficacy of all covalent BTK inhibitors in CLL;
resistance mechanisms less well understood in MCL'-8

1. Woyach JA. et al. J Clin Oncol. 2017:35(13):1437-1443, 2. Lampson BL. Beown JR. Expert Rev Hematol. 2018:11(3):185-194. 3. Burger JA, et al.
Leukemia. 2020;34(3):787-798. 4. Byrd JC, et al. N Engl J Med. 2016;374(4):323-332. 5. Hershkovitz-Rokah O, et al. Br J Heematol. 2018;181(3):306-319.
6. Woyach JA, et al. N Engl J Med. 2014370(24):2286-224. 7. Woyach JA. et al. Blood. 2019;134(suppl 1):504. 8. Xu L, et al. Biood. 2017;120:2519-2525
BTK, Bruton's tyrosine kinase: GLL, chronic lymphocylic leukemia; MCL, mantle cell lymphoma; PH, pleckstrin homology demain; TH, TEC homology
domain; SH, SRC homology domain.

Pirtobrutinib is a Highly Selective, Noncovalent (Reversible)
BTK Inhibitor

Highly selective for BTK"2 Pirtobrutinib may stabilize/maintain BTK in

a closed inactive conformation?®

Plasma exposures exceeded BTK ICq,
throughout dosing interval

10 nM < ICs5, <50 nM

50 1M <1Cyo <100 M s | A
100 nM < ICs, <200 nM {
200 nM < IC5, <500 nM |

I; - é E=8

« Inhibits both WT and C481-mutant BTK with equal low nM potency?®
- Steady state plasma exposure corresponding to 96% BTK target inhibition and a half-life of about 20 hours?

= In contrast to covalent BTK inhibitors, pirtobrutinib appears to stabilize BTK in a closed, inactive
conformation, blocking access to upstream kinases and phosphorylation of Y551, thus inhibiting
scaffolding interactions that support kinase-independent BTK signaling?

Ael_LC 1. Mato AR, et al. Lancet. 2021;397(10277):892-901. 2. Brandhuber B, et al. Clin Lymphoma Myeloma Leuk. 2018;18(suppl 1):5216. 3.
I YANES Gomez EB, et al. Blood. 2023;142(1):62-72.
¢BTKi, covalent Bruton's tyrosine kinase inhibitor; IC, inhibitory concentration; nM, nanomolar; WT, wild type.

1Csq <10 M

— 8 Prackeutind 200 15 CO

P Now, in the community
setting, we’ve been using
these drugs for several years
now, particularly ibrutinib. And
we’'ve noticed that patients
eventually will develop
resistance in many cases. And
most commonly, a mutation
can arise in the BTK gene itself
at the cysteine 481 (C481)
position. When that mutation
arises, it confers resistance
to all three of these covalent
BTK inhibitors. And we do
think that these mutations
contribute to disease
progression and diminish the
efficacy of all of these covalent
BTK inhibitors in CLL. A variety
of other mutations that have
been described, primarily in
the kinase domain. I'll note that
the resistance mechanisms in
mantle cell lymphoma are less
well understood, currently.

P So, a little bit more about

pirtobrutinib. This is a highly
selective, noncovalent or
reversible BTK inhibitor. As |
mentioned before, it's highly
selective for BTK. The plasma
exposures of pirtobrutinib
have exceeded the IC,  for
BTK inhibition throughout
the dosing interval, and that’s
with daily dosing at 200

mg. Pirtobrutinib actually
acts to stabilize or maintain
BTK in a closed or inactive
confirmation, allowing it to
potentially overcome the
C481 mutations. So, from

a biochemical standpoint,
pirtobrutinib can inhibit the
wild-type and C481-mutant
BTK at equal low nanomolar
potency. The steady state
plasma exposure corresponds
to about 96% BTK target
inhibition with a half-life of
about 20 hours.
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How Noncovalent BTK Inhibitors Overcome Resistance

Covalent BTK Inhibitors (lbrutinib, Acalabrutinib,
and Zanubrutinib) Require WT BTK for Activity!

Pirtobrutinib Is a Noncovalent BTK Inhibitor That Is
Potent Against Both WT and C481-Mutated BTK?

Ibrutinib

BTK inhibition,
regardless of BTK mutation

ovalently
ound to C481

Ae’_LQ 1. Wang E, et al. N Engl J Med. 2022;386(8):735-743. 2. Aslan B, et al. Blood Cancer J. 2022;12(5):80.
YA BTK, Bruton's tyrosine kinase; WT, wild type.

Does not require C481 to
bind to the kinase domain

BTK Inhibitors Overview
o T T R T

First Second Second Third Third

(2023) R/R MCL after
2+ lines of tx

FDA approval including BTKi

(Earliest FDA
approval)

Mechal:usm Covalent Covalent Covalent
of action
. . . 160 mg twice daily
m 420 mg daily 100 mg twice daily or 320 mg daily

(2019) CLL/SLL,
R/R MCL, WM, RIR
MZL

(2014) CLL/SLL,  (2018) CLL/SLL,

WM, cGVHD R/R MCL In clinical trials

(2023) CLL/SLL after
2+ lines of tx
including BTKi and
BCL-2i

Noncovalent Noncovalent

65 mg daily

200 g Gzl (Phase Il dosing)

BCL-2, B-cell leukemia/lymphoma 2 protein; BTKi, Bruton's tyrosine kinase inhibitor; cGVHD, chronic graft versus host disease; CLL, chronic lymphocytic leukemia; MCL,

IMBRUVICA® (ibrutinib). Prescribing information. Janssen Biotech; 2022. CALQUENCE® (acalabrutinib). Prescribing information. AstraZeneca Pharmaceuticals; 2022,
BRUKINSA® (zanubrulinib). Prescribing information. BeiGene USA; 2023, JAYPIRCA (plr!obruhmb) Prescribing information. El Lily; 2023, Montoya S, Thompson MC.
A ) 1C Cancers (Basel). 2023;15(14):3648. FDA.gov. d-drugs/fda-grants-accelerated-approval-pirtobrutinib-ch
IBvANTS] Iymphocytic-leukemia-and-small-lymphocytic

mantle cell lymphoma; MZL, marginal zone lymphoma; RIR, relapsedrefractory; SLL, small lymphocytic lymphoma: tx, treatment; WM, Waldenstrsm's macroglobulinemia.

back all the way to 2014 with
the initial indications in CLL/

P So, here's an overview of all
five of the BTK inhibitors we’'ve

been discussing. So, the three
covalent inhibitors, and then
the two noncovalent inhibitors.
They’ve been roughly, kind

of, termed in terms of first
generation with ibrutinib,
second generation with
acalabrutinib and zanubrutinib,
and now third generation

with pirtobrutinib and
nemtabrutinib. The approvals
of these drugs across different
indications with ibrutinib going

SLL, Waldenstrém'’s, and
eventually, chronic graft versus
host disease. Acalabrutinib,
with indications in CLL and
mantle cell lymphoma. And
zanubrutinib, the most recent
of the covalent inhibitors,
with indications in CLL/SLL,
mantle cell, Waldenstrém’s,
and relapsed/refractory
marginal cell lymphoma. With
pirtobrutinib the indications
are much more recent. So,

P So, these are some of

the unigue features of
pirtobrutinib, which allow it to
be active even in the presence
of resistance mutations to
covalent inhibitors. Ibrutinib
requires the C481 to covalently
bind to BTK. Pirtobrutinib

can inhibit BTK regardless

of what's there at C481, it
does not require this domain
binding in order to inhibit the
enzyme.

2023 is the most recent, of
these BTK inhibitors. An initial
approval in relapsed/refractory
mantle cell, and more recently,
in terms of relapsed/refractory
CLL. Nemtabrutinib is not yet
approved but is currently in
clinical trials. The dosing dose
differ between these different
drugs, and, in general, these
drugs are given either once
daily or twice daily, depending
on their pharmacokinetic
profiles.
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Chairperson Perspectives

So, overall, in terms of my
perspectives, very helpful to
have all these different choices
for BTK inhibitors that we can
use in clinical practice, but |
can see how it could also be

a bit overwhelming, if you're
seeing patients with many
different types of cancer, to
keep track of all these different

BTK inhibitors. There are pros
and cons to each. | would

say probably most helpful to
consider the class of covalent
inhibitors, kind of separately
from the noncovalent
inhibitors. And as we’ll see

in the next section, there’s
clearly differences between
these BTK inhibitors, and so,

Resistance and Intolerance to Covalent BTK Inhibitors

Affect Outcomes in CLL

Ibrutinib discontinuation from
4 sequential studies

°
=

°
w

Other events

25% \:7,1'_']_

~
Disease progression
19%

Cumulative Incidence of
Discontinuation of Ibrutinib Therapy
°
N

°

Transformation

0 1 2 3 4 5 6
Time (years)

* Front-line: Ibrutinib discontinuation rate at 5 years = 41%

Ibrutinib acquired resistance in patients
with progressive CLL

BTK & PLCg2
not identified
20%

« Relapse/refractory: Predicted ibrutinib discontinuation rate at 5 years + 53.7% (4 sequential studies)
« The appearance of BTK C481 mutations is the dominant reason for progressive CLL after covalent BTK inhibitors
+ BTK C481 mutations prevent covalent BTK inhibitors from effective target inhibition

1. Woyach JA, et al. J Clin Oncol. 2017;35(13):1437-1343. 2. Lampson BL, et al. Expert Rev Hematol. 2018;11(3):185-194.
3. Woyach JA, et al. N Engl J Med. 2014;370(24):2286-2294. 4. Byrd JC, et al. N Engl J Med. 2016;374(4):323-332.

