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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

= Address differences among individuals based on social determinants of health.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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THERAPY FOR PREVIOUSLY TREATED MULTIPLE MYELOMA®2-d.l-0
Relapsed/Refractory Disease After 3 Prior Lines of Therapy

Preferred Regimens“

» CAR T-cell Therapy:
¢ Ciltacabtagene autoleucel
¢ ldecabtagene vicleucel

After at least four prior therapies, including an anti-CD38 monoclonal antibody, a PI, and an IMiD
» Bispecific Antibodies:
¢ Elranatamab-bcmm
¢ Talguetamab-tgvs
¢ Teclistamab-cqyv

Other Recommended Regimens

* Bendamustine

» Bendamustine/bortezomib/dexamethasone

» Bendamustine/carfilzomib/dexamethasone

* Bendamustine/lenalidomide/dexamethasone
* High-dose or fractionated cyclophosphamide

After at least four prior therapies and whose disease is refractory to at least two Pls, at least two immunomodulatory agents, and
an anti-CD38 monoclonal antibody
+ Selinexor/dexamethasone

Useful in Certain Circumstancest

After at least four prior therapies, including an anti-CD38 monoclonal antibody, a PI, and an IMiD
+ Belantamab mafodotin-blmf (if available through compassionate use program)

8 Selected, but not inclusive of all regimens. The regimens under each preference category
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Types of Antibodies

Antibody-Drug
Conjugates (ADC)

Bispecific Antibodies
BsAbs

. T-cell

"//&

Target antigen
(CD33, CD19, etc)

Nothing is attached A toxin or radioactive Engineered so that one end binds to
isotope is attached MM cell, the other end binds to T-cell

C|ClO]

Barila. Pharmaceuticals (Basel). 2021;14:40. Slide credit: clinicaloptions.com


http://www.clinicaloptions.com/

Lancman G, Sastow DL, Cho HJ, et al. Bispecific Antibodies in Multiple Myeloma: Present and Future. Blood Cancer Discovery. 2021 Sep;2(5):423-433. DOI: 10.1158/2643-3230.bcd-21-0028. PMID: 34661161; PMCID: PMC8510808.
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Phase I/1l MajesTEC-1: Teclistamab in R/R MM

R/R MM after >3 lines of the
IMID, PI, and anti-CD38 mAb

— 26% high-risk cytogenetics

rapy, including an

— Median 5 prior lines of therapy (range: 2-14)

— 78% triple-class refractory;

30% penta refractory

— 90% refractory to last therapy line

Teclistamab: 1.5 mg/kg SC weekly, after step-up

Outcomes, Mo (95% Cl)
Median DoR

Median PFS

Median OS

All Patients (N = 165)
24.0 (17.0-NE)
11.4 (8.8-16.4)

21.9 (16-NE)

Moreau. NEJM. 2022;387:495. van de Donk. ASCO 2023. Abstr 8011. Garfall. ASCO 2024. Abstr 7540.

Patients (%)

801

40-

N
<

ORR (N = 165)
ORR: Best response:
63.0 M sCR
(104/165) W CR

Il VGPR

. |PR
2 CR:
46.1 > VGPR:
59.4

Slide credit: clinicaloptions.com
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MajesTEC-1: PFS and DoR With Teclistamab in R/R MM
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Patients Progression Free and Alive (%)

Patients at Risk, n

(03]
o
1

(o))
o
1

o
o
]

PFS

—6— Overall
—a— > CR
—ll— > \/GPR

Median, mo (95% Cl)

30-mo PFS rate (95% Cl)

201 overall 11.4 (8.8-16.4) 30.1% (22.9-37.7)
> CR NR (26.9-NE) 61.0% (48.9-71.1)
> VGPR 26.7 (19.4-NE) 48.8% (38.5-58.4)

0 || || || || || || || || || || || || || ||

0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Mo

Overall 16511099 87 75 70 61 55 49 44 19 10 4 1 O
>2CR 76 76 74 71 65 63 57 52 46 42 18 9 3 1 O
>VGPR 98 97 93 84 72 67 59 53 47 43 19 10 4 1 O

Garfall. ASCO 2024. Abstr 7540.

