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Hello everyone. On behalf of The Leukemia & Lymphoma Society (LLS), a warm welcome to all of
you. Special thanks to Dr. Amrita Krishnan for sharing her time and expertise with us today. And we
have over 1,600 people participating in today’s program from across the United States and other
countries, including Canada, China, France, and India. We would like to acknowledge and thank
Bristol Myers Squibb, Genentech, and Biogen and Takeda Oncology for their support for today’s
program.

Before we begin, Jack Aiello, a myeloma patient and advocate, as well as LLS’s volunteer, will take
some time to provide some welcoming remarks. Jack:

Jack Aiello, Myeloma Survivor

Thank you, Lizette. Hi, my name is Jack Aiello, and I'd like to welcome, as well, all the patients,
caregivers, and healthcare professionals for attending the program today. I've been living with
myeloma since 1995 and have volunteered for The Leukemia & Lymphoma Society since 2000 when
| was first trained to be a Patty Robinson Kaufmann First Connection volunteer. This is a very cool
free service from LLS that matches patients and their loved ones with trained peer volunteers who
have shared similar experiences.

My own treatment began in 1995, starting with chemotherapy, followed by a tandem, that’s two,
autologous transplants. However, with only an 18-month remission in ‘97, | signed up for the Regional
Thalidomide Clinical Trial. While it didn’t work for me, about a third of the myeloma patients showed a
response. So, results from this trial began a resurgence in the development of many myeloma
treatments that we have today, and so I’'m quite proud of having participated in that trial.
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Finally, in 1998, | had a full allogeneic (allo) transplant where the donor was my sister. Although that
caused some side effects, I've been off treatment since 2001. Over the years with LLS, I've shared
my story as an honoree, advocated in Washington, DC, for public policy changes, and recruited
volunteers for many LLS fundraising programs. But what | enjoy the most is actually talking with many
patients and letting them know of LLS resources and the importance of staying educated about their
disease, because there have been so many treatment advances, especially in myeloma during the
last 15 years.

When | was diagnosed, there were only two treatment paths, oral melphalan-prednisone or
transplants. The good news today is that there are so many more treatment options. But that also
means it can be difficult to decide which option is best for you, and it really behooves you to know the
treatments available that you, together with your oncologist, and perhaps with a second opinion from
a myeloma expert like Dr. Krishnan, can all make an informed decision. Knowledge is so critical. So,
like you, I'm looking forward to hearing Dr. Amrita Krishnan present, provide this update of treatment
options for myeloma patients, and with that I'll stop talking.

Lizette Figueroa-Rivera, MA
Thank you so much, Jack. And following this presentation, we’ll take questions from the audience.
| also really wanted to take the time to thank all of you who are participating today, especially in these

challenging times. LLS is closely monitoring the coronavirus or COVID-19 pandemic, and we're really
here for you during this time of uncertainty.
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Lizette Figueroa-Rivera, MA

I’m now pleased to introduce Dr. Amrita Krishnan, Professor for the Department of Hematology &
Hematopoietic Stem Cell Transplantation and Director of the Judy and Bernard Briskin Center for
Multiple Myeloma Research at City of Hope’s Medical Center in Duarte, California.

On behalf of The Leukemia & Lymphoma Society, thank you so much for volunteering your time
today, Dr. Krishnan, especially in these challenging times. I’'m going to turn over the program to you
now. Thank you.

Amrita Y. Krishnan, MD

Thank you so much everyone and thank you everyone for joining. Yes, as you mentioned, | just
wanted to echo from our standpoint that all the myeloma centers around the country, | was just on a
conference call, in fact, at 7 AM this morning, just addressing some of the national trials and how we
are reacting and trying to do everything we can with patient safety first and foremost in our minds, so,
be assured we’re all working together to try and do the best thing for all our patients with myeloma.

DISCLOSURES
Muitiple Myeloma: Understanding My Treatment Options

Consultant:

= Celgene, Janssen, Adaptive

Speakers Bureau:

= Celgene, Takeda

Ul A&
BEATING CANGER IS N DUR BLODD. ‘ LYMEHOMA

So, let me just now turn to our talk and with the recognition that everyone may be at different stages
of their knowledge in myeloma as well as their disease course.
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History of Myeloma
-

3300 BC - Pre-Columbian America

3200-500 BC - Egyptian mummies — Thebe

200-1300 AD - American Indian Skeletons

11th-15th Century AD - Iceland

i Cityof Hope

So, | thought it would be nice to put it in the context, I've always found this interesting, and these are
from Dr. [Robert] Kyle, who as everyone knows, is sort of the grandfather of myeloma. He gave a
great talk that | enjoyed, just really saying myeloma is not new. In fact, we’ve done some CAT
(computerized tomography) scans of Egyptian mummies and found those lytic lesions or holes in their
skulls that were very consistent and suspicious that they had myeloma and similarly in other
skeletons that have been found over the years.

First descriptions...
|
Sarah Newbury, 39 F

* 1840: Severe back pain while
stooping

* April 1842: Fractured femurs

» April 15, 1844: St. Thomas
Hospital

* Rx: Orange peel infusion, rhubarb
pills, arrow-root, mutton chop,
wine, a pint of Porter and opiates

* April 20, 1844: Death

Solly S, Med Chir Trans Lond 27:435, 1844

I Cityof Hope

The first actual report in the medical literature was in the 1840s. A young woman presented with back
pain, fractured femurs who was admitted to the hospital in London; and you can see here at the
bottom, she got for her treatment orange peel, pint of porter, which may have been the best thing in
that regimen. Unfortunately, you know, she succumbed to it four days later.
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Sarah Newbury: Autopsy
|

* Multiple fractures
« Thorax reduced in size with compression of lungs

« Bone marrow: Modena red with round or oval cells
with 1 or 2 nuclei

The disease began with a “morbid
action of the blood vessels in which
the earthy matter of the bone
marrow is absorbed and thrown out
by the kidneys in the urine”

Samuel Solly, 1844

i Cityof Hope

TRANSCRIPT

Now certainly since then, things have gotten more sophisticated, but they were actually quite
knowledgeable, even back in the 1800s. They did an autopsy and found these abnormal cells that

they recognized were the malignant cells.

Myeloma

¢ MM is characterized by

+ Excessive numbers of
abnormal plasma cells in the
bone marrow

+ Overproduction of intact
monoclonal immunoglobulins
(lgG, IgA, IgD, or IgE) or
Bence-Jones protein (free - K
antibody light chains) and Kufe. Cancer Medicine. 6th ed. 2003:2219
concomitant drop in other
immunoglobulins

Reproduced with permission from the Multiple Myeloma

. Research Foundation Web site. Available at
C|ty0f HOpe http://www_multiplemyeloma.org/about_myeloma/index._htm|

Since then, obviously, things have advanced; and many of you can recognize these are the plasma
cells. The blue cytoplasm is the immunoglobulin made by these plasma cells. It's one of the first cells

that medical students learn to recognize. We call it the fried egg cell.
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Serum Protein Electrophoresis
Normal Monoclonal Protein in
Myeloma
A alb % A alb Y
(JRIE tinl
y © 2004, 2000 Elsevier Inc. All rights reserved. e © 2004, 2000 Elsevier Inc. All rights reserved.
Cl tyof Hope Kyle RA and Rayji SV. Cecil of icine, 22nd Edition, 2004

As testing evolved, we learned how to do an electrophoresis, which is basically by electric current;
and the gels migrate based on their weight. The proteins migrate. So, you can see here that this is a
normal pattern of proteins in the blood versus this is one in a patient with myeloma where there’s this
thing that everywhere now is known as the M spike, an abnormal focus of protein.

Immunofixation to Determine Type of
Monoclonal Protein
|
I = -L P=t
il -
SPE . . l I
= ' - - o P
N ~ -
M
ﬁ . 1 4
K . g R o
L —_— —_ e b
T —— lgG  IgA lgM & \
IgG kappa M protein Lambda Light Chains
Cl tyOf HOpe Kyle RA and Raji SV. Cecil of icine, 22nd Edition, 2004

We do further testing to exactly figure out what is that protein that’s the so-called immunofixation. And
you can see here this patient has an IgG kappa, so the most common kind of myeloma. So those are
the tests that at initial diagnosis and at follow-up.
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Clinical Manifestations of Symptomatic
Multiple Myeloma

Renal

compromise (30%)

Immune . :
% Infection (15%)

Hypercalcemia

(15% to 20%)
Destruction of Bone pain
Marrow bone (75% to 80%)
infiltration

Lytic lesions (70%)

Adapted from: Hoffman R. Hematology: Basic Principles and Practice,
5th edition; 2008. Ropper AH. N Engl J Med. 1998;338:1601-1607.
Rajkumar SV. Curr Probl Cancer. 2009;33:7-64. IMF update 2003
(http://myeloma.org/ArticlePage.action?articleld=1044).

Anemia(70%)

TRANSCRIPT

Now turning to symptoms, as many of you know, symptoms can really be a gamut. Some people
have no symptoms, and they just found anemia on routine bloodwork. Other people show up with a
fracture or bone pain. Bone pain, back pain are common. Less common things, that sometimes

recurrent infections can be a clue or neuropathy is another symptom.

Initial Diagnostic Evaluation
I

History and physical
Blood workup CBC with differential and platelet counts
BUN, creatinine
Electrolytes, calcium, albumin, LDH
Serum quantitative immunoglobulins
Serum protein electrophoresis and immunofixation
BM
Serum free light chain assay
Urine 24-hr protein
Protein electrophoresis (quantitative Bence-Jones protein)
Immunofixation electrophoresis

Other Skeletal survey
Unilateral bone marrow aspirate and biopsy evaluation with
immunohistochemistry or flow cytometry, cytogenetics, and FISH
MRI and PET/CT as clinically indicated

I Cityof Hope NCCN. Clinical practice guidelines in : muttiple myeloma. v.1.2013.

Now I’'m going to just go through, not really spend time on these. These are just to give you a sense
that there’s a lot of tests, blood tests, urine, and imaging tests that are done as part of the initial

workup and focus more on therapy.
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Induction Therapy
I,

» Combination therapy with 3 drugs is standard for
fit patients, true also for patients with renal failure

» Ongoing trials are investigating 4-drug
combinations

* Which three drugs?
» Goal of therapy; MRD?

i Cityof Hope

So right now, in 2020 using three drugs, if patients are fit or able to tolerate it, is really our standard of
care. But as the field moves forward, I'm going to share with you some data looking at four drugs and
really looking at what are our goals of therapy. Are we trying to get deeper and deeper responses, the
so-called MRD (minimal residual disease)?

SWOG S0777: Study Design

. Rd maintenance
E'ogr't:z?r::!"l ?:::I:f R until PD, toxicity,
Days 1, 4,8, anddd or withdrawal
Lenalidomide 25 mg/day PO
Randomization Days 1-14
N=525 " Dexamethasone 20 mg/day PO

stratification: Days1,2,4,5,8,9,11,12 N Lenalidomide 25 mg

- 1SS (I, 11, 1) After PO days 1-21

- Intent to

transplantat v

progression

(yes/no) ™ Six 28-day cycles of Rd
Lenalidomide 26 mg/day PO
Days 1-21
Dexamethasone 40 mg/day PO
Days 1, 8,15, 22

induction " Dexamethasone 40 mg
PO days 1, 8,15, 22

« All patients received aspirin 325 mg/day
- VRd patients received HSV prophylaxis

I Cityof Hope

So why three drugs? Well, this is based on the SWOG trial; and Jack Aiello, I'm sure, was involved in
this. This is the SWOG 777 trial, and | won’t spend a lot of time, but just to say that this trial cemented
for us that using your best drugs upfront really is the optimal route in terms of improving survival.
Because when this trial first came out, bortezomib was relatively newer on the scene; and the
question was should we save our drugs for relapse, not use all our best drugs upfront?
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SWOG: VRd—Rd vs Continuous Rd

Bortezomib Twice a Week IV x8 C‘cles

ORR (CR) (%): 8 (16) vs. 71(8) G3-4AEs: PN (33%)
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SWOG study was not specifically conducted in elderly patients with newly diagnosed MM

VRD lite: Bz SQ/w & Rd x 9 ¢ followed by 6 BzR consolidationresulted in ORR of 86% (66% = VGPR).
Median PFS: 35 m; median OS: not reached

) o | Durie B et al. Lancet .2017;389:519.
C] ty Of Hope O’ Donnell E et al. Br J Haematol. 2018;182:222.

And, in fact, we learned that if you use three drugs upfront, you actually can improve survival. So,
using your best drugs at the beginning really does seem to be the best route for therapy, and that
really cemented for us this question of a three-drug induction.

NDMM patients, transplant-eligible and younger than 65 years

Endpoint 1: VGPR rate after induction Endpoint 2: VGPR, sCR, MRD rate
] pre-maintenance

4x KCd Single 4x KCd
K: 36" mgim? d 1-2,8-9,15-16 ASCT K: 36 mgim? d 1-2,8-9,15-16
C: 300 mg/m? d 18,15 C: 300 mg/m? d1,8,15
d: 20mg. d 1-2,8-9,15-16,22-23 d: 20mg. d 1-2,8-9,15-16,22-23
Intensification with
high-dose melphalan
followed by autologous
stem-cell reinfusion 4x KRd

4x KRd
K: 36" mgim? d 1-2,8-9,15-16  —
R:25mgd1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

— K:36mgim? d1-289,15-16
R:25mgd1-21 -
d:20mg. d1289,15-16,22:23 KR
K:36mgim? d 1,2,
15,16 upto 2 years*
R:10 mg days 1-21,
4x KRd 4xKRd 4xKRd il pgioni
K36 mgimt d 12891546 _ _ K dmgm?d12884546 _ K:36mgin d12891516 e e et
- R:25mgd1-21 R:25mgd1-21
20mg. 4128915162223 4 20mg. d128915162228 & 20mg, d12,89,15-16.2223

MOBILIZATION

only. *Carfizomib 70 mg/m? d: rery 28 days up o 2 years for patients that have started the mai & months before proval of Amendment 5.0

ide;, lenalidoride; d, dexamethasone d, days; ASCT: autol fertation; R

I8 Cityof Hope

What's changed though is which three drugs should we use, and that remains sort of a moving target.
The SWOG trial was based on bortezomib, a PI, a proteasome inhibitor, lenalidomide (len), and
immunomodulatory agent and steroids. But since then there have been two other proteasome
inhibitors approved, and so this trial, the FORTE trial looked at carfilzomib or Kyprolis®, a different
proteasome inhibitor. Now it's not approved for newly diagnosed myeloma, but this trial did use it in
that context; and it looked at two things — using carfilzomib-len-dex[amethasone] without a transplant
and using it with a transplant.
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I Cityof Hope

And it showed that we had very high response rates, over 89% of patients getting very good partial
response or a 90% drop in their myeloma protein, so suggesting this was a very, very active regimen
and also a lot of patients becoming MRD-negative.