5. Xu L, etal. Blood. 2017;129(18):2519-2625. 6. Hershkovitz-Rokah, et al. Br J Haematol. 2018;181(3):306-319.

7. Burger JA. Leukemia. 2020;34(3):787-798, 8. Woyach J, et al. ASH 2019. Abstract 504.

(
A9U§
B YAYES/
BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic leukemia.

| think once you see some of
the nuanced data, hopefully
you'll understand a little bit
more about how to implement
these BTK inhibitors into

your practice, and really to
individualize them for your
particular patients.

But let’s dive a little bit more
deeply now into the clinical
efficacy and safety profiles

of BTK inhibitors. First, in

the early studies of ibrutinib,
the most common reasons
for discontinuation initially
were other events including
infection and atrial fibrillation
and other adverse events.

But as patients stayed on
ibrutinib for longer, we see
that disease progression and
Richter’s transformation can
arise. And so, when we look in
the frontline setting by 5 years,
about 40% of patients will
have discontinued ibrutinib.
On the right, you can see the
different acquired resistance
mutations in patients
progressing on ibrutinib, and
the most common reason
would be BTK mutations. But
there’s also mutations that
can occur downstream of
BTK in PLC gamma, which
can provide further resistance
to this therapy. In the
relapsed/refractory setting,
the discontinuation rates are
even higher, closer to 54%

of patients by 5 years. And
again, the dominant reason for
progression is the BTK C481
mutations.
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Medical Need in CLL/SLL

+ The vast majority of patients discontinue
cBTKi for either progression or intolerance’-?

« Limited prospective data and treatment options
in the post-cBTKi setting currently exist

+ Venetoclax (BCL2i) based regimens have often
been a next treatment option after cBTKi for
patients with CLL/SLL

+ An increasing number of patients who have
discontinued cBTKi have also discontinued
venetoclax

- Outcomes are poor and there is a need for
additional treatment options*

Probability

Limited Therapeutic Options and Poor Outcomes After
Covalent BTK Inhibitor Treatment Represent a Major Unmet

Time from cBTKi/BCL2i Discontinuation to
Subsequent Treatment Failure or Death*

Median and 95% Cl by Line of Therapy

1: 5.8 months (95% CI: 4.7-7.0)
2:4.5months (95% CI: 2.5-5.6)

3:3.7 months (95% CI: 1.2:8.9)

4:1.1 months (95% CI: 0.9-not evaluable)

0.754

0.504

0.25

0.00- e e

ado-og

% 0 %8 4 48
ime from Dual Discontinuation to Subsequent Treatment Failure or Death (months)
| Line of Dual Discontinuation 1-==-2 —-—3 —— 4|

PN
o ofengl

1. Woyach JA, et al. J Clin Oncol. 2017;35(13):1437-1443. 2. Barr PM, et al. Blood Adv. 20226(11):3440-3450,
3.Byrd JC, et al. ASH 2022. Abstract 4431. 4. Mato AR, et al. Clin Lymphoma Myeloma Leuk. 2023;23(1):57-67.
BCL2i, B-cell lymphoma 2 inhibitor; cBTKi, covalent Bruton's tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; SLL, small lymphocytic lymphoma.

=L~ Whole cohort
L. Progressive CLL

RT

p=0539

Time since progression on second-line
targeted agent (months)
Whole 18 s 2 1 1

No.at
o cu 12 7 1

* Whole cohort median OS: 5.3 months

» No difference in OS between progressive
CLL (11.3 months) and RT (3.4 months)

Lew TE, et al. Blood Adv. 2021;5(20):4054-4058.

Outcomes for “Double Class Resistant” CLL Are Poor

2011 to 2020: 165 pts treated with Ven or BTKi > 42 double exposed 2> 18 double refractory

100 - BTKi—VEN
4 VEN—
_ s VEN - BTKi
e
® p=0.650
2s.
t T T T J
o 6 12 18 24 30
Time since progression on second-line
targeted agent (months)
No.at B>V & 3
ik yss 12 s

+ No difference in OS between BTKi >
VEN (8 months) and VEN > BTKi
(3.2 months)

BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; OS, overall survival; RT, Richter transformation; VEN, venetoclax.

P So, from the real-world
setting, there are also some
data to help us understand
the outcomes for patients
who progress after covalent
BTK inhibitors. This really has
become a growing unmet
need in CLL or SLL. And
we see that patients, who
discontinue often have, a short
progression-free survival,
regardless of line of therapy
from which they progressed.
So, we also have a growing
number of patients who
have discontinued after both
the covalent BTK inhibitors
and venetoclax. And the
outcomes for those patients
are particularly poor, so-called
double-refractory patients.

P Thisis a study from the

group in Australia looking
over the past decade or

so at their patients treated
with venetoclax, or covalent
BTK inhibitor. Forty-two

of them were exposed to
both drugs, and 18 patients
were considered truly
double-refractory to both
mechanisms. So, for the whole
cohort of these patients,

the median overall survival
was only just over 5 months
and there was no difference
between whether patients
progressed with CLL or
Richter’s transformation. It
didn’t matter whether patients
had gone from a BTK inhibitor
to venetoclax or vice versa.

In both scenarios the survival
subsequently was quite short.
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Pirtobrutinib in CLL/SLL Phase 1/2 BRUIN Study: > et e the

Design, Eligibility and Enrollment biggest difference from the

Phase 1 Escalation + Expansion (25 to 300 mg QD) Phase ]/2 BRUIN Study. We
e e p— can see the 317 patients with

« Intra-patient dose escalation allowed

Cohort expansion permitted at doses Cl_l_ and Sl_l_, and Of those,

deemed safe

- @@ about 282 had prior treatment
with a covalent BTK inhibitor.

. Agex18

+ ECOGPS02

+ Active disease and in need of
treatment

+ Previously treated

BTKi Naive Prior cBTKi S
" e
+  Safety/tolerability

+  Determine MTD and RP2D
+  Pharmacokinetics

+  Efficacy (ORR according to iwCLL
No Prior BCL2i Prior BCL2i 2018 criteria, DoR, PFS, and OS)
(Naive: BCL2i-N) (Exposed: BCL2I-E)
n=154 n=128
‘Woyach JA, et al. ASH 2023. Abstract 325.
210 Data cutoff of 05 May 2023 (NCT03740529). aOther includes DLBCL, WM, FL, MZL, Richter transformation, B-PLL, Hairy Cell Leukemia, PCNSL, and other transformation.
/Aa\ T~ BCL2i, B-cell lymphoma 2 inhibitor; cBTKi, covalent Bruton’s tyrosine kinase mh\b\tcl CLL, chronic lymphocytic leukemia; DoR, duration of response; ECOG PS, Eastern
Cooperative Oncology Group Status; iwCLL, | Chronic Lymphocytic Leukemia; MCL, mantle cell lymphoma; MTD, maximum tolerated

dose; OS, overall survival; ORR, overall response rate; PFS, progression-free survival; RP2D, recommended phase Il dose; QD, once a day; SLL, small lymphocytic lymphoma.

: i i : , ] » Inthe updated data set
BRUIN Study: Pirtobrutinib Efficacy in All Patients With that was presented at the

CLL/SLL Who Received Prior Covalent BTK Inhibitor ASH meeting in 2023, the
450 [Prorcerii | neze | waterfall plot for lymph node

" ORR® incl. PRLL, % (35% CI) e decrease was quite impressive.
| Bt o So, most patients had a
- nPR 207) significant reduction in their

- PR 196 (69.5) lymphadenopathy, and the

PR-L 27 (9.6)
‘ HH overall response rate was 82%

for single-agent pirtobrutinib

% Change in Sum of Products of
Diameters from Baseline
o

b D in this relapsed setting.
-75- ‘
-100-
Number of Patients (n=252)*
Data of patients with baseling and al least one evaluable post mwllna tumos measurement, *Data for 30/282 patients are nol shown in the waterfall plot due 1o no measurable
wified by CT at baseline, prioe 1o first or lack of adequate iMagng i follow-up. *ORR INCIuding PR-L 18 the number of

pabents with best response of PR-L or better dwided by ma:ulal numk}el o patients; 14 patients with a best respanse of ) are included
FPost-cBTKI patents included a subgroup of one prios line of ¢B g therapy and s6cond line therapy of pirtobritinid, who had an ORR including PR-L
of 88.5% (95% Cl: 66.9-88.7). i LLzmamwwn it
Woyach JA, et al. ASH 2023, Abstract 325,
L T iy i el