DoR
100 = —©— QOverall
—&— > CR
—l— > \/GPR
80 -
8 60-
[7,]
€
R
B 40—
o
_ Median, mo (95% CI) 30-mo DOR rate (95% Cl)
20 Overall 24.0 (17.0-NE) 45.0% (34.8-54.7)
> CR NR (26.7-NE) 60.8% (48.7-71.0)
2 VGPR 25.6 (18.1-NE) 48.7% (38.3-58.3)
OrT—TTTTTT1T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Patients at Risk, n Mo
Overall 16410193 83 72 64 60 53 46 39 16 8 3 1 O
>CR 76 76 73 71 64 60 56 50 44 37 15 7 2 1 O
>VGPR 98 97 90 80 69 62 58 51 45 3816 8 3 1 O

Slide credit: clinicaloptions.com
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Phase Il MagnetisMM-3: Elranatamab for BCMA-
Directed Therapy-Naive R/R MM (Cohort A)

Patients with MM refractory to 21, including
an IMiD, PI, and anti-CD38 mAb

— 97% triple-class refractory

— Median 5 prior lines of therapy (range: 2-22)
— 25% with high-risk cytogenetics

— 32% with extramedullary disease

Elranatamab: 76 mg SC weekly with priming
and/or premedication to reduce CRS

— If weekly dosing given for 26 cycles with
achievement of > PR for 22 mo, then dosing
interval changed to every 2 wk

Primary endpoint: ORR
Secondary endpoint: DoR, OS, PFS, safety

Lesokhin. Nat Med. 2023;29:2259. Mohty. EHA 2024. P932.

Patients (%)
N
o

1 2cr

Best ORR

61%
(95% Cl: 51.8%-69.6%)

35.0% | 2 VGPR
i 56.1% msCR
@ CR
B VGPR
B PR

All Patients (N = 123)

Median follow-up: 14.7 mo

Slide credit: clinicaloptions.com E
powered by C€a
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MagnetisMM-3: PFS and DoR

100

(03]
o
1

PFS

t.Ill.llllllllllll-l-—l-

24-mo rate for patients
with > CR (95% Cl):
90.6% (76.9-96.4)

S
E
8
8 40 =
a.
20 = Median PFS, mo (95% Cl)
—OQverall 17.2 (9.8-NE)
— Patients with = CR NR (NE-NE)
O || || || || || || || || || || || ||
0 3 6 9 12 15 18 21 24 27 30 33 36
. Mo
No. at Risk

Overall 123 78 67 63 54 48 44 42 39 32
Patients with=CR 46 46 46 44 42 38 36 35 35 28

Mohty. EHA 2024. P932.

7 1 0
7 1 0

DoR

24-mo rate for patients

100 = with > CR (95% Cl):
87.9% (73.1-94.8)
80 =
S
> 60+ 24-mo rate for patients
E with OR (95% Cl):
S 404 66.9% (54.4-76.7)
o
a
20 - Median ODR, mo (95% Cl)
— Patients with OR NR (NE-NE)
— Patients with > CR NR (NE-NE)
0 || || || || || || || || || || || ||
0O 3 6 9 12 15 18 21 24 27 30 33 36
. Mo
No. at Risk

Patients withOR 75 70 65 57 50 45 41 38 35 18 3 1
Patients with=CR 46 46 46 43 40 36 35 34 31 18 3 1

0
0

powered by C€a

Slide credit: clinicaloptions.com
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BCMA x CD3 Bispecific Antibodies: Summary

Characteristics

DoR/PFS/0S,

Teclistamab!?