"Second-generation flow cytometry”, sensitivity 10-5

All evaluable patients R-ISS | R-ISS I/
(N=72) (N=21) (N=41)

KRd_ASCT

All evaluable patients R-ISS /N
(N=64) (N=33)

@ MRD negativity not confirmed
after 1-year

2019 ASCO

ANNUAL MEETING

& Cityof Hope

And as a transplanter what also made us very interested in this regimen was that in patients who had
higher-risk myeloma, R-ISS (Revised International Staging System) stage Il and Ill, the use of
transplant in conjunction with this carfilzomib-based initial therapy seemed to be given the best shot
of staying MRD-negative. So, again, this you may have seen. Some of you may even be on this
regimen, a paradigm shift among myeloma doctors to using this more and more as the initial therapy
for patients, especially those with what we deem to be higher-risk myeloma.
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Selected 4-Drug Combinations Being Studied in
Newly Diagnosed Myeloma

4-Drug Combo 4th Drug Selected supportive trials, NCT#

VRdDara  daratumumab (CD38 Mab) “aNSSe. NOT03632064, HCTO3E12985,

Heidelberg, NCT03617731;

VRd-Isa isatuximab (CD38 MAb) IMROZ. NCT03319667
VRd-Elo elotuzumab (SLAMF7 DFCI, NCT02375555;
g MADb) Heidelberg, NCT02485922

MMY1001, NCT01998971; MSKCC,
KREE= N datm i mUmabCRSBIMAR) [N e s IR R ol N B0 3500445

KRd-Isa isatuximab (CD38 MAb) Tubingen, NCT03104842

elotuzumab (SLAMF7
MAb)

KRd-Elo Chicago, NCT02969837

Toulouse, NCT03669445;
Mayo, NCT03012880

C|tyof HOpe i VRd, bor il IEI'IR‘d,' i oxam hasone; KRd, (:arﬁli:)“r‘ljliﬁ=Y

........

IRd-Dara daratumumab (CD38 MAb)

Now the future though, as | mentioned, may be, in fact, four drugs; and I'm not going to go through
these but just to give you this idea that there are many, many trials around the world, in fact, looking
at the addition of antibody to our standard backbone, whether that backbone be bortezomib,
lenalidomide-dex, or carfilzomib-lenalidomide-dex. And you can see we have exactly the same
mirroring across those trials.

So, we wait for those trials to get longer follow-up and readout, but I'll share with you some of the
data that we have from these initial trials. And just to remind you, daratumumab (dara) is an anti-
CD38 antibody, isatuximab, also an anti-CD38 antibody recently approved for relapsed disease, and
elotuzumab (elo), a SLAMF7 antibody also approved for relapse.
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DIRECT ON-TUMOR actions may IMMUNOMODULATORY actions Current/Ongoing Phase 3 Trials
contribute to RAPID response'’ DEEP &mgblcaﬁ\,grl‘_%ﬂzgunse” = RRMM
coc r‘( . J— wocusmenctumer - D-Rd(POLLUX)&D-Vd
—~3 ! microenvironment (CASTOR)

Clonal expansion of - D-Pd (APOLLO)*& D-Kd

ADCC - cytotoxic T cells (CANDORY)*
i { L"sCILE:rSTE i';"s = NDMM non-transplant
ADCP R 2P G - D-VMP (ALCYONE) & D-Rd
. \ e~ (MAIA)
e e W S - D-VRd(CEPHEUS)*
Apoptosis ’ )« “‘ QN = ( )
Vw Depletion of CD38" = NDMMtransplant
gL - D-VTdPart 1 (CASSIOPEIA)
- D-VRd(PERSEUS)*
- D-R maintenance (AURIGA)*
* Pending results.
‘NEnglJ Med. 3. 9. ChiuC, etal.
ASH2018: San Dy, A
CityofHope
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So dara, we're going to get into the details later, but just to focus here on the trials in the setting of
stem cell transplant, the CASSIOPEIA trial led to the approval of daratumumab plus bortezomib-
thalidomide and dex for transplant-eligible patients. But having said that, in the US, we rarely use
thalidomide, especially not for newly diagnosed patients. And so, we use lenalidomide.

GRIFFIN (NCT02874742): Randomized Phase

+ Phase 2 study of D-RVd vs RVd in transplant-eligible NDMM,
35 sites in US with enrollment from 12/2016 and 4/2018

Induction: Consolidation: Maintenance:
Cycles 1-4 Cycles 5-6° Cycles 7-32¢

Endpoints &
Key eligibility 6 maikg 6 makgV Day statistical assumptions
criteria:
= Transplant-
eligible
NDMM
- 18-70 years
of age
- ECOG

1.1 Randomization

mi/min=

Secondary endpoints:
MRD (NGS 10-%), CR, ORR,

28.day cycles

32 may contnus single-a

I Cityof Hope

So, this is the US trial, daratumumab plus lenalidomide and dexamethasone in comparison to
lenalidomide-bortezomib-dexamethasone. It was presented at our American Society of Hematology
[Annual Meeting] earlier this year (December 2019), and you can see it includes transplant, it includes
a consolidation phase, the treatment after the transplant, followed by a maintenance of either the

daratumumab plus lenalidomide or lenalidomide alone as the standard arm.

Updated: 5/21/20
LLS19130

Page 12 of 61



Multiple Myeloma: Understand My Treatment Options

Patient Education Telephone/Web Program

é

LEUKEMIA &
LYMPHOMA
SOCIETY"

Most Common TEAEs?
.
Hematologic, n (%)
Neutropenia 48 (49) 32(32) 32(31) 15 (15)
Thrombocytopenia 43 (43) 16 (16) 31(30) 8(8)
Leukopenia 34 (34) 15(15) 27 (27) 7(7)
Anemia 32(32) 8(8) 32(31) 6 (6)
Lymphopenia 30(30) 23(23) 29(28) 23(23)
Non-hematologic, n (%)
Fatigue 61(62) 5(5) 56 (55) 4(4)
Peripheral neuropathy® 58 (59) 7(7) 74 (73) i (7)
Diarrhea 53 (54) 6 (6) 43 (42) 4(4)
Constipation 46 (47) 2(2) 41(40) 1(1)
Nausea 46 (47) 1(1) 47 (46) 1(1)
Upper respiratory tract infection 48 (47) 1(1) 37 (36) 1(1)
Pyrexia 39(39) 2(2) 25 (25) 3(3)
Insomnia 39(39) 2(2) 30(29) 1(1)
Cough 38(38) 0 25 (25) 0
Edema peripheral 32(32) 2(2) 35(34) 3(3)
Back pain 32(32) 1(1) 28(28) 4(4)
Infusion-relatedreactions 41 (41) 5(5) - -
-+ Any-grade infections occurred in 81 (82%) patients in the D-Rvd arm and 56 (55%) patients in the RVd arm;
grade 3/4 infections were similar between groups (17 [17%] patients each)
. - Pneumonia occurred in 10 (10%) patients in the D-RVd arm and 9 (9%) patients in the RvVd arm
CityofHope: womeimicmeaiss o barsm s

TRANSCRIPT

And just to focus on this key point, especially in this era, the issue is that certainly adding more drugs
improves depth of response but does come at a price and the price being somewhat more toxicity.
Hematologic toxicity, so more patients had neutropenia, low white counts, lymphopenia. And what |
think is a special note is this question of infection. So, 82% in the daratumumab arm had infections
versus 55% in the non-dara arm. Though the severe infections were similar between both groups, |
think this does sound a note of caution when we consider the addition of these antibodies to these

regimens.

The impact of myeloma treatment

High complete
response rates
with current
therapy

Minimal residual disease
MRD

v

Ongoing treatment

C| ty of Hope Adapted from: "Iceberg” by Created by Uwe Kils (iceberg) and User:Wiska Bodo (sky).—
(Work by Uwe Kils) hip:iiwww.ecoscope.com/iceberg/.

Now let’s talk a little bit about sort of downstream. So, everyone’s familiar with the iceberg now. This
is a favorite myeloma analogy that when you start out you have a lot of myeloma that you can see.
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We have very good regimens that get it down to lower levels. We think of stem cell transplant as one

way of chipping away further below the surface till we get to this tiny little bit left.

Consequences of MRD

leads to relapse

CI ty of HOpe Adapted from: "lceberg” by Created by Uwe Kiis (iceberg) and User:Wiska Bodo (sky).—
(Work by Uwe Kils) htp://www.ecoscope.com/iceberg/.

But it’s this minimal residual disease (MRD) that we think is really where the relapses come from in
myeloma. So, if we can get lower and lower and ultimately eradicate this minimal residual disease,

we hopefully will prevent relapse.

Determination Trial (IFM 2009):
Newly Diagnosed Multiple Myeloma

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 APRIL 6, 2017 VOL.376 NO.14

Lenalidomide, Bortezomib, and Dexamethasone
with Transplantation for Myeloma

Jean Harousseau, M.D., and Philippe Moreau, M.D., for the IFM 2009 Study

Ci ty of HOpe Attal M et al. N Engl J Med. 2017:376:1311.

And we have some data from the famous trial, the IFM (Intergroupe Francophone du Myélome) trial
that was published in The New England Journal of Medicine using, again, our standard induction
lenalidomide-bortezomib-dex (VRd), 50% of the patients randomized to transplant, 50% just

continuing on this same regimen, VRd or VRd plus a transplant.
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Median PFS: 36 mo
4-year OS: 82%

(3 cycles)

I Cityof Hope.

Determination Trial (IFM 2009):

Newlx Diaﬂnosed Multiﬁle Mxeloma

Arm A: additional
5 VRd cycles

VRd

Arm B: MEL 200,

Median PFS: 50 mo
4-year 0S: 81% then 2 VRd cycles

1 year
maintenance

1 year
maintenance

Attal M et al. N Engl J Med. 2017,376:1311.

TRANSCRIPT

The French portion—very important to remember this—used only one year of len maintenance. The US

trial is ongoing and is continuing lenalidomide maintenance.

Patients (%)

N at risk:
Undetectable MRD
Detectable MRD

1007

757

507

257

IFM 2009 Follow-Up Study:
Focus on MRD

MRD neg 10¢

P=<0.001

MRD pos

= Undetectable MRD
Detectable MRD

i Cityof Hope

0 12 24 36 48 60
Months of Follow-Up

0 89 121 109 a0 35
509 3 204 134 72 14

At median follow-up
of 55 months, median
PFS for MRD-negative

patients not reached
vs 29 months for
MRD-positive patients

MRD neg obtained
in 30% (73/245) with

VRd + transplant
and 20% (54/264)
with VRd alone

Perrot A et al. Blood. 2018;Sep 24 [Epub ahead of print].

So, we have only early data from the French. What we have, it cements our idea that being
MRD-negative leads to a better progression-free survival and meaning longer remissions for patients.
Having said that too, the sensitivity of your MRD test is important when you look at these trials, and
this one is a very sensitive test, 10-%, which is really the most sensitive MRD assay we have at the

moment.
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And as a transplanter, | would say this is the other important point that about 10% more patients were
able to become MRD-negative in the transplant arm compared to the VRd arm. So, our biased view
somewhat as a transplanter is that transplant incorporation with these induction regimens gives you
the best chance of becoming MRD-negative.

What is the definition and objectives of

maintenance?
[

« Therapy administered for a prolonged period to maintain
the response previously achieved

+ Maintenance therapy must
— Be convenient
— Be safe and well tolerated long term

— Not prevent the use, or reduce the efficacy, of other future
treatments

+ Objective: To eliminate MRD or maintain the absence of
MRD, reduce the risk of relapse, and finally prolong PFS
and OS

I Cityof Hope

Now the other point is that it's not just enough to become MRD-negative, but it also is to try and
maintain that response, and how do we do that? Well, maintenance therapy is the way that we've
been trying to do that; and so, we have multiple different options for maintenance therapy.

Maintenance for Everyone

I Cityof Hope

So, one approach right now, this is our general approach is we give maintenance to everybody.

Updated: 5/21/20 Page 16 of 61
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What are the options to maintain the

response after ASCT?
I,

« Thalidomide
« Bortezomib
* Lenalidomide

» Other agents

i Cityof Hope

TRANSCRIPT

The question is what drugs do we use? So, and Jack alluded to thalidomide. This was really our first
initial attempt at maintenance which we now, as you many of you know, it's a very hard drug to take
for maintenance because of the side effects. We certainly still use bortezomib. We'll talk about that,

but really the only FDA-approved drug is lenalidomide right now.

But nonetheless, the trials I'll show you with lenalidomide are old now. They’re published in 2012, so
the field has moved beyond that; and so, we'll talk a little bit about some of the other agents under

study for maintenance.