Lovkein: PR, har parbal rosponse: ORF, awversl roapeorss rate. PR, parlal ne-awvse PRL, pértol rospomee i mplacytouts, SLL, wril rmplhosd Vg
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BCL2i-Naive

g

BRUIN Study: Pirtobrutinib Progression-Free Survival With Prior
Covalent BTK Inhibitor, With or Without Prior BCL2 Inhibitor

BCL2i-Experienced

150 143134126 114 104 99 92 89 84 74 70 47 44 26 2 2010 7 7 3 3 3 1 0

g £ 100
z gw
2w Median: 23.0 months 2w Median: 15.9 months
€ 95% Cl: 19.6-28.4 8 95% Cl: 13.617.5
[ Median Follow-up: 27.6 months g n Median Follow-up: 22.2 months
'§ & Events/Total: 79/154 E o Events/Total: 81/128
@ so @ so
L i X‘—O—O—.‘ E 40
% 30 i L———t § %
e 2 20
g 10 § 10-

0 i i i o H i

O 2 48 B0 1214 16 18 20 22 24 % 25 % 2 M B B o &2 4 b B T2 4 6 5 10 12 14 16 16 20 22 24 2 28 % 32 3 % 3 40 42 4 & 4

o Months from First Dose No.at Months from First Dose

Risk
128115108 99 83 76 61 52 47 34 2520 1212 3 2 2 2 2 2 0 0 0 0 0

Median PFS for entire study population: 19.4 months

Ae’.LQ Woyach JA, et al. ASH 2023. Abstract 325.
T AL BCL2i, B-cell lymphoma 2 inhibitor; cBTKi, covalent Bruton's tyrosine kinase inhibitor; PFS, progression-free survival

T474x and L528W

BTK C481x (63) BTK T474x (34) BTK L528W (14)
100 100 100
80
£ 60- g
w w
< 404 g
204
o_

L —
Baseline PD Baseline PD Baseline PD

Mutation detected

W Atbaseline

W At progression (PD)
Shared

210 2Any amino acid substitutions.
Iaviyre] Brown JR, et al. ASH 2023. Abstract 326.
BTK, Bruton's tyrosine kinase; ORR, overall response rate; PD, disease progression; VAF, variant allele frequency.

The Majority of BTK Acquired Mutations Were

+ Decrease/clearance of C481x2
clones observed at progression
in 84% (36/43) patients
(clearance = 23/43, 53%)

* BTK C481S/YIR, T474x3,
L528W, other kinase mutations
arose at/near progression (55
mutations in 39 patients, VAF
range 3-86%)

+ ORR was similar across groups
regardless of the acquired BTK
mutation (T474x, 22/23, 96%;

L528W; 11/14, 79%)

P The durability was particularly

good for patients who had
not previously had a BCL2
inhibitor, so-called BCL2i-
naive, where the median PFS
was just under 2 years. In
BCL2i-experienced patients,
it was a bit shorter of a PFS
at about 16 months. And the
median PFS for the entire
study population was about 19
months.

One of the interesting aspects
of this BRUIN study is that
they were able to track the
resistance mutations in real
time in these patients on

the study. And one of the
things that was predicted
with pirtobrutinib, and now
has borne out in terms of the
data, is that from baseline to
time of progressive disease,

a decrease in the fraction of
mutations in the BTK C481.
So, this is what we would
have predicted because

we know that pirtobrutinib

is active in the setting of

that mutation. However,
comparing baseline to time of
progression on pirtobrutinib,
we see rising of the T474 and
L528W mutations. So, these
are actually mutations that
seem to confer resistance

to pirtobrutinib and are now
posing a new challenge that
we must face in terms of
figuring out ways to
overcome that.
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Pirtobrutinib FDA Approval in CLL/SLL

» December 2023: the Food and
Drug Administration granted
accelerated approval to
pirtobrutinib for adults with
CLL/SLL who have received at
least two prior lines of therapy,
including a BTK inhibitor and a
BCL-2 inhibitor

* BRUIN Trial (NCT03740529)
- ORR: 72%
- Median DoR: 12.2 months

+ ASH 2023 updated data:

- Prior BTK inhibitor (n=282)
> ORR: 81.6%
>mPFS: 19.4 months

- Prior covalent BTK inhibitor and

BCL-2 inhibitor (n=128)

>0ORR: 79.7%
>mPFS: 15.9 months

FDA.gov. https:/iwww.fda. pproved-drugs/fda-grant; ppr

hroni leukemia-and ic. Woyach JA, et al. ASH 2023. Abstract 325.

BCL2, B-cell lymphoma 2; BTK, Bruton's tyrosine kinase; CLL, chronic lymphocytic leukemia; DoR, duration of response;
mPFS, median progression-free survival; ORR, overall response rate; SLL, small lymphocytic lymphoma.

/Aaegj

BELLWAVE-001: Nemtabrutinib Demonstrated Robust
and Durable Clinical Responses in Pretreated CLL"2

Nemtabrutinib: Noncovalent, Reversible Inhibitor of Both WT and Ibrutinib-Resistant C481S-Mutated BTK

CLL/SLL CLL/SLL
n (%) [95% CI] 65 mg QD Cohort A2
n =57 n=25

CLL/SLL
Cohort B®
n=10

30 (53) [39-66] 15 (60) [39-79] 4 (40) [12-74]

CR 2 (4)[0.4-12) 0 (0) [0-14] 1 (10) [0.3-45]
_ 15 (25) [15-40] 5 (20) [7-41] 2 (20) [3-56]
13 (23) [13-36] 10 (40) [21-61] 1 (10) [0.3-45]
_ 17 (30) [18-43] 8 (32) [15-54] 3(30) [7-65]
_ 2 (4)[0.4-12) 0 (0) [0-14] 2 (20) [3-56]
8 (14) [6-26] 2 (8) [1-26] 1 (10) [0.3-45]

aCohort A comprises patients with mCLL/SLL who received 22 prior therapies, including covalent BTKi and who have C481S mutation

“Cohort B comprises patients with mCLL/SLL who received 22 prior therapies, are intolerant to BTKi, and who have no C481S mutation.

1. Woyach J, et al. EHA 2022. Abstract P682. 2. ClinicalTrials.gov identifier: NCT03162536.

BTK, Bruton's tyrosine kinase; CLL, chronic lymphocytic leukemia; CR, complete response; ORR, overall response rate; PR, partial response;

PR-L, partial response with lymphocytosis; SD, stable disease; PD, disease progression; QD, once daily: SLL, small lymphocytic lymphoma; WT, wild type.

» So, with regard to

pirtobrutinib’s approval in
CLL and SLL, this is pretty
recent, just December of
2023. The label is for patients
who have had at least 2 prior
lines of therapy, including a
covalent BTK inhibitor and

a BCL2 inhibitor. And again,
this was based largely on

the BRUIN trial that we just
reviewed, where the updated
data suggested close to 82%
of patients responding with a
median of about a year and

a half or a little bit longer in
terms of progression-free
survival.

So, pirtobrutinib is not the
only noncovalent BTK inhibitor
being explored in CLL and SLL.
The other is nemtabrutinib.
And this was explored in the
BELLWAVE-OOT1 trial, which
really did demonstrate robust
and durable clinical responses
in patients with relapsed/
refractory CLL. With about

57 patients treated at the
recommended Phase 2 dose
of 65 milligrams, the overall
response rate is in the range
of about 53%, including in
patients who had, mutation in
C481S, as well as patients who
did not.

Practice-Changing Strategies in Community Care Settings for Patients with CLL/SLL and MCL- 10



BELLWAVE-001: Nemtabrutinib Is
Effective Against BTK Resistance Mutations’

PFS Events, PFS Median
niN, % (95% Cl), mo

—  AICLUSLL 13/57 (23) NE (10.6-NE)
Cohort A 8/25 (32) 15.7 (7.6-NE)

Cohort B 3/10 (30) NE (5.0-NE)

Cohort B

© © 3
3 &8 8 8

2 N
3

Progression-Free Survival, %

s 8

o FF

o

S

3

a2

> E

All CLL/SLL

3

Cohort A: patients with R/R
CLL/SLL who received

2N oW
s 3

22 prior therapies, including

o

0 5 10 15 20 25 30 covalent BTKi, and who
No.at Risk Time, mo have a C481S mutation
Al 57 28 19 14 7 2
Cohort A 25 15 10 7 2 0
Cohort B 10 4 2 2 1 0

210 1. Woyach J, et al. EHA 2022, Abstract P682.
INZNTO BTK, Bruton's tyrosine kinase; BTKi, Bruton’s tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia; NE, not evaluable;
2 PFS, free survival; RIR, ; SLL, small lymphoma.

Ongoing Phase 3 Trials With Noncovalent BTK
Inhibitors in CLL

Phase 3 Trial Study Arms Population
BTKi

Pirtobrutinib BRUIN CLL-321 pirtobrutinib Prior BTKi required
(NCT04666038) vs idelalisib + R or BR

BRUIN CLL-322 pirtobrutinib + venetoclax + R Prior BTKi allowed
(NCT04965493) vs venetoclax + R

BRUIN CLL-313 pirtobrutinib Treatment-naive patients
(NCT05023980) vs BR

BRUIN CLL-314 pirtobrutinib BTKi-naive patients
(NCT05254743) vs ibrutinib

D ERIELT LT BELLWAVE-008 nemtabrutinib Previously untreated CLL; no
(NCT05624554) vs FCR or BR TP53 mutation/del(17p)

BELLWAVE-010 nemtabrutinib + venetoclax Following at least 1 prior
(NCT05947851) vs venetoclax + R therapy

A%’_LQ BR, bendamustine, rituximab; BTKi, Bruton's tyrosine kinase inhibitor; CLL, chronic lymphocytic leukemia;
INNTO FCR, fludarabine, cyclophosphamide, rituximab; R, rituximab.