. . .
Thalidomide Bortezomib
+ Benefitin OS in the long-term follow-up Study
N N Details n Treatment Outcome
« Compromisesimportantaspects of QoL PFS os
— Worsening of cognitive function, dyspnea, swollen HOVONG65 413 PAD X 3> HDM >  35mo 90 mo
legs, constipation, thirst, dry mouth, balance MW/ GMMG- bortezomib
1 HD4! every 2 weeks for 2
problems
414 years 28 mo 83 mo
— Improving appetite and sleep Median p= RMS;,
. Hi P follow-up: 91 VAD X 3= HDM 2 0001 (4.8 months)
High incidence of neuropathy months thalidomide P=0.04
— 70% of patients treated for 12 months daily for 2 years
PETHEMA/G 89 VT (1 cycle bortezomib
EM2 every 506
100 Waintenance (<1098} 3 months, thalidomide mo OS not
No maimenance (fi=1 333} Median 87 daily) significantly
20 follow-up for 3 years different
Pe0.001 586 months 90 403 between
7 60 Thalidomide (daily for3  mo arms
2 355
& 40 Differences: Interferon-e.2b mo
3 years: 4.0% (95% G 0.6%~7.4%) (3% perweekfor3  P<0.0
207 5years: 7.6% (95% Cl 2.6%—12.6%) years) 03
7 years: 12.3% (95% CI 5.5%—19.0%)
HOVON 65/GMMG HD4' PETHEMA?
LN T ERE SRR R TS R T R 5% PN grade 34 during 48.8% (VT), 34.4% (T), and 1% (a2-IFN)
12 24 36 48 60 72 84 96 108 120 maintenance PN grade 2-3
Overall Sundval (Months) 1% discontinuation dueto 21.9% (VT), 39.7% (T} .and 20%
bartezomin toxicity (a2-IFN) discontinuation due to taxicity
The above clinical regimens are not approved by regulatory autharities
This information s justto discuss maintenance treatmentresearch evalution. Bortezomib maintenance after double-ASCT is effective in patients with
Morgan GJ et al. Blood. 2012;119:5374 del(17p) and renal impairment
oo > 1. Sonneveld P et al. Blood. 2015;126: Abstract 27.
Ci ty ofH ope 2. Rosinol L et al. Leukemia .2017;31:1922.

So, again, I'm not going to dwell on the thalidomide story except just to say, obviously, 70% of

patients got neuropathy, really couldn’t stay on it.
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Bortezomib is a drug that we still tend to use. We don’t have as many great trials. Just without getting
into the weeds, the trials weren’t specifically designed to answer the question of is bortezomib better
maintenance because it was used both as the initial therapy as well as during maintenance. But
nonetheless, they give a signal that bortezomib maintenance is also an active regimen for patients.

of PFS

Probability

Median: Ixazomib 26.5 months, Placebo 21.3 months
Log-rank test p=0.00:

Hazard ratio (95% C 582, 0.890)

Percentage of events-Waemib 50%, Placebo 60%
Median follow-up: 31 months

= Ixazomib
— Placebo

i Cityof Hope

— T T T T T T T T T T
3 6 9 12 15 18 21 24 27 X 3B % B 42 4

Time (months) from randomization

Number of patents at risk
Ixazomib 395 363 340 311 279 255 238 213 167 135 93 56 I 9 I
Placebo 261 238 210 195 174 153 130 117 100 68 46 32 15 3 0

L
1]

Tourmaline MMS3 Trial: Ixazomib vs Placebo

Followinﬂ ASCT in NDMM Patients ‘2 xears‘

Ixazomib as maintenance

+ 28% reduction in the risk of
progression/death with
ixazomib maintenance

« Upgraded the responses and
increased conversions to
MRD negativity over control

« Resulted in a favorable safety
profile, including an absence
of risk of second primary
malignancies and low rates of
peripheral neuropathy

Dimopoulos MA et al. Blood. 2018;132: Abstract 301. Presentation

Sunday, December 2 at 7:30 AM.

And then you may be familiar with the TOURMALINE trial, ixazomib (Ninlaro®), also that showed
improvement in progression-free survival or reduction in risk of progression or death with ixazomib
compared to a placebo.
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Meta-Analysis Evaluating the Role of
Len as Maintenance After ASCT

CALGB 100104 IFM 2005-02 GIMEMA (RV-MM-PI-209)
(accrual 8/2005-11/2009) (accrual 6/2006-8/2008) (accrual 11/2007-7/2009)

L INDUCTION S ATEE

LEN + DEX x
1:1 RANDOMIZATION 1:1 RANDOMIZATION
“NO EVIDENCE OF PD” “NO EVIDENCE OF PD” ET

MPR: 6 COURSES
LEN: 2 COURSES

PLACEBO | LEN MNTC: PLACEBO NO TREATMENT || LEN MNTC®
n=229) 23 (n=g8) | =

| P e Pl : ] NO TREATMENT i LEN MNTC®

INTERIM ANALYSIS AND UNBLINDING

o PRIMARY ANALYSIS

Jan 2010

CROSSOVER || coumuuen O CONTINUED. CONTINUED CONTINUED
BEFORE PD CROSSOVER || TREATMENT TREATMENT TREATMENT
ALLOWED [f| TREATMENT BEFORE PD

ALLOWED
IALL TREATMENT.
DISCONTINUED

Target population of patients with NDMM who received LEN maintenance or placeboino maintenance after ASCT

= Starting dose of 10 mgiday on days 1-28/28 was increased 1o 15 mg/day if tolerated and continued until PD.
t Patients received maintenance 10 mg/day on days 1-21/28 until PD

Ci ty of Hope Attal M et al. J Clin Oncol. 2016;34: Abstract 8001.

But | think the thing that we hang our hat on the most is this meta-analysis, so 1,200 patients from
three trials across the world, so the US, France, and GIMEMA, being ltaly, slightly different trial
designs, but the ultimate endpoint of this was that using lenalidomide maintenance improved overall

survival by 2.5 years. So, | think that’'s a good number to hang your hat on when we think about the
use of maintenance.

Relapse is the hallmark of multiple myeloma

Early
MGUS
Jd>[ myeloma

« Definitions

« Relapse from CR/
rerraciory | Biochemical

i , RELAPSE Progression / Clinical
ACTIVE RELA'PSE‘ Relapse

MYELOMA . .
1 « Biological Correlates
504 RELAPSE

MGUS or \ * Choosing when to
gy N treat
. Risk Stratification of

Relapse

Clonal Late
{expansion }ED :{>{

myeloma

Plasma cell
f

leukemia

1007

M-protein (g/L)

Firstdine therapy ~ Second-line  Third-line

i Cityof Hope

Now, ultimately, what we see though is these are the challenges we have with myeloma. So we think
that everyone has this long period that we may not always catch that initial time zero, but of MGUS
(monoclonal gammopathy of undetermined significance), smoldering, active myeloma, as I've told
you now, we’re pretty good at getting patients into remission, fortunately. Over 90% of patients
respond to our regimens, and as you see now, the data from the FORTE trial KRd, 90% of patients

Updated: 5/21/20 Page 19 of 61
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can get a very good partial response or better. And those remissions can last a long time. They
average four, five, six years. Even in first relapses, I'll show you some data, we're getting better here
too. We have a lot of very active drugs, and we can get people, the majority of patients into remission
and keep those remissions going for several years.

Our challenge is in this space here. By the time you get to the fourth relapse, third relapse, it
becomes harder to get long responses and long remissions; and that’s where I'm going to focus some
of the talk on just some of the newer agents that we’re very excited about for this group of patients.

Definitions — Relapse

[
* From CR

+ Mainly used for clinical trials

* Reappearance of serum or urine M-protein by
immunofixation or electrophoresis or abnormal FLC ratio

* Development of 25% plasma cells in BM

* Any other sign of progression (ie, new plasmacytoma,
lytic bone lesion, or hypercalcemia)

+ Clinical relapse
* New CRAB findings

* New plasmacytomas or bone lesions (fractures do not
necessarily count)

* Increasing size of existing plasmacytomas (>50%)
* Hyperviscosity related to paraprotein

C\ tyof HOpe Kumar et al, Lancet Oncol, 2017

First, just to kind of remember, relapse is not the same in everybody. So, for example, we have what
we call biochemical relapses. This is basically just this reappearance of your M protein. You have
been at an M spike of 0, and it goes to 0.1, 0.2. Now that’s a little different than a clinical relapse
where you really have new plasmacytomas, new bone disease, significant anemia, or kidney
dysfunction. And the reason | say it’s different is because biochemical relapse doesn’t necessarily
need to be treated immediately versus a clinical relapse which does indicate for immediate therapy.

Updated: 5/21/20 Page 20 of 61
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Definitions — Progression

* Increase of 25% from lowest confirmed response value in one or

more of:

— Serum M-protein (absolute increase must be 0.5 g/dL)

— Serum M-protein increase =1 g/dL, if the lowest M component was
25 g/dL

— Urine M-protein (absolute increase must be 2200 mg/24 h)

— Light chain disease: the difference between involved and uninvolved
FLC levels (absolute increase must be >10 mg/dL)

Non-secretory: 25% increase in bone marrow plasma-cell

percentage irrespective of baseline status (absolute increase
must be 210%)

« Appearance of a new lesion(s), 250% increase from nadir

250% increase in circulating plasma cells (minimum of 200 cells
per uL) if this is the only measure of disease

C| tyof HOpe Kumar et al, Lancet Oncol, 2017

TRANSCRIPT

And then these are just the things for patients on trials. We have certain set criteria that mean
progression and based on M protein values and/or light chain values, depending on what’s being

followed, so when you hear that term used.

Multiclonal disease with spatial and temporal
heterogeneity

Acquired genomic events with
progression

Spatial genomic heterogeneity in multiple myeloma revealed by multi-region sequencing

a Anatomical A Linesr svolution

position
Important driver R m = @ = @ = @
e ; \V
s a
k. i

evenls

B tranching evoluion

L 5 )
ot m::mwmmnm i U \ f\
speciic mulalions ] . \j
Patient #12 '
V.
4
CityofHope

Rasche L et al Nature Communications 8, Article number: 268(2017)

Now this slide shows you just the concepts of progression or relapse and the understanding that it's a
clonal disease, and even within one patient, multiple clones may exist. And that when relapse occurs,
it can be either mutation of a clone or an emergence of a different, one of the subclones. So, again,
that, in part, is why | think it's very important that when people relapse, consider doing another bone
marrow biopsy because sometimes cytogenetics or FISH (fluorescence in situ hybridization) studies

can change, depending on emergence of different clones.
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Selecting Treatment for Relapsed/Refractory Myeloma:
General Principles

+ Duration of initial response defines biology

+ Triplet (2 active classes + dexamethasone) preferred over
doublet

— With =2 1 agent from a new or nonrefractory class

» Consider disease risk, PS, age, and comorbidities when
selecting therapy and optimal doses
— Consider BM biopsy at each relapse to assess risk

« Take into account prior and residual toxicities

* Treat to maximum response and maintain on = 1 agent
until progression or tolerability

C|ty0f Hope Slide Uedit:M‘L

TRANSCRIPT

Our general principles for treatment really are again the same thing that we used triplet therapy or
three drugs if we can, depending on how healthy patients are or how good their blood counts are.
We, obviously, look at their previous treatments as well to help guide us in choosing current
treatments. The other thing is even in the relapsed setting, we tend to continue on therapy and not, in

fact, even more so, until disease progression.

Phase lll Lenalidomide-Based Therapy for R/R Myeloma
Trial ORR,% | 2CR,% | 2VGPR, | Median Median | Median F/u
% PFS, Mos | OS, Mos | (OS), Mos
26.3vs 48.3vs
QEZ'QER i 87vs67 32vs9 70vs40 166 40.4 67.0
HR: 069  HR:0.79
TOURMALINE- 20.6vs
MM1: 78vs72 14vs7 48vs39 147 NR 23.0
IxaRd vs Rdi? HR: 0.74
445vs
POLLUX: NR vs NR
93vs76 57vs23 80vs4d 175 36.0
3-5] 5
DRd vs Rdl*4] e | R WEE
: 19.4vs 483 vs
ELOQUENTZ  79vsB6  5vs9  36us30 149 39.6 605
HR:0.73  HR:0.78
1. Stewart. ASH 2017. Abstr 743. 2. Moreau. NEJM. 2016;374:1621. 3. Dimopoulos. NEJM. 2016;375:1319.
4. Dimopoulos. ASH 2017. Abstr 739. 5. Bahlis. ASH 2018. Abstr 1996. 6. Dimopoulos. EHA 2017. Abstr 5456.
7. Lonial. ASCO 2018. Abstr 8040.
e o
CityofHope Shide credi: giicaloptions.com

Now I'll show you just the general framework of the trials, and they kind of fall into two different
categories. So phase Ill means comparing it to a standard arm and a new drug; and all these phase
[ trials used lenalidomide as their control arm, and they added a new drug, in this case carfilzomib,
in this case ixazomib, in this case daratumumab, in this case elo. So, you get the sense, and all of
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them kind of show the same thing. You add a new drug, you get longer remissions of varying
amounts and better response rates. So not a surprise.

Phase lll PI-Based Therapy for R/R Myeloma

Trial ORR, %| 2 CR >VGPR Median PFS, Median Median
Mos 0s, Mos Fiu (0S),

Mos

125

ENDEAVOR: v 187vs 94  NRvs 24.3
Kd vs VLT BEE ) S | i HR: 0.79
CASTOR: Bdvs 29vs 16.7 vs 7.1 NR
DVd vs Vdi23) 63 T | SR | AR ey HR 0.63 T
PANORAMA-1: B1VS 116 28veqs 120VvsB1  40vs 36 ~
PanoVd vs Vdi4.8l 55 HR: 0.63 HR: 0.94
Elotuzumab (phase
66 vs 97vsB9 NR

1) 4vs4  36vs 27 5 y 16.0
A — 63 HR: 0.72 HR: 0.61

i NR NR
"S':‘g;'::”; d[s’]’hase D g a5 71 (1-yr PFS: (1r OS: 12.0

71%) 82%)

1. Dimopoulos. Lancet Oncol. 2016;17:27. 2. Palumbo. NEJM. 2016;375:754. 3. Lentzsch. ASCO 2017. Abstr 8036. 4. San-Miguel. Lancet
Oncol. 2014;15:1195. 5. San-Miguel. ASH 2015, Abstr 3026. 6. Jakubowiak. Blood. 2016;127:2833. 7. Chari. ASCO 2018. Absir8002.

Cityof HOpe Slide credit: dlinical oa:'ms[:]m

The other flavor of phase Il trials uses bortezomib, and same kind of idea here. You can see using
the CASTOR trial is daratumumab plus bortezomib. The PANORAMA trial, panobinostat. Elotuzumab
and dara, the CANDOR trial, which is one of the newest ones, daratumumab plus carfilzomib.

Pomalidomide-Based Salvage Therapy for R/R Myeloma

Trial Patient Population Primary ORR 2 VGPR [ CLIED Median
Endpoint PFS, Mos | OS, Mos

Pom/Dex (N = 302) R/R; = 2 lines of tx 12 7 VS
PRase litrial vs HD Dex |n|3|ud|ng o 2l 31vs 10 6vs <1 40vs19

Bortezomib +
Pom/Dex (N = 559)12
Phase lltrialvs Vd

U @i i L PFS 8vs 50 53vs 18 s 7 NR
exposure; prior Pl ok

R/R to most recent tx; NR
Carfilzomib + - MTD, 62 23 103

- 1-3 lines of tx; len : (1yr
= 57)3 ;
Pom/Dex (N = 57) e PR rale 67%)
Daratumumab + R/R; = 2 lines of tx,
Pom/Dex (N = 103)1 including len and btz LD 50 e 28 e
§ 48;
Ixazomib + 1-5 lines of tx, including MTD i, 20 _ _
Pom/Dex (N = 32) len and PI; len refractory activity 9 58
Elotuzumab + 2 2 lines of tx including
Pom/Dex (N = 60)8 IMID and PI; refractory to PFS 53 vs 26 20 103 vs 48 -
Phase ltrialvs Pom/Dex i
San Miguel Lancet: ngl ia. 2018;32:1
Chari. Bla ﬂ 017;1: A 2018. Abstr LBA2606.
O]
. Cityof Hope St creditclinialeptionscom

For more advanced patients, so these are patients, as you can see here, over two lines of therapy.
So usually, again, a couple of relapses generally; and all of them had to have generally prior
lenalidomide or be lenalidomide-refractory, the use of pomalidomide and adding new drugs to a
pomalidomide backbone.
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Myeloma therapy

I Cityof Hope

Now the thing is that you may have heard this from some of your doctors. We think of myeloma
therapy now as a marathon and not a sprint; so, obviously, we’re looking at things that can give long
remissions, minimize toxicity, and ideally be also somewhat convenient for patients. | think that’s
somewhat of a challenge for us still in some of the therapies that we use.

Continuing Evolution of Multiple Myeloma Treatment: Selected New
Classes and Targets 2018-2020

2nd Generation Novel Therapies/ Inmunotherapy

1st Generation Novel Agents

A A I T =
2003 2006 2007 2012 2013 2015 2016-2017 2018 2020+

T T e T
B =
SRAESAR A A inhibitors

IMIiD, immunomodulatory drug;
HDAC, histone deacetylase
Adapted from Richardson PG et al MMRF Symposium ASH 2018 *Not FDA-approved for MM;

available in clinical trials
CityofHope

Now the good news is we have a lot of players in the race right now, and I’'m going to focus really on
this side of the curve here, immunotherapy space now because that’s really where the biggest focus
has been in the last two years. And | think that’s where some of the most exciting work and data that
we’re seeing now.
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Mechanisms of Relapse
|

* Increased frequency of T reg

* Increased CD38 expression on T regs

« A proliferating ligand (APRIL) promotes T regs viability

* APRIL upregulates genes involved in immunosuppression
« Cell adhesion mediated immunoresistance

i Cityof Hope

So, this sounds sort of fancy, but really just to drill it down, it means that we’re getting smarter about
understanding that relapse is not just to do with the myeloma cell itself but has a lot to do with the
immune system. And that if we can manipulate the immune system, we can do better in terms of
treating relapse or preventing relapse, and there are multiple different ways to harness the immune
system.

Immunotherapy in MM

Broad
immunomodulatory Maneclanal Bispecific antibodies — Adoptive cellular
fects antibodies therapies

Target immune cells and/or

Multiple effects across § Target both immune cells Boost the activity of the Delivery of active
immune system . tumor cells, with and tumor cells immune system immune cells
immunomodulatory effects
s T . D38 +  Bispecific T-cell +  Cell-based «  CARTcells
*  SLAMF7 engagers vaccines +  Adoptive T-cell and
«  PD-1/PD-L1 +  Bispecific NK-cell *  Peptide-based NK-cell therapy
*  Ab-drug conjugate engagers vaccines *  Allo-SCT (DLI)

vendew of options in multiple myeloma

Ab-antibody: allo-SCT- allogensic stem cell transplantation; CAR T-cells: chimeric antigen receptor T-cells: DLI- donor lymphocyte infusion: IMiDs:
immunomodulatory drugs: NK: natural killer: PD-1- programmed death receptor 1; PD-L1- programmed death ligand 1. SLAMFT- signaling lymphocytic
activation molecule family 7.

Eranssen LE etal Ther Adv Hematol 2019 Jan 18;10:2040620718822660. doi: 10.1177/2040620718822660. eCollection 2019

i Cityof Hope

And this gives you a sense here of those different options, and the ones I'm going to focus on today
are really this one, the one that we’ve certainly been looking at, at City of Hope, CAR (chimeric
antigen receptor) T cells. Allo stem cell, obviously, is something we've done and done many trials on
in the past. And then focus, I’'m not going to spend a lot of time here, but vaccine therapy certainly is
a big area of interest. And the area that we’re really focused on right now, we have three trials,
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ongoing first in-human trials of the bi-specific T-cell engagers and also spend a little time talking
about antibody drug conjugates because we anticipate that we’ll have the first antibody drug
conjugate approved for myeloma very soon.

Immunomodulatory Agents

« Bind cereblon leading to degardadation of lkaros and
Aiolos downregulation of IRF-4 and C-Myc

» lkaros and Aiolos repress IL-2 transcription

» Activation of T cells and NK cells

» 1990 Thalidomide

* 2006 Lenalidomide approved

+ 2013 Pomalidomide (2 prior lines of therapy)
» 2020 CC-220

i Cityof Hope

But let’s not forget our immunomodulatory agents. They’ve really been a backbone of our therapy for
years and years, look, in 1990 now when thalidomide was approved. But since then, we’ve taken it for
granted lenalidomide and pomalidomide; and in one sense, to be honest, we’ve sort of lost
excitement about those because they’ve been around for so long. But now we have a new one,
CC-220 that Sagar Lonial had presented at ASH (American Society of Hematology Annual Meeting).
It's called Iberdomide. | find it easier to say CC-220.
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CC-220
. _______________________________

» Iberdomide (CC-220; IBER) is a novel cereblon (CRBN)
E3 ligase modulator (CELMoD) that:

— Has a 20-fold higher binding affinity to CRBN than lenalidomide
(LEN) or pomalidomide (POM)®&

— Induces more efficient degradation of target proteins, including
Ikaros and Aiolos, than LEN or POM®

— Has in vitro antimyeloma and immune co-stimulatory activityon T
and natural killer (NK) cells”

— Synergizes with other SoC agents in myeloma, including
increasing apoptosis in MM cell lines treated with bortezomib
(BORT) and enhancing the antibody-dependentcellular
cytotoxicity (ADCC) activity of daratumumab (DARA)&¢

For reactive use only by Bristol-Myers Squibb Medical P in response to an unsolicited request by a Healthcare
Pro

i Cityof Hope

And the important things to know about it is that it may be more potent than the previous ones. It has
a 20-fold higher binding affinity to cereblon, which the target that we think leads to the downstream
activity of lenalidomide and pomalidomide. And, therefore, it leads to more degradation of these
target proteins that drive myeloma cell proliferation. We also see synergy with daratumumab and with
bortezomib.

So now let’s talk about, so that’s on phase |, phase Il; and we have it in trial, and certainly it's been
active. It has some degree of cytopenia, so that is something to be sort of aware of when you're on
those studies. But certainly, it's a very promising agent.
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Antibodies
(e

« Potential targets
+ CD38

CD138

» Slam F7

i Cityof Hope

Now what about antibodies? So, again, there’s three different targets. We have now two CD38
antibodies approved. CD138 has been in trial, but there is no approved antibody. And then SLAMF7
or CS1 has elotuzumab approved for it.

Elotuzumab: Immunostimulatory Mechanisms of Action

I\l‘!(-ctgll Macrophage-
activation mediated ADCP PRageh

of MM cells @' !/
’
’r
/ 7

Y g T e s e s e
NK-cell Chid . ;

activation 1

through CD16 MM cells tagged for :

1

1

(FeyR) recognition; mediation
of cell death via ADCC

= Immune enhancement =+ MM cell kiling

The immunomodulatory drug pomalidomide may synergize with elotuzumab
through multiple mechanisms to increase the killing of MM cells

ADCC, an epender an iepender phagooytosis; FoR, F
1. HSIED eta, Qin Cancer Res 2008 and Tai YT 213l Biood 2008, 2. Balasa B.2t 2, Cancer immuncl Ther 2015, 3. Colins SM &t

i Cityof Hope

So, let’s talk about elo first. It's been around a long time now. It requires immune system activation
because you need NK (natural killer) cells to make elo really active, which is why we give elotuzumab
with an immunomodulatory agent, the most recent one being pomalidomide, though it was originally
approved with lenalidomide.
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CD38 targeting
DIRECT ON-TUMOR actions may IMMUNOMODULATORY actions * Daratumumab FIRST ONE
contribute to RAPID response’® may contribute to Human IgGx monoclonal antibody
\7-9 -
17 B (e targeting CD38 with a direct
on-tumor and immunomodulatory
p 4 f mechanism of action
cnc (£ | Modulation of tumor | £
¢ microenvironment Approved

— As monotherapy in many countries
for heavily prefreated RRMM

= In combination with standard of
care regimens in RRMM after
=1 prior therapy in many counfries

Clonal expansion of
cytotoxic T cells

ADCC

Increasein
helperTeells &  Efficacy

~
v — Daratumumab induces rapid, deep,
\ %,\ and durable responses in
combination with a Pl (bortezomib)!
ein CD8* . \

ncreast e or an IMiD (lenalidomide)'2 in
| omesicE R b, RRMM
. g

Apoptosis o g
v i Depletion of CD38"
Daratumumab \ £ immunosuppressive cells
MYELOMA CELL DEATH
RRUM, reispses o refractory multle mysloms; CDC, complement-dependant eytotoxiiy: ADCC.
NK, nsturs kiler, ADCF. = ependent oslular phagocyoss: P, D,

i Cityof Hope

And then daratumumab, the anti-CD38 antibody. | think this is the one, at least at our center, we've
had the most experience with since we were part of the original SIRIUS trial with it for relapsed
disease. And as you can see on this slide, you can understand that dara has multiple mechanisms
leading to cell death.

RRMM: Daratumumab: 1-3 prior lines

POLLUX and CASTOR Study Designs':2

Open-label, multicenter, randomized (1:1), active-controlled, phase 3 studies
in RRMM patients with 21 prior line of therapy

DRd (n = 286 DVd (n = 251
D 16 mglkg IV D 16 mglkg IV
Every week: Cycles 1-2 Every week: Cycles 1-3
Every 2 weeks: Cycles 3-6 Every 3 weeks: Cycles 4-8 -’ 4weeks:
Every 4 weeks until PD V 1.3 mg/m? SC (similar to Vd alone) Cycles 9+
R 25 mg PO (similar to Rd alone) d 20 mg (similar to Vd alone)
g (similar to Rd alone

Rd (n =283) Vd (n = 247)

R 25 mg PO V 1.3 mg/m? SC on Days 1, 4, 8, 11
_’ Days 1-21 of each cycle until PD for 8 cycles.

d 40 mg weekly until PD d20mgonDays 1,2, 4,5,8,9, 11,12

—

R
A
N
D
(o]
M
1

Z
E

I Cityof Hope

And these are the two trials that really laid the groundwork for the widespread use of dara, the
POLLUX trial using daratumumab plus lenalidomide and dexamethasone compared to lenalidomide-
dexamethasone alone and daratumumab plus bortezomib and dex compared to bortezomib-dex
alone.
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POLLUX and CASTOR: PFS

% surviving without progression

20
‘|u|‘ 044; 9% C1, 035055 P <0.0001

0369 1215182124730 733639424548 51

.
Ri JMPXLWIOM W IR N B K 4 8 T 0 4 0
D-Ad 26626649238 229 25204195 M4 A 56 11 MR TS W3 4 1 0 ; 431

’ . DVd Group  Vd Group
n Median PFS, mo Median PFS, mo (n=251) (n=247)

DRd group 286 445 Al patients 16.7 71
Rd group 283 17.5 1 prior therapy 27.0 7.9

Efficacy and safety in elderly patients was similar to that of the overall population in bot!

1. Dimopoulos MA et al. N Engl J Med. 2016,375:1319-1331. 2. Lentzsch S et al ASCO 2017. Abstract8038.
3. Mateos MV et al ASCO 2017. Absiract8033., 4. Mateos MV et al. ASH 2018. Abstract 1986

i Cityof Hope

And you can see here this nice upper curve being the dara curve, both with dara plus bortezomib,
and dara plus lenalidomide having significant improvement in what we call progression-free survival
or sort of a subgroup way of saying it is of how long patients should stay in remission in both arms.

| wouldn’t compare across the trials, meaning you can see here 44 versus 16, because these are
slightly different groups of patients. The patients in the CASTOR trial were more heavily pretreated,
for example. So just more to say, that they’re active agents.