P The progression-free survival

for nemtabrutinib in these
different cohorts. Cohort A is
patients who had a covalent,
BTK inhibitor and who have
a C481S resistance mutation.
Cohort B, these patients

did not have a resistance
mutation. The PFS looks
similar between these two
groups. With the median PFS
actually not reached yet at the
time of this evaluation.

So, there’s a number of
ongoing Phase 3 trials with
these noncovalent BTK
inhibitors in CLL. Several
with pirtobrutinib, including
relapsed/refractory studies,
where pirtobrutinib is being
compared to a PI3-kinase
inhibitor, idelalisib, with
rituximab or bendamustine
and rituximab, a separate
study where pirtobrutinib
was being combined with
venetoclax and rituximalb
and being compared to
venetoclax and rituximalb
alone. Then, frontline
studies of pirtobrutinib
versus bendamustine and
rituximalb and pirtobrutinib
versus ibrutinib. With
nemtabrutinib, there’s also
a frontline study comparing
to chemoimmunotherapy,
and then there’s a relapsed/
refractory study of
nemtabrutinib with venetoclax
compared to rituximab with
venetoclax.
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Covalent BTK Inhibitor Resistance is Common and
Not Well Understood in MCL

» Most patients will ultimately

. . 100
experience disease i~ Median sunvival (95% C1)
H =00 R o BT taram 141 months (7.86,14.74)
progression %’ % thcplﬁposl-BTKlthlYapy: 0.36 months (0.16, 0.69)
+ Post-progression outcomes e
. q e
historically poor (OS <1 year) g

+ Mechanisms less well PR S A S R
understood Compared to CLL Number at risk Time (years) from discontinuation of first BTKi therapy
(number censored)
. i - Al pat 2 17 7) 14(40) 5(45) 2 (47
Options: e ST therapy 338, ﬁg} gg[n B 13?34; 2y 26
i Without post-BTKi therapy 90 (0) 4(6)" 2(6)° 1(8)° 0(6) 0(8)
- Noncovalent BTKi
- CART
- Trials
/ Hess, G et al. Br J He tol. 2023;202(4):749-759.
/Aa\'.LS ceA;ST‘ cehi:‘ericr amigz’::ecepmr T-cell therapy; BTKi, Bruton's tyrosine kinase inhibitor; CLL,

chronic lymphocytic leukemia; MCL, mantle cell lymphoma; OS, overall survival.

In MCL, Real-World Data Confirm That Outcomes Are
Poor After Progression on Covalent BTK Inhibitor Therapy

« Post-ibrutinib OS for patients progressing « Progression on BTKi likely involves therapeutic

ibrutinib and An dditi | resistance
on ibrutinib and receiving additiona  Overall post-ibrutinib OS was 1.4 months
treatment versus no further treatment - 0.4 months for patients receiving no further therapy
10 Median Survival 1.0 Median Survival
o o
c £
2207 28075
58978 3
3 '.-E' Received further systemic the u’, E R;BAC % Cl
§2 98 116 mo (5% L 7165) T 8 g 05 14.0 mo (95% C1, 8.2-19.8)
£a £9
S& 02 28025
[ o Alternative systemic therapy
& No further systemic therapy o 3.6 mo (95% CI, 2.6:4.6)
04 0.4 mo (95% Cl. 0.3-0.5) 04
0 12 24 36 0 12 24 36
Time, mo Time, mo
No. at Risk No. at Risk
Ovoral 100 10 3 RBAC s 2 9
Systemic therapy 45 ] 3 0 Aternative 19 4 1
No systomic thorapy 56 1 o therapy

o
A%’_LQ McCulloch R, et al. Br J Haematol. 2021;193:290-298.
I NNTO BTKi, Bruton's tyrosine kinase inhibitor; MCL, mantle cell lymphoma; OS, overall survival; R-BAC, rituximab, bendamustine, cytarabine.

P So, as | mentioned before,

covalent BTK inhibitor
resistance is common, but
also not very well understood
in mantle cell lymphoma.

The majority of patients with
mantle cell lymphoma will
progress on their covalent BTK
inhibitor, and usually within a
much shorter time-frame than
what we were just describing
for patients with CLL. On the
right, you can see that time-
frame reflected, in terms of

a short overall survival for all
patients who progress after
BTK inhibitors, and particularly
in mantle cell, | think the
options are much more

limited for these patients as
compared to CLL. We do have
the noncovalent BTK inhibitor,
pirtobrutinib, that we’'ll see
data for. Also, CAR T-cells or
clinical trials.

So, these are some real-
world data in mantle cell
lymphoma suggesting, again,
that outcomes are poor after
progression on covalent

BTK inhibitor. Patients who
received additional therapy
did do better. The median
survival there was closer

to a year, whereas patients
who were not able to even
receive additional therapy
had a very short survival of
just 0.4 months. Overall, in
the post-pirtobrutinib setting,
the survival in this real-world
series was just 1.4 months,
and patients who were

able to move on to R-BAC
chemotherapy did have a
longer survival. But again, this
is retrospective real-world
data. So, it’'s more likely that
the fitter patients were able
to get chemoimmunotherapy,
and so that, | think, is one of
the confounding aspects of
this analysis.
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Although BTK Inhibitors Are a Step Forward in
MCL, More Needs to Be Done in Later-Line Care

- Based on retrospective
claims data from the United
States between 2015 and
2021 (N = 696)

» Majority of patients
received no treatment in
the 3L setting

- Data demonstrate clear
unmet needs for 3L care
in MCL

Garg M, et al. ASH 2022. Abstract 3534.

R-CHOP, rituximab,

vincristine,

Proportion of Patients, %
a
&

Line 1 Line 2 Line 3 Line 4
Treatment
M Bendamustine- [ Rituximab B Other small molecle  EICVP or simiar [ CAR-T
based therapies monotherapy agents wio rituximab

B RCHOP o [ CHOP or simiar [} Bortezomibbased [ Other BTKi-based  [I] No treatment
similar ther therapies.

[ Stem cell vansplant [
thera

Other
pies therapies ‘agents with rituximab

2L, second-line; 3L, third-line; BTK, Bruton's tyrosine kinase; CVP, cyclophosphamide, vincristine, prednisone; MCL, mantle cell lymphoma;
CAR-T, chimeric antigen receptor T-cell therapy.

Pirtobrutinib in MCL Phase 1/2 BRUIN Study:
Design, Eligibility and Enroliment

Phase 1 Escalation + Expansion (25 to 300 mg QD)
Phase 2 (200 mg QD)

N=778

I l

+ 26-day cycles

* Intra-patient dose escalation allowed

+ Cohort expansion permitted at doses.
deemed safe

-
|

CLL/SLL McL
n=317 n=166

+ Agez18

+ ECOG 0-2

* Active disease and in need of
treatment

}

Prior cBTKi® cBTKi Naive
n=152 n=14

+ Previously treated

S
S

Key endpoints

+ Safetyltolerability

* Determine MTD and RP2D

* Pharmacokinetics

+ Efficacy (ORR according to Lugano
criteria, DoR, PFS, and 0OS)

P So, in mantle cell lymphoma, |
would say, although the BTK
inhibitors are a step forward,
we certainly need more
options in later lines of care.
Some more retrospective
claims data from the US from
2015 to 2021 shows in these,
about, 700 patients or so
that the majority of mantle
cell patients actually did not
receive any treatment in the
third-line setting, and that’s
often because they were so
sick. After second-line setting,
many of these patients moved
on to hospice, for example.
Where in the frontline
setting majority patients are
getting bendamustine-based
chemotherapy. In the second-
line setting, small-molecule
agents like BTK inhibitors
become more commonly used.
And then patients not getting
any additional therapy. So, it
really does speak to the need
for better therapies in the later
lines of therapy for mantle cell
lymphoma.

P So, the BRUIN study of

pirtobrutinib also included a
cohort of 166 patients with
relapsed/refractory mantle cell
lymphoma, and we'll review
those data now.

Data cutoff of 05 May 2023 (NCT03740529). “Other inciudes DLBCL, WM, FL, M2L, Richter transformation, B-PLL, Hairy Cel Leukemia, PCNSL, and other transformations. *Prior cBTKi inciudes
Pri I Py
4y 1
/A\é\_*'Sv found in supplemental via QR code.
, ‘Cohen JB, et al. ASH 2023, Abstract 961.
BTK, o DoR, duration of response; ECOG, Eastern Cooperative Oncology Group: MCL, mantle cellymphoma; MTD,
maximum toerated dose; ORR, s, PFS, viree survival; QD, once a day; RP2D. dose: SLL,
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f BCL2, B-cell lymphoma 2; cBTKI, covalent Bruton's tyrosine kinase inhibitor; CAR T, chimeric antigen receptor T-cell therapy; ECOG PS, Eastern Cooperative Oncology Group
P

P The waterfall plot looking at

lymph node decrease with

the different colors here
representing patients who
discontinued their prior BTK
inhibitor due to progressive
disease, versus patients who
discontinued the prior BTK
inhibitor due to toxicity.