New Kids on the Block

DEBBIE | NAUGHTY
GIBSON BY NATURE

i Cityof Hope

Now what about some of the new kids on the block that were probably most interested?
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with Pd in RRMM - Study design

Global phase 3 pivotal study of isatuximab ICalldmm

Isa-Pd

Isa: 10mgikg on day 1, 8, 15,22 in cycle 1
subsequently on day 1,15
P: 4mg on days 1-21 of 28-day cycle
d: 40mg (20mg for >75yr) on day 1, 8, 15, 22
22 prior lines
with Len and Pl

Treatmentuntil PD
or unacceptable AEs

No prior therapy
with pomalidomide

Pd

1:1
NEXTVE  p: 4mg on days 121 of 28-day cycle
d: 40mg (20mg for 75yr) on day 1,8, 15, 22

ICT02990338
HR. hazarg rabo; IRC, indspengantrevisw commitiss; fsa. lastuman;
VIV P, POTLASOMIGS; PD, PIOGTE4MS IESERS; PF ., DIOQTSANGI-TISS BUrVIVE

Primary Endpoint:
PFS (IRC)

Key secondary
endpoints:
ORR, 0S

Sample size calculation:
~300 patients required to
detectan HR of 0.6 with 90%
power and 1-sided
type 1 error of 2.5%

ICARIA-MM is the 15trandomized phase 3 trial adding a CD38 antibody to the Pd backbone
IcaR

TRANSCRIPT

So, | mentioned to you there’s another anti-CD38 antibody, isatuximab (isa), which recently within the
past month was approved for relapsed myeloma based on this phase Il ICARIA trial, which is isa plus
pomalidomide (pom) and dexamethasone compared to pomalidomide and dexamethasone again.
And, again, | didn’t put in the data. You can certainly look that up. It's been quite widely publicized but
suggesting again a marked improvement in progression-free survival for the isa-pom-dex compared
to pom-dex alone. And this was the first phase Il trial showing that CD38 added to a pom-dex
backbone improves progression-free survival.

So, we have isatuximab on trial at City of Hope as well, and we’ve used it. I'm happy now if there’s
some questions at the end of this about it because as it's now approved, we’ll obviously have some

discussions about how to best use it.
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T
Preliminary Results From a Phase 1b
Study of TAK-079, an Investigational

Anti-CD38 Monoclonal Antibody (mAb)
in Patients With Relapsed/ Refractory

Multiple Myeloma (RRMM)

Amrita Y. Krishnan, MD', Krina K Patel, MD, MSc2, Parameswaran Hari, MBBS, MD?, Sundar
Jagannath, MD4, Ruben Niesvizky, MDZ, Rebecca W Silbermann, MD®, Deborah Berg, RN,
MSN7, Jianchang Lin, PhD7, Eric R Fedyk, PhD7, Antonio Palumbo, MD7, and Keith E
Stockerl-Goldstein, MD8

1City of Hope, Duarte, CA; 2Department of Lymphoma and Myeloma, The University of Texas
MD Anderson Cancer Center, Houston, TX; *Medical College of Wisconsin, Milwaukee,
WI; “Tisch Cancer Institute / Multiple Myeloma Program, Mount Sinai School of Medicine,
New York, NY; ®Division of Hematology & Medical Oncology, Weill Cornell Medical College,
New York, NY; 8Knight Cancer Institute, Oregon Health & Science University, Portland,
OR; "Takeda Pharmaceutical Company, Cambridge, MA; 8Washington University School of
Medicine, St. Louis, MO

i Cityof Hope

And then TAK-079. This is a trial we also have at City of Hope, and we presented this at ASH. This is
a subcutaneous injection which has been very nice, and it's also somewhat more selective for
myeloma cells, and so less binding on bystander cells, especially red blood cells.

Therapeutic Hypothesis: Target Cell Selectivity Enhances
Depletion
.

TAK-079 binds minimally to RBCs and platelets, focusing activity on high density CD38+
targets, leading to enhanced target cell depletion’. This profile could translate into
differentiated efficacy and safety.

Blood vessel

N T o 5

Rod blood call

TAK-079
:::::

So, you know, we've treated about 90 patients across the country with this; and | have to say it's been
extremely well-tolerated. We’ve had no infusion toxicities, no significant site reactions, meaning at the
injection site either. So, these trials are ongoing. We have a trial with TAK-079 as a single agent. We
also have a trial of TAK-079 plus pomalidomide, so we hope to share some of that data at ASCO
(American Society of Clinical Oncology Annual Meeting), which may or may not occur or at future
meetings when they do.
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Time on Study by Dose and Best

ResHonse

\ Clinical activity occurred early and was durable \

3 }(7 Jcs 1(9 10 cu1 JUZ lcxs c1a J
E Data cut-off. 10ct 201

But just to show you here the sense that this drug has activity once you get to the higher dose levels
and this activity seems to be durable with patients staying on treatment over a year now.

BCMA Targeting
e _______________________________|

* Antibody drug conjugates
+ CART
» Bispecific T-cell Engagers

I Cityof Hope

And then BCMA (B-cell mutation antigen), another target that we’re very excited about. We target
BCMA in a couple different ways: antibody drug conjugates, CAR T cells, and bi-specific T-cell
engagers.
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GSK-ADC Belantamab: DREAMM1
Phase 2 Part 2

= Study BMA117159: DRiving Excellence in Approaches to Multiple Myeloma (DREAMM)-1 GSK2857916
= Primary objectives: safety and tolerability, MTD, recommended Phase 2/Part 2 dose

= Secondary objectives: ORR, PK ADA (anti-drug anfibodies) Cytotoxic | MMAF (non-cell
- o permeable, highly
Population: agel potent auristatin

- Relapsed, refractory MM
- Undergone stem cell transplant (if eligible; =
X Prlortrgeatment with =3 c\agses o(f alk?'\ato)rs. proteasome inhibitors and i AT
immunomodulators (if eligible)
- Progression on, or within 60 days of completion of the last therapy and
measurable disease with at least one of the following ELl
ey ¢ circulation

- Serum M-protein =0.5 g/dL

- Urine M-protein 2200 mg/24 h

- Serum FLC assay: involved FLC level 25 mg/dL and an abnormal serum ADC

FLC ratio (<0.26 or >=1.65)
- Biopsy proven plasmacytoma (measured within 28 days of screening)

Premedication:

- Prophylactic steroid eye drops before each dose

- Premedication for infusion reactions not permitted with first dose and not mandated at
subsequent doses

e lignt chain; FTIH, fist-ime-in-human; MM, mukiple mysiom; MTD, maximum tolersted dose; ORR, avarall

Cityof HOpe Trudel et al. Ash 2017

The first antibody drug conjugate belantamab, the nickname everyone calls it is bela, is probably
going to get approved very shortly. This is a new class of drugs where you have a target, so the
BCMA, you have an antibody, but it has what we call a warhead or chemotherapy attached to it. Now
that chemotherapy, if you just gave it as an IV infusion would be very, very toxic, usually to the liver.
So, the way you get around that is by linking it to this antibody, so it delivers it right to the myeloma
cell. It gets internalized into the myeloma cell, so it only gets released in the myeloma cell, so you
spare toxicity to other organs.

Now the problem is, as | mentioned though, that you have a couple challenges just engineering wise.
First of all, whatever you use to link that antibody to the warhead has to be fairly stable, so it doesn’t
fall off and float around in your blood. But on the other hand, it also has to be able to get it into the cell
and release it.

Now the other thing is this class of warheads, MMAF (monomethyl auristatin F) and auristatin has a
particular toxicity that’'s well known because we use it in other diseases as well, and that toxicity tends
to be ocular toxicity. And so, this trial, belantamab, this is the original phase Il trial, there is a phase Il
trial that was published: and the DREAMM-2 study in The Lancet recently.
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GSK-ADC: DREAMM1 Phase 2

[DRR = 21135

O Sen c
} 95% CI: 42.1%, 76.1%)
r15 VGPR, 3 PR

e E——]

29% Cyto High-risk

Trudel et al. Ash 2017
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89% Double refractory;
34% double + Dara refractory

|
- Results at 3.4 mg/kg IV Q3 Wk

Updated Results

- ORR 80%
- 2 sCR

- 3 CR

- 14VGPR
- 2 PR

-PFS: 12 months
- DOR: 14.3 months

- D/PI/IMiD refractory
- PFS62m

Blood Cancer J 2019 Mar 20;9(4):37

TRANSCRIPT

So, the phase Il was very exciting and, again, it showed that it has response rate of 60% in patients
with advanced relapsed disease, though the minority of these patients had prior daratumumab. Now
the DREAMM-2, the response rates in more heavily pretreated population are more reflective of the
true world population. The response rate’s about 34%, so | would really hang my hat on the 30%

number and not the 60% number.

The other issue being about over 40% of patients do get some degree of ocular toxicity. Now with
most patients, that’s keratopathy, a fancy way of saying dry eyes; but it can be blurry vision. There're
specific precautions advised. You need to have an eye exam within a week to 14 days of starting the
drug. Patients are advised not to wear contact lenses and limitations on driving also, so in those
things that we have to learn as we move ahead once this drug gets approved in terms of managing

these toxicities.
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AMG-420 - Phase | Study Bispecific
|
Study Schematic / Objectives

B-wk cycles
¥ + First-in-human (FIH) phase 1 dose escalation study*
Cycle1 Cycle2 Cycle 3on Safety of AMG 420 for up to 10 cycles, depending on
Screen ~ (ptol0cycles)  fjyiy  response.

- . '7 30days * Single-patient cohorts [0.2-1.6 pg/day (d)] were
24hrsin - 8hrsin after EOT  followed by cohorts of 3-6 patients (3.2-800 pg/d).

clinic clinic

« Objectives of this phase 1 study of AMG 420 in
patients with relapsed and/or refractory (R/R) MM
included:

I

(=]
o
89
8>
=
e c
56
O @

3
£

Corntinuous
irfusion AMG 421

- Assessing safety and tolerability per CTCAE 4.03

Screening Exams

- Determining the maximum tolerated dose (MTD)

Treatment-free period

Treatment-free period

- Assessing anti-tumor activity

a
>
“NCT02514239 EQT. end of treatment. FU. follow-up: IP. investigational product

Median 4 PLT : ~25% Dara
~31% Double Refractory

i Cityof Hope

TRANSCRIPT

So other drugs that are much earlier in the pipeline, but also show a lot of excitement, are AMG-420
bi-specific antibodies; was presented by Dr. Ludwig from ASCO. So, this was in Europe it targets
BCMA one arm, other arm against CD3 on the T-cells. So, brings the T cells closer to the myeloma

cell, and this just gives the schema of the trial.

AMG-420 — Phase | Study
|

Responding Patients

65 g/ [ 1 [ ¢ m e | -
s [ : | P
100 pgid | 3 P ] ° | —
200 pg/d [ 4 & * i Fost EOT 11 m MRD-CR X | [ rmepos o7
> 3 * [~ &  Treament ongoing
o ¢ * |
H * o]
400 pord | * b
<
>
[

[ * Y @ PO
o >
Lk & Very Good PR
a0 h2 = B cR
yd
M s Pos 0T 88 m cR I M MROnegtive CR

Cycle 0o 1 2 3 4 5 6 7 8 9 10

Month 0 15 3 45 6 75 9 105 12 135 15
(approx)

Unless PD was the last response indicated, patients were responding at last evaluation.

As of Apr 8,2019. CR, complete response; EOT, end of treatment; PD, progressive disease; PR, partial response.

I Cityof Hope

Now the challenge with this drug is it's a continuous infusion, but you can see here that we saw

promising responses.
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CC-93269-MM-001 PHASE 1 TRIAL (NCT03486067): STUDY DESIGN

Key Eligibility  Dose Schedule

Criteria Cycle (all 28-day cycles)
SRR R R
+*RRMM after e i | ! ' ' / ! L
23 prior . 0 T O O A t
: ose
regimens recelved |C1-3: Days 1, 8, 15, and 22 ‘0476'Days1and15 C7 onward: Day 1
+Progressive ! 1 Treatment for up to 2 years

diseace within All doses administered via IV over 2 hours

60 days of last

Part A: Dose Escalation

regimen )
) + Stage 1: Fixed doses
+No prior
BCMA-directed + Stage 2: Step-up in dose on C1D8
therapy

Part B: Cohort Expansion

Endpoints

Primary:  Safety including DLTs, AEs, NTD, and MTD
Secondary: Preliminary efficacy including MRD, PK, ADA, and PD endpoints

ADA toxicity; IV, intravenous; MRD, minimal residual disease; MTD, maximum tolerated dose; NTD, non-lolerated
dose; PD, phamm fynamics, Rl

i Cityof Hope

TRANSCRIPT

Now this trial is the BCMA trial from Celgene. This was the one that was presented by Dr. Costa at
ASH, so this is the most recent one that we have. And just to go back, this generated a lot of
excitement. Again, this is not a continuous infusion. It's IV over two hours. You can see here the
schedule weekly and then bi-weekly. Relapsed/refractory over three prior regimens,

CYTOKINE RELEASE SYNDROME

Maximum Reported CRS Grade by Starting Dose
All Patients 240

Parameter (N=30) E - lgrajez Gr5
Patients witha CRS event,n (%) 23(767) & & | moraaes
After first dose 23(76.7) £ 5 u Grade 2 Gr2
After second dose 7(23.3) g " mGrade 1
After third dose 2(4p € Gr2
Maximum CRS grade, n (%) 3 o
1 15(500) § @
2 7233 g Gr1 Gr 1
>3 1(3.3) £ Gri
Time to onset, median [range), d 1 (1—9) E 10
Duration, median (range), d 2 (1-8) F] 0 - .
Tocilizumab use, n (%) 13 (43.3) 2 <3mg 3 mg 6 mgor 10 mg
Corticosteroid use, n (%) 22(73.3) (n=3) (n=15) (n=12)

Starting Dose

+ Dexamethasone prophylaxis was administered fo patients receiving 2 6 mg (Cohorts 5-9)

« In Cohort 7 (6—10 mg), 1 patient experienced grade 3 (6 mg) followed by grade 5 CRS (10 mg); contributing
factors included myeloma progression with extensive extramedullary disease, and concomitant infection

1. Lee DW, etal. Blood. 2014;124:188-195

I Cityof Hope

and we saw promising responses, but we also saw cytokine release. Anytime you activate T-cells,
you have this risk of something called cytokine release syndrome (CRS) — fevers, low oxygen, low
blood pressure. And you could see that this did occur especially when you get to higher doses of the
drugs. Seventy-five percent of patients got CRS at some degree of severity. Most of it was mild, but in

a fraction of patients, it was what we call Grade 3 or more severe.
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CC-93269 PRELIMINARY EFFICACY

~ 100

B g0 . WSCRICR ORR 88.9%

‘33 80 - I\‘;SPR

g 70

§ 80 |

X 50

T 40 ORR 35.7%

>

9 20 | 7.1

0

o 104 ORR 0%

m

0

<3mg 3—6 mgand 6 mg 6—10mg and 10 mg
(n=7) (n=14) (n=9)

Maximum Dose
« In all patients (N = 30), the ORR was 43.3% with a sSCR/CR of 16.7%
+ Among patients receiving 10 mg (n = 9), the ORR was 88.9% with a sSCR/CR of 44.4%

Data as of October 28, 2019
* Response as assessed by the investigator.
CR, complete response; ORR, overall respense rate (PR or better); PR, partial response; sCR, stringent complete response; VGPR, very good partial response
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TRANSCRIPT

But the reason this drug generated such excitement was in the overall response rate of about 90% at
what we think is the target dose of a minimal of 6 milligrams, so, again, we wait to see, and even
about 40% of patients getting complete responses. And talking to some people who’ve been part of
this trial, they have been very impressed with the efficacy of this drug but certainly also have been

cautioned about the cytokine release.

Bispecific T-cell engagers/antibodies under study for MM

City of Hope
Dose Escalation Study of JNJ-64007957, a Humanized BCMA CD3 DuoBody

NCT03145181
Antibody, in Participants with Relapsed or Refractory Multiple Myeloma

Dose Escalation Study of INJ-64407564 in Participants with Relapsed or Refractory

NCT03399799 a
Multiple Myeloma

Dose Escalation Study of BFCR4350A in Participants with Relapsed or Refractory
Multiple Myeloma

Phase | Dose Escalation of i.v. B 836909 Monotherapy in Last Line Multiple
Myeloma Patients

NCT03275103

NCT02514239

Assessment of AMG 420 in Subjects with Relapsed and/or Refractory Multiple
Myeloma

NCT03836053

Pilot Study of Blinatumomab in Combination with Salvage Autologous Stem Cell

NCT03173430 . s . -
Transplantation for Patients with Refractory Multiple Myeloma

i Cityof Hope

And then just to share as | mentioned, we have multiple T-cell engagers on trial at City of Hope. We
have a BCMA one. We have new targets, FCFR5, GPRC5 as well, and first-in-human phase |, and
these are international trials that we're very excited about. And now have enrolled fairly significant
numbers of patients, so hopefully these results will be starting to be presented soon so you can get

some sense of their activity.
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And then non-City of Hope, also many, many other phase | bispecifics are ongoing, sort of, again
across the world.

Bispecific T-cell engagers/antibodies under study for MM

Phase 1 Study of PF-06863135, a BCMA-CD3 Bispecific Ab, in Relapsed/Refractory

NCT03269136 .
Multiple Myeloma

NCT03933735 A Study of TNB-383B in Subjects with Relapsed or Refractory Multiple Myeloma

Study of ISB 1342, a CD38/CD3 Bispecific Antibody, in Subjects with Previously

NCT03275103 .
Treated Multiple Myeloma

A Study of Subcutaneous Daratumumab Regimens in Combination with Bispecific T
NCT04108195  Cell Redirection Antibodies for the Treatment of Participants with Multiple
Myeloma

First in Human (FIH) Study of REGN5458 in Patients with Relapsed or Refractory

NCT03761108 .
Multiple Myeloma

First in Human (FIH) Study of REGN5459 in Patients with Relapsed or Refractory

NCT04083534 .
Multiple Myeloma (MM)

I Cityof Hope

So, I think this class of drugs is going to be a very, very big part of our armamentarium in the near
future.

CART Cells
. _______________________________

+« BCMA targeting
+ Slam F7 targeting
+ BCMACD38

i Cityof Hope

And then CAR T cells. No myeloma talk would be complete without CAR T cells; and, again, CAR Ts
have different targets. We have CAR T just against BCMA. We have CAR T against SLAMF7, and we
have biotargeting, which is very, very early on; and I’'m not going to talk too much about that. There
was a presentation from China about a BCMA CD38 targeting CAR T.
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JNJ-4528: BCMA-targeted CAR T-Cell Therapy

Binding domains

JNJ-68284528 (JNJ-4528) is a structurally
differentiated chimeric antigen receptor T
(CAR-T) cell therapy

Contains a CD3¢ signaling domain and 4-1BB * *
costimulatory domain VH VH

2 BCMA-targeting single domain antibodies designed - H
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initiated study conducted in China CD3¢g
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manageable safety in R/R MMa®b

2Zhao et al. JHO 2018;11(1):141; Xu et al. PNAS 2019;116(19):9543; BCMA=B-cell maturation antigen; MM=multiple myeloma;
R/R=relapsed/refractory; VHH=single variable domain on a heavy chain
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The JCARH one was the one that got the hugest publicity at ASH in the sense that it was, when we

get to the response rates, you'll see; but, again, BCMA targeting.

CARTITUDE-1: Overall Response Rate
|

Tumor Burden Reduction in All Patients
ORR? = 100% (N = 29)

= ORR and depth of response were
independent of BCMA expression
on MM cells at baseline
2CR: 69U
1 2VGPR: 86% = Median time to first response = 1
mo (1-—3)

Patients (%)
Z

]

= Median timeto>CR=1mo(1-9)

20 A

o/
Best Response®= B sCRE CRE VGPRE PR

°BR or better; Review Ct d, *No patient had stable di progressive di best response. CR=complete response; ORR=overall
response rate; PR=partial response; sCR=stringent complete response; VGPR=very good partial response

I Cityof Hope

And the reason it got such a big notoriety was the response rate of 100%. Again, remember, small
numbers of patients, 29 patients. But, nonetheless, something to bear in mind. Again, toxicity is

something also to bear in mind.
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CARTITUDE-1: Duration of Response
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As we move forward, for example, with neurotoxicity being a concern, but we certainly see durable
responses with these patients which also excites us, but follow-up is very short as well in these trials.

Building the CS1 CAR T Cell at City of Hope
CS1 CAR scFu-Fc
ok i e, () e [ —CS CAR
u - after2 days pprell
Serum-free medium o | &
i [
Cityof Hope

So, you need to bear a note of caution and also bear a note about as we treat more and more

patients and get longer follow-up, other toxicity signals need to be monitored.

And then as CS1, so the target that elotuzumab uses, City of Hope has designed our own CS1

targeting CAR.
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CS1 CART Cells Efficiently Kill Multiple Myeloma
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This just shows you in mice. We’ve seen that it’s very, very active; and we’ve started a first-in-human
phase | trial. We were actually about to treat our second patient with it, but we, as we may get into a
little bit later, have placed all our CAR T trials on hold during this pandemic in the interest of patient
safety. Again, very difficult decisions with the understanding that patients who need CAR T have
fairly, very advanced disease.

Conclusions
Myeloma 2020; immune directed

« Immune environment contributes to relapse
* New drugs immune targeting

« Sequencing?

» Cost?

i Cityof Hope

So, in conclusion, right now in 2020, | would say that our focus and understanding of myeloma really
is now about the immune environment. We have many grants, and we’re about to publish a paper on
CD38 mechanisms of resistance and understanding this not just the myeloma cell expressing CD38,
for example, it's also the immune cells. So, a lot of our research is trying to understand how the
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immune environment contributes to relapse and also a lot of our therapies are now directed in
augmenting that immune environment.

Some of our challenges become as we get more and more drugs, how do we then incorporate them
and sequence them. For example, | mentioned bela (belantamab). Bela is going to get approved, a
BCMA-targeting agent. Hopefully, we're going to get BCMA-targeting CAR T cells approved. Which
one do you use first? These are all things that will hopefully become clear as time evolves. And, of
course, certainly being cognizant of the cost and access to these therapies as well.

So, I think | managed to get this through, and now | think we’re into the question portion. Thank you.
Lizette Figueroa-Rivera, MA

Thank you so much, Dr. Krishnan for volunteering your time with us today and to update us on the
treatment options for myeloma, how it affects patients’ quality of life, and what questions really to ask
your healthcare team. | know that you mentioned a lot of newer treatments coming out of ASH, and

Sandra thank you for reminding me.

ASH is the American Society of Hematology. It is a meeting that takes place annually, and most of
the newer treatments, the doctors will present their findings at this meeting.
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QUESTION-AND-ANSWER SESSION

Q&A SESSION

Multiple Myeloma: Understanding My
Treatment Options

& S
BEATING GANGER IS IN OUR BLODD. SOCIETY

Lizette Figueroa-Rivera, MA

It is time for our Question-and-Answer portion for this program. And we’ll take the first question from
our web audience. Doctor, Santo is asking, “What’s the difference between relapse and refractory?”

Amrita Y. Krishnan, MD

So that’s a great question. Refractory tends to mean that you don’t get a response to a therapy
versus relapse implies that you’'ve had a response. And relapse really implies that you've been in
remission and that you relapsed from a remission.

Lizette Figueroa-Rivera, MA

Thank you. And we’ll take the first question from our telephone audience, please.

Operator

Ouir first call is from California. Please state your question, your line is now live.

Patient from California

I've been diagnosed with multiple myeloma two years ago, and I’'m also on dialysis. What is the

correct treatment for that? | haven’t been on chemo for | would say almost a year, but | feel | have
symptoms again.
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Amrita Y. Krishnan, MD

So, to kind of take a general question, | think the question really is what chemotherapy options are
available to patients who are on dialysis? And, generally, most of these drugs are available and
they’ve had specific trials done, including in patients on dialysis. Some of the timing of the drugs often
need to be adjusted because of dialysis. So, without going into specifics per drug, | would just say
that some of the drugs require dose reductions for patients on dialysis, some of them don’t. Some of
them just require to be administered on days when patients aren’t on dialysis. And that’s kind of a
discussion with your physician. But there are certainly many drug options. The only caveats being
that CAR T cells have not been studied in this setting, nor have any of these other very new
investigational therapies yet.

Lizette Figueroa-Rivera, MA

Thank you. And our next question comes from Paul. Paul is asking, “Is isatuximab likely to be
effective for patients refractory to daratumumab?”

Amrita Y. Krishnan, MD

So that is probably the million-dollar question that we’re all grappling with. And | would say that there
are many different schools of thought about that. So, if you’re in the camp that believes that
resistance to CD38 antibodies is because the immune system isn’t working well, then isatuximab is
not going to work in people who are progressing on daratumumab.

If you’re in this camp that believes that, you know, is it just when you bind onto what we call the
epitope or you're binding to a different part of the target and that maybe if you bind to a different part,
you can still get some activity, then possibly it could work. | tend to believe, based on data from our
center that we’ve done, that if you don’t respond to daratumumab and certainly if you’re actively on
daratumumab and progressing, switching to isatuximab is unlikely to provide you a response.

Lizette Figueroa-Rivera, MA

Thank you. And we’ll take the next question from the telephone audience, please.

Operator

Our next call is from Karen from Texas. Please state your question, your line is now live.

Karen from Texas

Thanks for letting me listen. | have myeloma plasma cell leukemia, and I've had it for two years. I've
been under maintenance chemotherapy for the last, well, since | came into remission. I've had two
bone marrow transplants, and everything was going great. | am now seeing protein in my urine, so

they’re running tests — blood tests, urine tests, culture just in case | have an infection — but | have no
pain. Only symptom I'm seeing right now is the protein in my urine, and the next step for me is
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CAR T. I'm kind of interested in, you said there’s several different CAR T-cell therapies, and I'd be
interested in the clinical trial if available.

Amrita Y. Krishnan, MD

So, | guess the question is choosing among CAR T therapies. Honest truth, | don’t think we have a
sense yet of one being better than the other. And | think really the challenge is just access to CAR T
and just getting onto a trial, which is, | think, the biggest challenge for patients right now just there
aren’t enough spots. And so, an eligibility for these trials, | should add that note, is very, very
stringent. And | think, unfortunately, that’s another hardship for patients that these trials select
patients very, very stringently. And to be honest, many of them exclude plasma cell leukemia. And so,
a few may allow it as there’s more and more trials opening, but that’s one of the things, caveats,
among that.

Now having said that, we hope that later this year, CAR T is going to get commercial approval and
then that certainly widens the options for patients.

Lizette Figueroa-Rivera, MA

Thank you. And, doctor, for those on who also have plasma cell leukemia, can you just speak to that
and how it’s really related to myeloma?

Amrita Y. Krishnan, MD

So, plasma cell leukemia is just defined by a percentage of circulating plasma cells, and we actually
revised our definition from the International Myeloma Working Group (IMWG) now to lower that
percentage. It used to be 20%. | have to double check. Offhand, | believe we reduced it to five, but |
need to double check, so don’t hang your hat on that. But it really just tends to be more biologically
aggressive. When you look at bone marrows in people with plasma cell leukemia, they tend to have
much more chromosome abnormalities. And we generally use very aggressive treatment for it and
then have had better and better results of getting people into remission. At least my approach for that
has been to keep people on extremely intensive maintenance, so | wouldn’t use lenalidomide alone,
for example, for a patient with plasma cell leukemia as a maintenance. And we’ve had good results
with keeping people on aggressive maintenance regimens to keep people in remission, so | think
things are becoming more promising for that group of patients.