And regardless of reason for
discontinuation, the majority of
patients did have a decrease

in lymph node size, and the
overall response rate was close
to 50% in this very difficult-to-
treat population.

Here, you can see in these
forest plots the different
factors that may have
influenced overall response
rate in mantle cell lymphoma.
Whether looking at various
genetic subgroups, clinical
characteristics, or histology,
in general, there wasn’t one
particular group that benefited
more than another. Really
pirtobrutinib was quite active
across all the different groups.
The one factor | think that did
seem to have significance,
patients who had previously
discontinued a BTK inhibitor
due to toxicity, seemed to
have an even higher overall
response rate at close to 90%
compared to those patients
who had progressed on their
prior covalent BTK inhibitor,
where the response rate was
more in the range of 43%.
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Duration of Response

Response Duration Probabilty (%)
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BRUIN Study: Pirtobrutinib Outcomes in Prior Covalent
BTK Inhibitor Patients With MCL

Progression-Free Survival

Overall Survival

E : Median PFS: 5.6 months
% 95% Cl: 5.3-9.2
Median Follow-up: ~ 15.9 months
E o Events/Total: 88/152
g ©
& %
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.
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Median OS: 23.5 months
95% CI: 17.4-NE

Median Follow-up:  24.2 months

Events/Total: 64/152

02 4 6 b 101214 16 18 20 22 24 26 26 30 32 34 36 38 40 42 44 46 48 %0
Months.

— from First Dose.
— RSB0 M T S @B RN VBN TS 42220
Cohen JB, et al. ASH 2023. Abstract 981.
BTK, Bruton's tyrosine kinase; DoR, duration of response; MCL, mantle cell lymphoma; NE, not evaluable; OS, overall survival;
PFS, progression-free survival
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A%/_LC‘ 21 cBTKi-naive patient was not evaluable. Response status per Lugano 2014 criteria based on IRC assessment
/B YAYES) Cohen JB, et al. ASH 2023. Abstract 981
» BTK, Bruton's tyrosine kinase; CR, complete response; Do, duration of response; MCL, mantle cell ymphoma; NE, not evaluable;
ORR, overall response rate; OS, overall suvival; PFS, progression-free survival; PR, partial response.

P With regard to durability, if

patients do respond, these
responses can be durable.
And so, you see the duration
of response median is about
21.6 months. However, many
patients don’t respond and as
such, the median progression-
free survival is a relatively
short 5.6 months. That being
said, | think the overall survival
is promising with a median

of about 2 years. It suggests
that patients who do respond
probably can be bridged to
other types of therapy, for
example, cellular therapies like
CAR T-cells or even allogeneic
transplantation.

There was a smaller group of
patients in the BRUIN study
with mantle cell lymphoma
who were covalent BTK
inhibitor-naive. And you can
see the results look much
better for this group. The
overall response rate is about
86%, including 43% complete
remissions, and duration of
response, progression-free
survival, and overall survival
are all quite high, suggesting
that this is a drug that could
be potentially moved up into
an earlier line of therapy,
maybe even before covalent
BTK inhibitors, in mantle cell
lymphoma.
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Pirtobrutinib FDA Approval in MCL

« January 2023: the Food and Drug + ASH 2023 updated data:

Administration granted accelerated - Prior covalent BTK inhibitor
approval to pirtobrutinib for (n=152)
relapsed or refractory MCL after at " ORR of 49.3%
least two lines of systemic therapy, L .
including a BTK inhibitor >CR:15.8%
> PR: 33.6%

» BRUIN Trial (NCT03740529)
- ORR: 50%
>CR: 13%
- DOR: 8.3 months

- Median DoR: 21.6 months
- Median PFS: 5.6 months
- Median OS: 23.5 months

’ FDAgoV. formation-approved-drugsfd
A%.LQ relapsed-or-refractory-mantle-cell-ymphoma. Cohen JB, et al. ASH 2023. Abstract 981
INNTO ASH, American Society of Hematology; BTK, Bruton's tyrosine kinase; CR, complete response; DoR, duration of response;
MCL, mantle cell lymphoma; ORR, overall response rate; PFS, progression-free survival; PR, partial response.

Ongoing Phase 3 Trials With Noncovalent BTK
Inhibitors in MCL

Phase 3 Trial Study Arms Population
BTKi

(1T T M BRUIN MCL-321 pirtobrutinib vs investigator’s Previously treated and
(NCT04662255) choice of BTKi (ibrutinib, BTKi-naive
acalabrutinib, or zanubrutinib)

A%’_LQ Wang M, et al. J Clin Oncol. 2023;41(16_suppl)-TPS7587.
INNTO BTKi, Bruton's tyrosine kinase inhibitor; MCL, mantle cell lymphoma.

P So, the original approval for

pirtobrutinib was in mantle cell
lymphoma back in January

of 2023. This is, a label that’s
an accelerated approval for
relapsed or refractory mantle
cell after at least 2 lines of
systemic therapy, including a
BTK inhibitor.

P So, with regard to ongoing

Phase 3 trials with the
noncovalent BTK inhibitors
in mantle cell, right now, it's
mainly this one trial, which

is the BRUIN MCL-321 trial.
This is pirtobrutinib versus
investigator’s choice of
other covalent BTK inhibitor,
and it could be ibrutinib,
acalabrutinib, or zanubrutinib.
And this is looking primarily
at a previously treated
population, but does also
include BTK inhibitor-naive
patients.
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Chairperson Perspectives

So, kind of summarizing

my perspectives from that
section, | would say that

it’s definitely been a major
advance to have pirtobrutinib
approved now for CLL

and mantle cell lymphoma.
Certainly, something I'm

using commonly in my own
clinical practice. The data right
now for using pirtobrutinib

in early lines of therapy is
pretty sparse, so | certainly am
not using pirtobrutinib as a
frontline treatment in either of
these diseases. | would use it in

patients who have progressed
on a covalent BTK inhibitor. |
think an interesting question
is whether to use pirtobrutinib
or venetoclax in that post
covalent BTK inhibitor
population. Technically,
pirtobrutinib is only approved
in CLL, for example, in the
double-exposed population.
So, if you want to follow

the FDA label, you give
covalent BTK inhibitor and
then venetoclax, and then
pirtobrutinib. But that being
said, actually, in the NCCN

What Are the Implications of Covalent and Noncovalent
BTKi Selectivity for Off-Target Effects?

Ibrutinib Acalabrutinib

Covalent BTK inhibitors

Less selective/
more off-target effects

Zanubrutinib

X .

More selective/less off-target effects

Pirtobrutinib

o

More selective/
less off-target effects

Noncovalent BTK inhibitors

Less selective BTK inhibitors (eg, ibrutinib) have more off-target effects,

which contribute to more toxicity compared with more selective agents

Potential off-target effects include:

» © ®

Bleeding Cardiac toxicity

Kaptein A, et al. Blood. 2018;132(suppl 1):1871
AGC, contai KG, PKC families; BTK,

AaI_LQ taining PKA, PKG, families; , Bruton's tyrosine kinase; BTKi, Bruton's tyrosine kinase inhibitor; CAMK, calcium/calmodulin-dependent
B YAYES protein kinase; CK1, casein kinase 1; CMGC, containing CDK, MAPK, GSK3, CLK families; EGFR, epidermal growth factor receptor; STE, homologs of
Hecel yeast Sterile 7, Sterile 11, Sterile 20 kinases; TEC, tyrosine kinase expressed in hepatocellular carcinoma; TK, tyrosine kinase; TKL, tyrosine kinase-like.

P All right. So, let’s talk now

in a little more detail about
management strategies

for adverse events on BTK
inhibitors. When we see these
kinome plots, really one of the
things that comes to mind is
whether the off-target effects
may be related to some of the
different toxicities that are
observed. In theory, because
ibrutinib has a number of
different off-target effects,

we would say that it is more
likely to have effects on, other
kinases that could lead to
different toxicities, compared
to the more selective agents,
where if we're only targeting
BTK and not targeting other
kinases as much, maybe we'll
see less toxicities. And so,
some of these theoretical
risks, which we’ve seen now,
bear out in practice include,
targeting TEC kinase, which

guidelines now, pirtobrutinib
does appear as an option

for second-line therapy. And
there is also some appeal for
patients, maybe, who like the
idea of being on a continuous
treatment and have tolerated
it well. If they start to progress
on their covalent BTK inhibitor,
rather than switching to
venetoclax, to switch to a
different BTK inhibitor with
pirtobrutinib, and potentially
extend that response for
longer.

we think is related to the
leading risks of BTK inhibitors,
as well as possibly the
cardiovascular toxicities we
observe. One of the off-target
effects of ibrutinib is actually
to target EGFR. We think

this may be related to the
increased incidence of rash,
diarrhea, and arthralgia that
we see with this drug.
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210 (n=128) was 27.3. -Aggregate of neutropenia and neutrophil count decreased. “Aggregate of all preferred terms including infection and COVID-19. “Aggregate of contusion, ecchymaosis,

pyre; flrlaion and atil futer. Of the 13 otal afllafuter TEAES n the prior BTKI saety popultion (1=282), 6 occred i patints with a pio medicalhistory of il forlaton.