Lizette Figueroa-Rivera, MA
Thank you, doctor. And the next question comes from Dory. Dory asks, “Do | have a compromised

immune system?” She’s four and a half years after transplant and she’s been in remission four and a
half years.
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| think that’s one of the questions we just don’t know. So, one could argue that, certainly, your
immune function improves if you're in remission for myeloma. There’s some long-term data looking at
that in patients, and the patients, for example, who tend not to relapse have better immune function.
What we don’t know is, you know, without very sophisticated testing, really how much has your
immune function has it improved back to that of someone without myeloma? Probably not. But,
certainly, as time goes on from the transplant, it's clearly improved. And just to kind of cite the
example, that’s, in part, why we give vaccines. We give them at a year after the transplant because
we know people can mount an immune response. And we even do live vaccines at two years after
the transplant for certain people. So, again, with the sense that that timepoint immune function is
quite good. But then although if patients are on maintenance drugs, it also could alter immune
function, so it really depends on each individual patient’s clinical situation.

Lizette Figueroa-Rivera, MA

Thank you, doctor. And we’ll take the next question from the telephone audience, please.
Operator

Our next call is from Juan from California. Please state your question, your line is now live.
Juan from California

Yes, hi. I'm 73 years old. Six years ago, | was diagnosed with multiple myeloma. Five years ago, |
had a bone marrow transplant. I'm taking 10 milligram dosage of Revlimid® (lenalidomide) on a 21/7
dosage routine. My question is since that five and six years is quite a bit of time already, is a CAT
scan my next move to see, you know, if any of my vital organs or whatever anything inside me is
telling me different than my condition?

Amrita Y. Krishnan, MD

So, to kind of make it as a general framework, so the question, which is a great question, is how do |
get assessed for myeloma in a restage? How do | know if ’'m in remission? | think the take-home
message from that is that patients always ask, “What’s the best test | can get to find out if my
myeloma, if | have?” And the unsatisfying answer is there’s no one perfect test. And every patient’s
myeloma is different, but even in an individual patient, things can change. And so certainly bloodwork
looking for the M protein, but, unfortunately, at some point, sometimes you still have to repeat bone
marrow biopsies. And many of us at the myeloma centers tend to repeat marrows every year
because sometimes patients’ myeloma cells stop making a lot of protein. So, their bloodwork can look
okay in terms of the M spike, but there still can be myeloma. Sometimes patients can have
plasmacytomas or bone things that can sort of be hidden until they’ve become more symptomatic, so
| think the recognition is that imaging with PET CTs, really, is the one we use or certain centers have
whole body MRI is an important part of our reassessment for people with myeloma.
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The challenge, | have to say, is despite the International Myeloma Working Group sending out a
consensus paper and arguing for this need, we continue to struggle to get insurance authorization to
do PET CTs. So, hopefully, that will change as time goes on, but that’s usually one of the challenges.

Lizette Figueroa-Rivera, MA

Thank you. And the next question comes from Ethan. Ethan is asking what type of emphasis has
there been in preventing multiple myeloma from developing in patients who are at high risk?

Amrita Y. Krishnan, MD

So, the question is prevention strategies. And, you're right, that is probably the area where we know
the least, but we are starting to do many, many trials. So, there are trials, for example, looking at
family member screening to first identify who’s at higher risk of getting myeloma. Now true
intervention in that group is a little less clear. We do know some risk factors for getting myeloma.
Some of them are what we call modifiable and some of them are not. And so, | think we focus on the
modifiable ones right now in terms of, for example, there’s some data with obesity and IL-6 comes
from adipose tissues which drives growth in myeloma cells. But, that’s one of the ones that we see as
modifiable. Environmental exposure, unfortunately, is not something you can modify in terms of either
occupational exposure. Certain jobs are at somewhat higher risk. We’ve seen that in patients who
were 9/11 responders, for example.

So right now, we still are trying to understand what we can modify for most patients and also just
trying to identify patients earlier. At some point, there are going to be - the focus has been on
interventions at earlier timepoints to prevent progression to myeloma. So that’s a big focus of
research right now.

Lizette Figueroa-Rivera, MA

Thank you. And we’ll take the next question from our telephone audience, please.

Operator

Our next call is from Theobhilus of Kansas. Please go ahead, your line is open.

Theobhilus from Kansas

Yeah, good morning. My question is why do we wait until the patients get into relapse before we start
on that treatment? Can’t we have some medication like we had in diabetic patients for maintenance?

Amrita Y. Krishnan, MD

So, | guess the question is maintenance. We certainly do have maintenance both in patients who had
a transplant as well as in patients who are nontransplant patients, and there are a variety of
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maintenance drugs that we use. So certainly, yes, maintenance is a big part of our strategy of
treatment.

Lizette Figueroa-Rivera, MA

And, doctor, as well, are there any, again, like the last caller, any preventative medications to mitigate
the myeloma to get worse?

Amrita Y. Krishnan, MD

So right now, there is none that’s really a proven preventative medication and certainly, | think,
patients try different things. There’s some data from the California Teachers Health Study that

metformin use actually seemed to reduce the incidence. But on the other hand, as | mentioned,
certainly we’re not ready to put people on metformin without clear indications, and that was an

epidemiologic study. So, | think we’re still trying to learn about it.

Lizette Figueroa-Rivera, MA

Thank you. And Eileen is asking, “| know green tea interacts with Velcade (bortezomib). What about
Revlimid interactions with vitamins, minerals, or any herbals?”

Amrita Y. Krishnan, MD

So, certainly, | would say that there can be interactions with herbal medications. | think people are
very well aware of St. John’s Wort, but the other ones that it's very important to let you physician
know if you’re taking any because the interactions we worry about in terms of effect on liver function,
also cardiac QT interval, bleeding risk with some of these herbal medications because patients with
myeloma are often on anticoagulation if they’re on lenalidomide, for example. So, | think that's a
discussion that each individual patient needs to have with their physician.

The other one | would caveat is, especially in California, a lot of patients are interested in CBD. And,
again, interactions of that with narcotics is certainly to be taken into account.

Lizette Figueroa-Rivera, MA
Thank you. And the next question coming from Sandra is she’s saying that everyone cannot get a

transplant because of age or insurance or even comorbidities. What may be the best course of
treatment for those patients who can’t go through a transplant at this time?
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So, certainly, age is not our cutoff for transplant eligibility. It tends to be more comorbidities, and that’'s
a very individualized discussion with each treating physician in regards to what is the best treatment
option. But just | would suffice it to say that we have many regimens in patients who are not
transplant eligible that are also, you know, highly effective, so that’s encouraging.

Lizette Figueroa-Rivera, MA

Thank you. And the next question comes from our telephone audience, please.

Operator

Our next call is from Lisa from Wisconsin. Please state your question, your line is now live.
Lisa from Wisconsin

Thank you. | have a transplant and was on maintenance drugs, including Zometa® (zoledronic acid),
for approximately a year and a half. | have two questions. Have there been any studies done currently
on having any extractions on teeth as | have had an abscess on a tooth for a year and a half and my
specialist will not remove, I'm feeling that | will not heal?

The second question is | had the myeloma on my left side of my skull and ever since that, | suffer with
headaches almost daily. Any research on that, please? Thank you.

Amrita Y. Krishnan, MD

So, the question really centers around the dental procedures and the risks of extraction. And the
studies, really, that have been done have been more this question of identifying people who are at
risk for getting this complication, osteonecrosis of the jaw. And what we know is length of time on
bisphosphonates or what we call antiresorptive therapy, and that includes Xgeva® (denosumab) is a
risk for getting osteonecrosis of the jaw. We know that dental extractions are a risk. And so, it
becomes an individualized discussion with the patient, their doctor, and their dentist about risk versus
benefit. And we, certainly, in patients who have to have an extraction, we try and delay it; hold the
antiresorptive therapy. Some dentists want three months, some dentists want six months. And that’s
not based on any firm data. Again, it’s just clinical judgment.

But | think the issue is really that people are, and for those of you who have had osteonecrosis, you
know how debilitating it is. And, certainly, you know, unfortunately, some people get it with very short
exposure, so there’s a lot that we still don’t understand about it, and that’s why, again, we try to do
everything we can to mitigate the risks of getting it.
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Thank you. And our next question comes from Ann. She states that she has substantial shakes and
side effects from coming down from dex, so now she’s on a regimen of Revlimid and daratumumab.
Can she eventually go back on dex? Is a lower dose a reasonable idea?

Amrita Y. Krishnan, MD

So, the question here is dealing with steroid-related side effects and, certainly, part of the things we
do are reducing the dose. And sometimes some patients end up doing better with prednisone than
dex, so sometimes changing steroids as well.

Lizette Figueroa-Rivera, MA

Thank you. And I'll take the next question from our phone audience.

Operator

Our next call is from Richard from Texas. Please state your question, your line is now live.
Richard from Texas

Okay. My question is | heard Jack Aiello talk about his experience when he was diagnosed in 1995,

and he had an autologous transplant and then later had an allogeneic transplant. So, my question for
Dr. Krishnan is, and I think | heard you say, Dr. Krishnan, that at City of Hope you’re looking into more
allogeneic transplants. So, are allogeneic transplants becoming more common for myeloma patients?

Amrita Y. Krishnan, MD

So, yeah, we actually led the largest trial in the country looking at comparing doing what we call
tandem, so two autologous transplants to an autologous followed by an allogenic transplant. And we
showed, certainly, that the allogeneic transplant reduced the risk of relapse but had more
complications. And so that’s what we’re trying to balance. So we’ve had trials even still ongoing of
allogenic transplant, but | have to say that the focus, and the focus from the national sort of
cooperative transplant groups, the BMT CTN, has been trying to answer this question of
allotransplant really as an immune therapy. So, you're just using the donor immune system as a way
to fight myeloma, so our focus really has been other ways to use immune therapy, one of them being
that the CTN has a vaccine trial. The other one that is going to open and, again, now with these time
lines are all shifted, but, in fact, using CAR T cells after an autologous transplant so patients who
have high-risk myeloma, for example, with plasma cell leukemia being a type of patient we want to
target. So, it's the idea of certainly immune therapy but of different ways.
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Thank you, doctor. And Barry is asking, “Are there medications that will ameliorate peripheral
neuropathy caused by chemotherapy?”

Amrita Y. Krishnan, MD

So, | think that’s an area where we’re very lagging. We use medications, Neurontin certainly, or
gabapentin is the other name for it, Lyrica® (pregabalin), over-the-counter stuff. For example, alpha
lipoic acid in diabetic neuropathy seem to be of benefit so we use that. Topical therapies, menthol or
cocoa butter, which we think just activates some other receptors on this to help ameliorate it, and
B-complex vitamins. So, it's sort of a gamut of different things that we try.

Lizette Figueroa-Rivera, MA

Thank you. | know that that’s a major concern for most of our patients. And we’ll take the next
question from our telephone audience.

Operator
Our next call is from Jimmy from Georgia. Please state your question, your line is now live.
Jimmy from Georgia

Yes, ma’am. | appreciate your expertise and you're sharing it with us today. You've used a lot of $10
words that I'm not familiar with, but I've had a stem cell transplant. I've been through Revlimid. I've
had Pomalyst (pomalidomide) and now my next stage is immunotherapy, but it's on hold because of
the corona situation. But after that, what does your expertise say about a second stem cell
transplant? And thank you.

Amrita Y. Krishnan, MD

Thank you. And | apologize, you know, in terms of getting into too much into the technical language. |
think that many doctors, and myself included, are guilty of that. And, certainly, one on one with your
doctor, please, you know, stop them if you don’t understand something.

But | guess just to frame the question, the question is, is there a role for a second transplant in
someone with myeloma coming back? And | would say yes. In fact, when you look at the national
data, we are doing more and more of those transplants. Across the country, it's about 300 to 400 of
those done a year. The ones where it worked best are people who’ve had a long remission from their
first transplant.
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Thank you. And our next question comes from Bob. Bob is asking, “Is it okay for someone in
myeloma remission for nine years and no maintenance drugs to donate blood?”

Amrita Y. Krishnan, MD

Thank you for thinking about that or being willing to with our blood shortage right now, but | would say
those patients would still be excluded.

Lizette Figueroa-Rivera, MA

Thank you. And I'll take the next question from our telephone audience, please.

Operator

Our next call comes from Linda from California. Please state your question, your line is now live.
Linda from California

My question has to do with because I'm in maintenance right now and with the coronavirus, | am
concerned about literally driving up to UCSF and going into the center because | was alarmed that |
was the only one in the center that had on gloves and a mask. | know that they told me that people
have been stealing all this stuff but that alarms me, and | don’t know. | mean I’'m scheduled to go
back again this week for more- | am, by the way, a 13-year survivor since transplant. | started in the
EVOLUTION trial, I'm back in exactly those same drugs. But my concern has to do with, you know,
exposure with the coronavirus along with that | shouldn’t be out there. That’s my question.

Amrita Y. Krishnan, MD

So, | can tell you that, you know, just from my discussions around the country with my colleagues, so
that, yeah, we’re all kind of grappling in terms of- | could only speak to our center specifically.
Certainly, we've put a lot of transplants on hold for myeloma. And for patients who are coming into the
center, we’ve converted as many as we can to suggest they just either have labs drawn locally if they
need to and we have a telephone consultation or we're delaying visits. Obviously, there’s some
patients who need to get chemotherapy and there is no choice, and we’re moving ahead. We're also,
obviously, having very strict screening measures at the facility. | can tell you just that been circulating,
is under discussion in our center right now that they’ve just implemented in Boston that all the staff
wear masks all the time when they’re in the hospital to minimize risk of transmission.