P So, in the BRUIN trial, they
looked in detail at the safety
profile of pirtobrutinib in
CLL patients, and these were
the patients, again, who had

BRUIN Trial: Pirtobrutinib Safety Profile of CLL Patients

Who Received Prior Covalent BTK Inhibitor

Treatment-Emergent AEs in Patients with CLL/SLL (n=282)
All Cause AEs, (225%), % Treatment-Related AEs, %

E"ih,, E‘EE 2;44 13; 1;02 received prior covalent BTK
Coueh a3 g-g 117-23 gvg inhibitors, and then came on
Covid-19 259 this study of pirtobrutinib.

In general, this drug is very
2;“;21"9 Zﬂ_; fj? ‘5_',‘ Eji well-tolerated. Very few
. = . B} - grade 3 or higher events, just
Pt o D m o7 some heutropenia in about

15% of patients, primarily,

and some infections, but the
rates of other issues that we
see with BTK inhibitors, like
bleeding risks, AFib/flutter,
hypertension, are quite low
with pirtobrutinib. And this
was with a reasonable amount
of time on therapy. Median
time on treatment here was
about 18 months, and so
overall the safety profile looks
quite favorable for this drug.

Median time on treatment was 18.7 months (prior cBTKi), 24.3 months (BCL2i-N) and 15.3 months (BCL2i-E)
11 (3.9%; 9 BCL2i-N, 2 BCL2i-E) patients had Treatment-Related AEs leading to pirtobrutinib dose reduction
7 (2.5%; 4 BCL2i-N, 3 BCL2i-E) patients had Treatment-Related AEs leading to pirtobrutinib discontinuation

Safety profiles of BCL2i-N and BCL2i-E subgroups were similar

“AEs of interest are those that were previously associated with covalent BTK inhibitors. *Neutropenia at baseline for prior BTKI (1=282) was 18.4, BCL2-N (n=154) was 11.0 and BCL2IE
increased tendency to bruise and oral contusion. ‘Aggregate of al preferred terms including rash. sAggregate of all preferred terms including hemorrhage or hematoma. "Aggregate of atrial

Woyach JA, et al. ASH 2023. Abstract 325.
AE, adverse event; BTK, Bruton’s tyrosine kinase; CLL, chronic lymphocyic leukemia; SLL, small lymphocytic lymphoma; N, naive; E, experienced.

P Similarly, in mantle cell
lymphoma, we again see very
low rates of treatment-related
grade 3 or higher AEs. You do

BRUIN Trial: Pirtobrutinib Safety Profile in R/R MCL Patients

Treatment-Emergent AEs in Patients with MCL (n=166)
All Cause AEs, (215%), % Treatment-Related AEs, %

Eithes i - 2t - see some lower-grade diarrhea

D 175 12 a0 0s in about 13% of patients. You

T’*:fo":fmmm o 78 2 2 see infections and bruising in
about 1% of patients. Median

Infections® 428 19.9 15.7 .

BRI 163 00 4 00 time on treatment here was a

Rasnt 149 o6 o0 00 lot shorter in the mantle cell

Arthralgia 9.0 12 24 0.0

Hemorrhage® 10.2 24 42 06 COhort, about 5 ]/2 months,

Hypertension 4.2 06 1.8 0.0 i

Atrial Fibrillation/Flutter's 36 1.8 0.6 0.0 bUt that S mOStly because

Median time on treatment was 5.5 months for the MCL cohort
Discontinuations due to TRAEs occurred in 3% (n=5) of patients with MCL
Dose reductions due to TRAEs occurred in 5% (n=8) of patients with MCL

SAES of nterest are those that were previously associated with covalent BTK inhibitors. ®Aggregate of al preferred terms ncluding infection and COVID-19. °Aggregate of contusion, bone

contusion, ecchymosis, and increased tendency o bruise. %Aggregate of allpreferred terms including rash. *Aggregate of al preferred terms including hemorrhage or hematoma. Aggregate

of atria fbiilation and atrial flutter. <Of 6 total atral fibrilation and atrial flutter TEAES, 3 occurred in patients with a prior medical history of atrial fbrilation. In the MCL cohort, treatment-
related AEs leading to included weight (1), neutropenia (1), platelet count decreased (1), pneumonitis (1), and cholecystits (1).

Cohen JB, et al. ASH 2023. Abstract 981

AE, adverse event; MCL, mantle cell lymphoma; RIR, relapsedirefractory; TRAE, ireament-related adverse event.

patients were discontinuing
due to disease progression
rather than discontinuing due
to AEs.
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Pirtobrutinib Adverse Event Summary

Monitor for signs and symptoms of infection, evaluate promptly, and treat appropriately
Based on severity, reduce dose, temporarily withhold, or permanently discontinue
Consider prophylaxis, including vaccinations and antimicrobial prophylaxis, in patients who are at increased risk for
infections, including opportunistic infections
Monitor for bleeding and manage appropriately
Hemorrhage . . o . .
Based on severity of bleeding, reduce dose, temporarily withhold, or permanently discontinue
Monitor complete blood counts during treatment
Cytopenias . o . .
Based on severity, reduce dose, temporarily withhold, or permanently discontinue
Monitor for symptoms of arrhythmias (eg, palpitations, dizziness, syncope, dyspnea) and manage appropriately
Cardiac Arrhythmias
Based on severity, reduce dose, temporarily withhold, or permanently discontinue
Second Primary Malignancies Monitor and advise patients to use sun protection
Embryo-Fetal Toxicity Advise females of potential risk to a fetus and recommend use of effective contraception

Most common adverse
reactions (220%)

Grade 3 or 4 laboratory
abnormalities (210%)

Fatigue, musculoskeletal pain, diarrhea, COVID-19, bruising, and cough

Neutropenia, thrombocytopenia, anemia, and lymphopenia

JAYPIRCA (pirtobrutinib). Prescribing information. Eli Lilly and Company; 2023.

So, kind of summarizing

the adverse events for
pirtobrutinib, certainly in any
of these B cell malignancies
like CLL or mantle cell
lymphoma, we worry about
infections. We have to
monitor closely for these

and consider prophylaxis,
including vaccinations and
antimicrobial prophylaxis, for
patients that increase risk.
Hemorrhage is not common
with pirtobrutinib, but minor
bleeding issues like bruising
can be seen. We do sometimes

see cytopenias that require
us to more closely monitor
the CBC and occasionally

provide growth factor support.

We have not commonly

seen cardiac arrhythmias

on pirtobrutinib, but given
that it is a BTK inhibitor it

is something that we watch
for. Our patients, particularly
with CLL are at a higher

risk of secondary primary
malighancies. So, we need to
be mindful of that, particularly
sun protection is important in
these patients. There is some

potential for embryo fetal
toxicity, so certainly patients
need to be on effective
contraception if they’re using
these drugs. And then you see
in terms of the most common
adverse reactions, fatigue, very
common in this population,
musculoskeletal pain, diarrhea,
COVID infections, bruising and
cough. In terms of grade 3 or
4 lab abnormalities, the most
common is actually probably
neutropenia, but you can see
thrombocytopenia or anemia.
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BELLWAVE-001 Trial: Nemtabrutinib Safety Profile

Treatment-related Adverse
Events, n (%)

All Patients at 65 mg QD
N=112

All Grade 23
Any treatment-related AEs 82 (73) 45 (40)

Treatment-related AEs 2 5%

Dysgeusia 23 (21) 0 (0)
Neutropenia 22 (20) 19 (17)
14 (13) 2(2)
Thrombocytopenia 13 (12) 5(4)
13 (12) 0(0)
Hypertension 11 (10) 4(4)
Diarrhea 11 (10) 2(2)
Woyach J, et al. ASH 2022. Abstract 3114.
AE, adverse event; QD, once daily.

P With nemtabrutinib, the safety being the most common one tend to be mild and transient,
profile, this is in 112 patients again seen in terms of grade fortunately. And then again,
treated at the recommended 3 or higher toxicities in about you do see some of the other
phase 2 dose of 65 milligrams 19% of patients. One of the issues around hypertension
daily. Certainly any treatment unigue toxicities seen with and diarrhea that we see with
related AE’s or common, but nemtabrutinib is dysgeusia, other BTK inhibitors.
grade 3 or higher events are which can occur in a little over
less common. Neutropenia 20% of patients. This does
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Managing BTK Inhibitor Common and Serious AEs

Rash

Topical steroids'

Oral antihistamines
Hair/Nail Changes

Biotin supplementation’

Application of nail oil
Diarrhea

Loperamide’

Hydration’

Bedtime dosing’
Nausea

Bedtime dosing?
Antiemetics

Arthralgia/Myalgia

Exercise

Avoid frequent NSAIDs'

Alternative supplements/treatments?

Headache

Caffeine’
Acetaminophen’

Avoid NSAIDs/aspirin-containing products’

Infection

No standard recommendations for routine screening or
prophylaxis; practices differ across institutions?

Monitor closely’

Be aware of drug-drug interactions with

antifungal agents’

May consider holding BTKi for severe infection’

1. Lipsky A, et al. Hematology Am Soc Hematol Educ Program. 2020;2020:336-345. 2. Brown JR. Blood. 2018;131(4):379-386.
AE, adverse event; BTKi, Burton’s tyrosine kinase inhibitor; NSAID, non-steroidal anti-inflammatory drug.

P So, what are some tips and

tricks in terms of managing
BTK inhibitor toxicities? You
know, mostly kind of common
things that you'd expect

with rash, they do tend to be
responsive to topical steroids
and oral antihistamine. We do
also see hair and nail changes
sometimes on BTK inhibitors
and particularly those nail
changes can be helped by
biotin supplementation

or application of nail oil.

We manage diarrhea,
symptomatically, sometimes
even altering the dosing of
the timing of dosing, doing it
at bedtime instead of in the
morning, for example, can be
helpful. Similarly, with nausea,
we can adjust the dosing
timing that can sometimes

be helpful. Arthralgias and
myalgias are common with
BTK inhibitors. | find that when
my patients are regularly
exercising, that can actually be
helpful there. Some selective
NSAID use is OK, but we

try to avoid more frequent
NSAID use and there are
some alternative supplements
and treatments that various
patients have found to be
helpful. Headache is not that
common with BTK inhibitors,
with the exception of
acalabrutinib where it is seen a
little bit more commonly when
patients are first starting the
drug. | do recommend patients
increase their caffeine intake
and use acetaminophen. And
that usually takes care of it.
And that headache usually

goes away within a couple of
weeks of starting acalabrutinib.
For infection, there’s no
standard recommendation

in terms of routine screening
or prophylaxis. There is a lot

of variation across different
institutions in terms of what to
do here. Certainly, we monitor
patients closely for infection.
We need to stay aware of
drug, drug interactions if

we need to use particular
antimicrobials, especially
antifungal agents. And
generally, my practice is for
patients who develop a severe
infection when they’re on BTK
inhibitors, | will usually hold the
BTK inhibitor until the infection
is clearly resolving.
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Additional Considerations for Optimizing BTK
Inhibitor Therapy in CLL and MCL

Interprofessional collaboration < Incorporating patient

is key for optimizing safety goals/preferences
Assessment and monitoring Patient-reported outcomes data
(leveraging expertise of APPs, on quality of life are lacking
nursing, pharmacists) Individualized discussion is key,
Management protocols (toxicity taking into account logistics and
management specific co-morbidities of
pathways/algorithms either particularly patients
within a group or through online
resources)

APP, advanced practice provider; BTK, Burton’s tyrosine kinase; CLL, chronic lymphocytic leukemia; MCL, mantle cell lymphoma.

P So, additional thoughts here. also done this in our practice. in general, the individualized
| think that interprofessional We've developed toxicity discussion is one of the keys
collaboration is really one of management pathways and often there’s certain logistical
the keys to optimize safety. algorithms with BTK inhibitors. considerations of starting
We really want to leverage You can do this within your these different treatments. We
the expertise of our whole own group or there’s online want to think about specific
team. So, if we work with AP’s, resources to help with. And comorbidities of particular
nurses and pharmacists, they as we think about utilizing patients. And these all factor
all have different expertise these treatments in CLL into our recommendations
that can be complementary and mantle cell lymphoma, about which BTK inhibitor to
to our own as the MD’s and incorporating patient goals use and which kind of order
so utilizing all those folks to and preferences really is also of covalent, noncovalent, and
help manage the toxicities crucial. We don’t have that other therapies that we have
can be quite helpful. It’s much data in terms of patient available.
often also helpful if there’s reported outcomes or quality
management protocols. We've of life in these trials. So, | think
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P So, from this final section

here, | think that, again, we're
so fortunate to have all these
different options with BTK
inhibitors. It can be a bit
overwhelming. | encourage
you to really think about

using, one or two of these BTK
inhibitors more consistently,
whichever one you choose.
We're using less ibrutinib these
days because of some of the
head-to-head data showing

an improved safety profile of

acalabrutinib and zanubrutinib

compared to ibrutinib. So, |
think covalent BTK inhibitors,
either of those two would be
my preferred treatment to
start with. In the noncovalent
space, because nemtabrutinib
is not approved at this point
really pirtobrutinib is the
main option and so | think
getting some comfort with
pirtobrutinib would be helpful
as well. If you have patients
who are eligible candidates

Key Takeaways

ncBTKi may provide benefit
for patients with progression
on cBTKi

The safety profiles for these
agents are generally
favorable

Consider patient
comorbidities and disease
status when determining
appropriate treatment

aly
INZ2NTO BTKi/ncBTKi, covalent/noncovalent Burton's tyrosine kinase inhibitor.

Consider expectations of
therapy and patient
preference

With many questions still
unanswered, active
participation in clinical trials
remains crucial to further
improve outcomes

P So, in terms of the key

takeaways here, | would say
that the noncovalent BTK
inhibitors may provide benefit
for patients with progression
on covalent BTK inhibitors.

In general, the safety profiles
for these drugs are good, but
we do need to be mindful of
the common toxicities and
manage them as needed.

As we'’re helping patients to
decide on which therapies to
embark on, we do want to

consider what their specific
comorbidities are as well as
what their disease status is.
That will help us to optimize
the therapy for patients.
Often patients have particular
expectations or preferences
around which therapies they
choose, and so we want to
take that into account. And
although we have a lot of
new data in this area, there’s
still many questions that are
unanswered and so | would

for it. And | think once you
have more comfort with these
different BTK inhibitors, you'll
be able to really think about
how to optimize therapy for
particular patients, how to do
different dose adjustments if
needed. And how to sequence
these therapies with the other
very effective therapies we
have available for our patients
with CLL.

encourage you if you have
patients who are interested

in clinical trials, to actively
encourage them to participate
in these trials. | think the trials
really are the way that we’ll

be able to further improve
outcomes for patients in the
future.

Thank you very much for your
attention. And with that, we
will conclude today’s activity.
| really want to thank you for
participating in this activity.

Practice-Changing Strategies in Community Care Settings for Patients with CLL/SLL and MCL- 23



REFERENCES

A study of nemtabrutinib (MK-1026) (ARQ 531) in participants with
selected hematologic malignancies. ClinicalTrials.gov identifier:
NCTO03162536. Updated March 8, 2024. https://clinicaltrials.
gov/study/NCT03162536

Ahn |E, Tian X, Wiestner A. lbrutinib for chronic lymphocytic leukemia
with TP53 alterations. N Engl J Med. 2020;383(5):498-500.

Aslan B, Kismali G, Iles LR, et al. Pirtobrutinib inhibits wild-type and
mutant Bruton’s tyrosine kinase-mediated signaling in chronic
lymphocytic leukemia. Blood Cancer J. 2022;12(5):80.

Barr PM, Owen C, Robak T, et al. Up to 8-year follow-up from
RESONATE-2: first-line ibrutinib treatment for patients with
chronic lymphocytic leukemia. Blood Adv. 2022;6(11):3440-3450.

Brandhuber B, Gomez E, Smith S, et al. LOXO-305, a next
generation reversible BTK inhibitor, for overcoming acquired
resistance to irreversible BTK inhibitors. Clin Lymphoma
Myeloma Leuk. 2018;18(suppl 1):S216.

Brown JR. How | treat CLL patients with ibrutinib. Blood.
2018;131(4):379-386.

Brown JR, Desikan SP, Nguyen B, et al. Genomic evolution and
resistance during pirtobrutinib therapy in covalent BTK-inhibitor
(cBTKi) pre-treated chronic lymphocytic leukemia patients:
updated analysis from the BRUIN study. Abstract presented at:
American Society of Hematology Annual Meeting; San Diego,
California; December 9-12, 2023. Abstract 326.

BRUKINSA® (zanubrutinib). Prescribing information. BeiGene
USA; 2023.

Burger JA, Barr PM, Robak T, et al. Long-term efficacy and safety
of first-line ibrutinib treatment for patients with CLL/SLL: 5 years
of follow-up from the phase 3 RESONATE-2 study. Leukemia.
2020;34(3):787-798.

Byrd JC, Harrington B, O’'Brien S, et al. Acalabrutinib (ACP-
196) in relapsed chronic lymphocytic leukemia. N Eng/ J Med.
2016;374(4):323-332.

Byrd JC, Woyach JA, Furman RR, et al. Final results of the phase 1/2
study of acalabrutinib monotherapy in treatment-naive chronic
lymphocytic leukemia with >6 years of follow-up. Abstract
presented at: American Society of Hematology Annual Meeting;
New Orleans, Louisiana; December 10-13, 2022. Abstract 4431.

CALQUENCE® (acalabrutinib). Prescribing information. AstraZeneca
Pharmaceuticals; 2022.