So, | think every center’s kind of reacting to this and trying to maximize safety. And so, it just really
depends on each individual patient’s risk-benefits of coming into the center. And, certainly, even the
patients are being screened, certainly, before they come to the waiting room.
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Sure. Thank you. And Charmaine is asking, “How long can one take Velcade therapy? Does
response decrease over time?”

Amrita Y. Krishnan, MD

So, actually, the response of Velcade therapy tends to increase over time. Originally, when we did the
trials with Velcade, it was given IV and that was very limiting because of its neuropathy. Now that it's
given subcutaneously, people tend to have less neuropathy, so it tends to be less of a limiting factor.
So, I've had patients on Velcade actually several years and tolerate it and sometime dose and
schedule the value needs to be kept in mind too.

Lizette Figueroa-Rivera, MA

Thank you, and we’ll take the next question over the telephone, please.

Operator

Our next call is from Carlos from California. Please state your question, your line is now live.

Carlos from California

Yeah, my question is, you know, I'm a patient for multiple myeloma 2007. | met Amrita at City Hall
long time ago. But my question is right now I’'m on chemotherapy. They give me Kyprolis 97
milligrams for 30 minutes. So, | need to know how long they’ve got to give me that treatment.

Amrita Y. Krishnan, MD

So, I guess the question is then in terms of just relapsed myeloma how long do you stay on therapy?
And that’s certainly very individualized depending on your response, but generally, you know, if
patients are responding to treatment and it’s also looking at side effects of treatment, that includes
blood counts as well as other side effects, we tend not to have a certain set stop therapy after this
many cycles. So, | think the discussion with your doctor would be what’s the response and what’s the
plan in terms of further therapy?

Lizette Figueroa-Rivera, MA

And like you were saying, doctor, really the treatment plans should be very individualized and patients
should ask their doctors about their specific treatment needs as there’s so many new treatments now

that one myeloma patient’s treatment is not going to be the same as another myeloma patient’s
treatment. Correct?
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Yes. | would say that’s exactly why it’s hard to sort of generalize on that, except to just make the point
that, you know, most myelo therapy tends to be maintaining therapy but, certainly, monitoring for side
effects. So, obviously, you don’t want patients to have debilitating side effects as a price of staying on
therapy.

Lizette Figueroa-Rivera, MA

Sure. And | know that a lot of our patients are asking about side effects. About the bone pain, we
have, of course, a lot of people with neuropathy. Are there any medications or different ways that
people can handle the bone pain or any of the side effects that they get from treatment?

Amrita Y. Krishnan, MD

| think that’s where, to be honest, we need to do a lot better work. And it’s hard because those are
hard studies to do and hard in terms of figuring out what really, really works, and also hard to get
companies sort of involved in developing those things. So, we tend to just use drugs that are already
available for other purposes and try and repurpose them for treatment, certainly, of neuropathy, for
example.

| think some of the stuff that’s been going on, and it's been out of the Boston group, is trying to figure
out why do some people get really bad neuropathy even with a couple doses of Velcade and why do
other people seem to tolerate it? And we know certain risk factors. For example, older patients over
the age of 70 tend to have a higher risk of Velcade neuropathy. Patients with diabetes because you
have underlying neuropathy from diabetes higher risk. So just trying to look at certain risk factors. We
know, for example, with carfilzomib, patients that tend to have more potential for toxicity are patients
over age 70, especially those who don’t have well controlled blood pressure. So those kind of things
we can sort of control to try and minimize toxicity.

Lizette Figueroa-Rivera, MA

Sure. Thank you. | know that the quality of life issues are really important to our patients and to us,
and we do get a lot of questions in regards to quality of life issues whereas we do want patients to
know that they can also ask their physicians, of course, about these issues. Correct?

Amrita Y. Krishnan, MD

Oh, absolutely. And many centers sort of work with their supportive care teams as well to help with
this.

Lizette Figueroa-Rivera, MA

Great. And now John is asking, “How is the strength of a chemotherapy dose determined? Should it
be a maximum dose right away or should a half dose be tried first?”
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So, chemotherapy dose just depends on the drug. Some of them have flat dosing, some of them have
doses adjusted for renal function, some of them have doses that are weight based, and some of them
are based on somewhat tolerance. You start at a lower dose and you work your way up, so, really, it
just depends on the drug and depends on the patient.

Lizette Figueroa-Rivera, MA

Thank you. And we’ll take the next question from the telephone audience, please.

Operator

Our next call is from Caroline from Pennsylvania. Please state your question, your line is now live.
Caroline from Pennsylvania

My question has to do with is there an age limit as far as a bone marrow transplant where that would
not be considered? I’m currently taking Treanda (bendamustine) and Velcade and I'm also a diabetic,
so | understand the neuropathy. But | didn’t know whether it was too late to even consider a bone
marrow transplant or not.

Amrita Y. Krishnan, MD

So, we don’t have a specific age cutoff. | can tell you if you look at just the national registry data, we
do about 500 transplants of patients age 70 to 75 years of age. Beyond age 75, there’s less and less
data. So not saying it can’t be done, but like everything in medicine, it's sort of a risk-benefit question.
And so, it’s harder to prove the benefit and so that'’s, | think, a very individualized discussion.

Lizette Figueroa-Rivera, MA

Thank you. And the next question comes from Tiffany. Tiffany is asking, “What do you see as the role
of physical therapy or other rehabilitation professionals in helping individuals with myeloma to
address treatment-related effects and optimize overall functioning?”

Amrita Y. Krishnan, MD

| think, certainly, we’re lucky we have great physical therapists and, you know, a big part of, certainly,
just helping patients in terms of just staying functional, moving, addressing even there’s some new
things they can do for neuropathy; and even just understanding with compression fractures, bone
pain, all those things help affecting mobility. | do find that they can be extremely helpful. And just
teaching patients strengthening exercises as well.
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Mike is just asking how long the CAR T cells are in the body after the trial and how long are they
seeking the cancer cells after.

Amrita Y. Krishnan, MD

So, the question is sort of persistence of CAR T cells. That’s really unknown and that’s part of the
reason that we engineer, you hear this idea of second generation, third generation CAR Ts. Part of
that is they’re putting in other molecules to help them persist in the system because we do think part
of the question is why do people’s myeloma come back? Is it that the CAR T cells they start to die out
in circulation? And that certainly happens in a portion of patients.

So right now, there are a small group where they persist, but the median what we call progression-
free survival (PFS) or remission, at least from the Bluebird trials was about 12 months. And so, you
could say that, therefore, you know, 50% of patients that you see persistence beyond that and 50%
less.

Lizette Figueroa-Rivera, MA

Thank you. And | know that a lot of patients and caregivers alike are asking if you know or you have
some semblance of when a CAR T-cell therapy would be available for myeloma patients outside of a
trial?

Amrita Y. Krishnan, MD

You know, we're hoping towards third quarter this year. Again, | think that’s a little unknown now
given everything else that’s happening if that’s going to get pushed back or not.

Lizette Figueroa-Rivera, MA
Thank you. | know that’s one of the million-dollar questions.

Next question comes from Jack. He’s asking, “With so many various treatments available, where
might the science be in terms of knowing which treatment might work best for a given myeloma
patient?”

Amrita Y. Krishnan, MD

So, you’re asking sort of more personalized directed therapy. There’s a lot of trials sort of focusing on
that now. So, certainly, with genomics and trying to understand is that a way to better target therapy,
you know, | think individual centers and other sort of specialized trials. | mean we have a couple that
are in the very, very early stages, for example, using 3D culture modeling of patients’ myeloma cells
in the lab and testing out against chemotherapy drugs to figure out are we able to predict which ones
will work. And we have other sort of unique platforms that we’re looking at early trials as well. So, it's
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something that was a great area of interest, but we’re not yet ready to sort of roll that out in terms of
using it to make treatment decisions yet.

Lizette Figueroa-Rivera, MA

Thank you. | know a lot of people are interested in treatment sequencing or which treatment should |
get first and which treatment is better for me. So that’s really important. Thank you.

And we’ll take the next question from the telephone audience, please.

Operator

Our next call is from Lawrence from Ohio. Please state your question, your line is now live.
Lawrence from Ohio

Hi, I'm currently on Revlimid maintenance, 10 milligrams daily, and | did not have a stem cell
transplant. | was diagnosed in 2016. Been recently diagnosed with Waldenstrom’s lymphoma. Have
not received treatment for it yet, just watchful waiting, and was wondering if you could comment on
the prevalence or significance of Waldenstrom’s or any type of lymphoma in conjunction with
myeloma. Thank you.

Amrita Y. Krishnan, MD

That’s a good question. | think it sort of bespeaks the idea that these all come from the same cell of
origin. So Waldenstrom’s there’s something called the lymphoplasmacytic cell, so it tells you it’s kind
of, they all come from B cells and so just how do they differentiate? So that bespeaks to probably you
have a couple clones and this one is the more active one right now that differentiated and then so
showing more of a Waldenstrom’s phenotype making an IgM protein, for example. Some of the drugs
are overlapped in Waldenstrom’s and myeloma, so that’s helpful, but some of them tend to be more
effective in Waldenstrom’s and less in myeloma. So, it's not unheard of. You know, for example, CLL
(chronic lymphocytic leukemia) and myeloma often we see coexist.

Lizette Figueroa-Rivera, MA

Thank you. And one more question. Kerry is asking, she enjoys weightlifting with free weights. |
commend you for that, Kerry. “Since | had bone fractures associated with my diagnosis, is it okay for
me to now continue with this type of exercise since I'm in remission?”

Amrita Y. Krishnan, MD

| guess two comments. One is that, certainly, bony disease from myeloma, unfortunately, takes a long
time to heal and the bones really never go back to normal. The issue of weightlifting, really, that’'s a
sort of individualized discussion with your physician depending on what your bones look like. You
know, people’s myeloma get it different. Some people tend to have more bone disease. Some people
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tend to have more kidney, and so just depending on really how it's affected your body to have that
discussion. But I, certainly, with my patients, if they don’t have significant disease, certainly light
weights, walking are things | encourage.

Lizette Figueroa-Rivera, MA

Thank you, doctor. And our last question today Mary asks, “At what time should | consider a clinical
trial?”

Amrita Y. Krishnan, MD

Well, you know, | guess I'm very biased in that one. | think at any timepoint. We have trials for all
phases of disease, including patients who have just MGUS or monoclonal protein. So, | think that
clinical trials are a tremendous help to patients because they give you access to specialists in that
disease, they give you sort of the ability to be closely monitored. And the honest thing | say is, look, if
| had all the answers, we wouldn’t have any trials. So, we are really looking to be better than where
we are right now. And the only way we can do that is through these trials.

Lizette Figueroa-Rivera, MA
Thank you so much, doctor. | know that it's really important for our patients to know that there are

trials for every phase of treatment, not just after you’ve relapsed or after you have been refractory, so
that’s very important. Thank you.
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CLOSING REMARKS

Lizette Figueroa-Rivera, MA

LLS EDUCATION & SUPPORT RESOURCES

+ Information Specialists
Master’s level oncology professionals, available to help cancer
survivors navigate the bestroute from diagnosis through
treatment, clinical trials and survivorship.

- EMAIL: infocenter@LLS.org
— TOLL-FREEPHONE: 1-800-955-4572

+ Caregiver Support: www.LLS.org/caregiver

+ Free EducationBooklets: www.LLS.ora/booklets

+ Free Telephone/Web Programs: www.LLS.org/programs

« Live, weekly Online Chats: www.LLS.org/chat

« LLS Community: www.LLS.org/community

& S
BEATING GANGER IS IN OUR BLODD. SOCIETY

And thank you all for all your questions, and thank you so much, Dr. Krishnan, for your continued
dedication to patients and especially taking time out for us today.

And if we weren’t able to get to your questions today, you can call a Leukemia & Lymphoma Society
Information Specialist at 1-800-955-4572, and we’re available to speak with you from 9 AM to 9 PM
Eastern Time, or you can reach us by email at infocenter@LLS.org and Information Specialists can
assist you with answering questions about the coronavirus as well as additional resources that are
available to patients during this time.

Updated: 5/21/20 Page 60 of 61
LLS19130



LEUKEMIA &
Multiple Myeloma: Understand My Treatment Options LYMPHOMA
Patient Education Telephone/Web Program SOCIETY

TRANSCRIPT

LLS EDUCATION & SUPPORT RESOURCES

* LLS Podcast, The Bloodline with LLS
Listen in as experts and patients guide listeners in understanding
diagnosis, treatment, and resources available to blood cancer
patients: www.thebloodline.org

+ Education Videos

Free education videos about survivorship, treatment, disease
updates and other topics: www.LLS.org/leducationvideos

« Patti Robinson Kaufmann First Connection Program

Peer-fo-peer program that matches newly diagnosed patients and
their families: www.LLS.org/firstconnection

« Free Nutrition Consults

Telephone and email consultations with a Registered Diefitian
www.LLS.org/nutrition

* What to Ask
Questions to ask the freatment team: www.LLS.org/whattoask

« Other Support Resources

LLS Cnmmunicl;/_ discussion boards, blogs, support groups, financial
and more: www.LLS.org/support

THANK YOU

& s
We have one goal: A world without blood cancers SOCIETY"

Again, we’d like to thank and acknowledge our supporters, Bristol Myers Squibb, Genentech, and
Biogen and Takeda Oncology for really partnering with us and supporting us.

And thank you, Dr. Krishnan, again, for sharing your knowledge with us today. To all the patients,
caregivers, and professionals participating in today’s call, and on behalf of The Leukemia &
Lymphoma Society, really thank you for getting on the call today. We know that it's challenging times,
and we appreciate you. And let us be there for you. Okay, we are here for you.

Thank you.
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