Cohen JB, Shah NN, Jurczak W, et al. Pirtobrutinib in relapsed/
refractory (R/R) mantle cell lymphoma (MCL) patients with
prior cBTKi: safety and efficacy including high-risk subgroup
analyses from the phase 1/2 BRUIN study. American Society
of Hematology Annual Meeting and Exposition; San Diego,
California; December 9-12, 2023. Abstract 981.

Dohner H, Stilgenbauer S, Benner A, et al. Genomic aberrations
and survival in chronic lymphocytic leukemia. N Engl/ J Med.
2000;343(26):1910-1916.

FDA.gov. FDA grants accelerated approval to pirtobrutinib for
chronic lymphocytic leukemia and small lymphocytic lymphoma.
December 7, 2023. https://www.fda.gov/drugs/resources-
information-approved-drugs/fda-grants-accelerated-approval-
pirtobrutinib-chronic-lymphocytic-leukemia-and-small-
lymphocytic

FDA.gov. FDA grants accelerated approval to pirtobrutinib for
relapsed or refractory mantle cell lymphoma. January 27, 2023.
https://www.fda.gov/drugs/resources-information-approved-
drugs/fda-grants-accelerated-approval-pirtobrutinib-relapsed-
or-refractory-mantle-cell-lymphoma

Garg M, Satija A, Song Y, et al. Economic burden and treatment
patterns among patients with mantle cell lymphoma in the US: a
retrospective claims analysis. Abstract presented at: American
Society of Hematology Annual Meeting; New Orleans, Louisiana;
December 10-13, 2022. Abstract 3534.

Gomez EB, Ebata K, Randeria HS, et al. Preclinical characterization
of pirtobrutinib, a highly selective, noncovalent (reversible) BTK
inhibitor. Blood. 2023;142(1):62-72.

Hershkovitz-Rokah O, Pulver D, Lenz G, Shpilberg O. lbrutinib
resistance in mantle cell lymphoma: clinical, molecular and
treatment aspects. Br J Haematol. 2018;181(3):306-319.

Hess G, Dreyling M, Oberic L, et al. Real-world experience among
patients with relapsed/refractory mantle cell lymphoma
after Bruton tyrosine kinase inhibitor failure in Europe: The
SCHOLAR-2 retrospective chart review study. Br J Haematol.
2023;202(4):749-759.

IMBRUVICA® (ibrutinib). Prescribing information. Janssen Biotech;
2022.

ltsara A, Sun C, Bryer E, et al. Long-term outcomes in chronic
lymphocytic leukemia treated with ibrutinib: 10-year follow-up
of a phase 2 study. Abstract presented at: American Society of
Hematology Annual Meeting; San Diego, California; December
9-12, 2023. Abstract 201.

JAYPIRCA (pirtobrutinib). Prescribing information. Eli Lilly; 2023.

Kaptein A, de Bruin G, Emmelot-van Hoek M et al. Potency and
selectivity of BTK inhibitors in clinical development for B-cell
malignancies. Blood. 2018;132(suppl 1):1871.

Lampson BL, Brown JR. Are BTK and PLCG2 mutations necessary
and sufficient for ibrutinib resistance in chronic lymphocytic
leukemia? Expert Rev Hematol. 2018;11(3):185-194.

Lew TE, Lin VS, Cliff ER, et al. Outcomes of patients with CLL
sequentially resistant to both BCL2 and BTK inhibition. Blood
Adv. 2021;5(20):4054-4058.

Lipsky A, Lamanna N. Managing toxicities of Bruton tyrosine
kinase inhibitors. Hematology Am Soc Hematol Educ Program.
2020;2020(1):336-345.

Mato AR, Hess LM, Chen Y, et al. OQutcomes for patients with
chronic lymphocytic leukemia (CLL) previously treated with
both a covalent BTK and BCL2 inhibitor in the United States:
a real-world database study. Clin Lymphoma Myeloma Leuk.
2023;23(1):57-67.

Mato AR, Shah NN, Jurczak W, et al. Pirtobrutinib in relapsed
or refractory B-cell malignancies (BRUIN): a phase 1/2 study.
Lancet. 2021;397(10277):892-901.

McCulloch R, Lewis D, Crosbie N, et al. Ibrutinib for mantle cell
lymphoma at first relapse: a United Kingdom real-world analysis
of outcomes in 211 patients. Br J Haematol/. 2021;193(2):290-298.

Montoya S, Thompson MC. Non-covalent Bruton’s tyrosine kinase
inhibitors in the treatment of chronic lymphocytic leukemia.
Cancers (Basel). 2023;15(14):3648.

Wang M, Eyre TA, Shah NN, et al. BRUIN MCL-321: A phase 3, open-
label, randomized study of pirtobrutinib versus investigator
choice of BTK inhibitor in patients with previously treated, BTK
inhibitor naive mantle cell lymphoma. J Clin Oncol. 2023;41(16__
suppl):TPS7587.

Wang E, Mi X, Thompson MC, et al. Mechanisms of resistance to
noncovalent Bruton’s tyrosine kinase inhibitors. N Eng/ J Med.
2022;386(8):735-743.

Practice-Changing Strategies in Community Care Settings for Patients with CLL/SLL and MCL - 24



REFERENCES

Woyach JA, Brown JR, Ghia P, et al. Pirtobrutinib in post-cBTKi
CLL/SLL: ~30 months follow-up and subgroup analysis with/
without prior BCL2i from the phase 1/2 BRUIN study. Abstract
presented at: American Society of Hematology Annual Meeting;
San Diego, California; December 9-12, 2023. Abstract 325.

Woyach J, Flinn IW, Awan FT, et al. Efficacy and safety of
nemtabrutinib, a wild-type and C481S-mutated Bruton tyrosine
kinase inhibitor for B-cell malignancies: updated analysis of
the open-label phase 1/2 dose-expansion Bellwave-001 study.
Abstract presented at: American Society of Hematology
Annual Meeting; New Orleans, Louisiana; December 10-13, 2022.
Abstract 3114.

Woyach J, Flinn IW, Awan FT, et al. Nemtabrutinib (MK-1026), a
non-covalent inhibitor of wild-type and C481S mutated Bruton
tyrosine kinase for B-cell malignancies: efficacy and safety of
the phase 2 dose-expansion BELLWAVE-0O01 study. Abstract
presented at: Annual Meeting of the European Hematology
Association; June 10, 2022. Abstract P682.

Woyach JA, Furman RR, Liu TM, et al. Resistance mechanisms for
the Bruton’s tyrosine kinase inhibitor ibrutinib. N Engl/ J Med.
2014;370(24):2286-2294.

Woyach J, Huang Y, Rogers K, et al. Resistance to acalabrutinib in
CLL is mediated primarily by BTK mutations. Abstract presented
at: American Society of Hematology Annual Meeting; Orlando,
Florida; December 7-10, 2019. Abstract 504.

Woyach JA, Huang VY, Rogers K, et al. Resistance to acalabrutinib
in CLL is mediated primarily by BTK mutations. Blood.
2019;134(suppl 1):504.

Woyach JA, Ruppert AS, Guinn D, et al. BTKC481S-mediated
resistance to ibrutinib in chronic lymphocytic leukemia. J Clin
Oncol. 2017;35(13):1437-1443.

Xu L, Tsakmaklis N, Yang G, et al. Acquired mutations associated
with ibrutinib resistance in Waldenstrém macroglobulinemia.
Blood. 2017;129:2519-2525.

Practice-Changing Strategies in Community Care Settings for Patients with CLL/SLL and MCL - 25



About AXIS Medical Education, Inc.

AXIS Medical Education, Inc. is a full-service continuing
education company that designs and implements live,
web-based, and print-based educational activities for
healthcare professionals. AXIS provides convenient
opportunities to engage learners based on their
individual learning preferences through a full spectrum of
educational offerings.

The executive leadership of AXIS combines 75 years of
experience in adult learning theory, curriculum design/
implementation/assessment, continuing education
accreditation standards, and medical meeting planning
and logistics. Our team has a deep understanding of the
governing guidelines overseeing the medical education
industry to ensure compliant delivery of all activities.
AXIS employs an experienced team of medical and
scientific experts, medical writers, project managers,
meeting planners, and logistics professionals. This team
is dedicated to meeting the unmet educational needs
of healthcare professionals, with the goal of improving
patient outcomes.

AXIS believes that partnerships are crucial in our mission
to deliver timely, relevant, and high-quality medical
education to healthcare professionals. To that end,

AXIS partners with other organizations and accredited
providers to offer added expertise and assist in
expanding access to our educational interventions.
AXIS also partners with numerous patient advocacy
organizations to provide recommended patient
education and caregiver resources in specific disease
areas. AXIS finds value in these partnerships because
they complement our core clinical curriculum with
validated and relevant supplemental resources for
busy clinicians and their patients.

The mission of AXIS is to enhance the knowledge, skills,
competence, and performance of the interprofessional
healthcare team to ensure patients receive quality care,
resulting in improved patient outcomes. We engage
healthcare professionals in fair-balanced, scientifically
rigorous, expert-led certified educational activities
designed to foster lifelong learning that is applicable to
clinical practice and patient-centered care.

To learn more and to see our current educational
offerings, visit us online at www.AXISMedEd.com.
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