Elranatamab?3

Linvoseltamab
(REGN5458)%>

ABBV-383
(TNB-383B)°

Pavurutamab
(AMG 701)7

= RP2D: 1.5 mg/kg SC once

weekly

215-1000 pg/kg SQ weekly
or every 2 wk
RP2D: 1000 pg/kg

IV weekly, then every other
wk after Wk 16

= 3-800 mg dose escalation

IV fixed doses, once every 3
wk with no step dosing
0.025-120 mg dose
escalation

IV weekly
0.005-18 mg dose escalation

165

55

73

124

Population

Median of 5 prior lines of tx
78% triple refractory
30% penta refractory

Median of 6 prior lines of tx
91% triple refractory
24% prior BCMA-based tx

Median of 5 prior lines of tx
89% triple refractory
38% penta refractory

Median of 5 prior lines of tx
82% triple refractory
35% penta refractory

Median of 6 prior lines of tx
62% triple refractory

CRS 72% (0.6% G3/4)
Neurotox 14% (0.6% G3/4)
ICANS 3%

Infections 76%

CRS 87%, no G3-4 (67%
with priming and premeds)
ICANS 20%

ISR 56%

CRS 38%, no G3/4
ICANS 4%

CRS 57%, G3/4: 2%
ICANS 2%
Infections 41%

CRS 65% (9% G3)
No ICANS reported
17% infection SAE

1. Moreau. NEJM. 2022;387:495. 2. Jakubowiak. ASCO 2022. Abstr 8014. 3. Dalovisio. EHA 2022. Abstr P897. 4. Zonder.
ASH 2021. Abstr 160. 5. Zonder. IMS 2022. Abstr OAB-056. 6. D’Souza. JCO. 2022;[Epub]. 7. Harrison. ASH 2020. Abstr 181.

Response

ORR: 63%
sCR/CR: 39%
>VGPR: 59%

ORR: 64%
sCR/CR: 35%
2VGPR: 58.2%

ORR (all doses): 51%
ORR (200-800 mg): 75%
>VGPR (200-800 mg): 58%

ORR (all doses): 57%
ORR (60 mg exp): 59%
>VGPR (60 mg exp): 39%

ORR (all doses): 26%

ORR (3-18 mg): 36%

ORR (most recent cohort):
83%

Mo

mDoR: 18.4
mPFS: 11.3
mOS: 18.3

No mature
data at 10.6
mo follow-up

mDoR: NR
at median 3
mo follow-up

mDoR: NR
mPFS: 10.4

No mature
data at 6.5 mo
follow-up

‘
ClO|

Slide credit: clinicaloptions.com
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Table 3. Literature summary of infection data from BsAb clinical trials in MM patients.

Drug Target Study Phase  Safety  Mo.of Duration Infection
whort  patients of AEs n (%)
N rezelving freatment

RF2D n irange]

185 E.5 morths
i0.2-244)

Monitoring, prophylaxis, and treatment of infections in patients with MM receiving bispecific antibody therapy: consensus recommendations from an expert panel

Noopur Raje, Kenneth Anderson, Hermann Einsele, Yvonne Efebera, Francesca Gay, Sarah P. Hommond, Alexander M. Lesokhin, Sagar Lonial, Heinz Ludwig, Philippe Moreau, Krina Patel, Karthik Ramasamy &
Maria-Victoria Mateos



Probability of all-grade infection Probability of grade 3=5 infection

1.0- 10-
0.754 0.75 -
= £ ——
é 0.50- % 0.50
(I o
0.25 0.25 .
0 0
0 5 12 18 24 i . 12 18 24

Timea from start of BiAb therapy (months) Time from start of BiAb therapy (months)
At risk 37 10 5 0 0 37 17 12 5 0

"I;I.I'I 2. Time-to-event cumulative
probability of developing any-grade
infection (A] and grade 3-5 infec-

tion (B) from the start of bispecific
antibody therapy, as calculated by the
Kaplan-Meier method with shaded
95% confidence intervals.

RESEARCH ARTICLES | NOVEMBER 012023

IVig Use Associated with Ten-Fold Reduction of Serious
Infections in Multiple Myeloma Patients Treated with Anti
BCMA Bispecific Antibodies @3

Guido Lancman & ® - Kian Parsa ® : Krzysztof Kotlarz @ : Lisa Avery ©  Alaina Lurie @ ; Alex Lieberman-Cribbin @ ;
Hearn Jay Cho @ ; Samir S. Parekh @ : Shambavi Richard © : Joshua Richter @ ; Cesar Rodrigusz © ; Adriana Rossi @ ;
Larysa J. Sanchez (@ ; Santiago Thibaud @ ; Sundar Jagannath @ ; Ajai Chari ©
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Table 3. Recommendations for prevention and management of infections for patients on BiAbs.

Infection prevention before  Infection prevention during Treatment of infection during
BCMA bispecific BCMA bispecific BCMA bispecific®
Bacterial Vaccinate if appropriate Vig g4 weeks Based on sensitivities
Wiral
Zoster Vaccinate if appropriate VIV prophylaxis Anti VZV therapeutic dosing
Influenza Vaccinate if due Hygiene Antiviral
Hepatitis Vaccinate if appropriate Prophylaxis if evidence of Hep B Per ID input
EXpOSUre
CMY M/& Maonitor CMV PCR g monthly Treat if rising significantly or symptomatic
RSY M A Hygiene Consider inhaled ribavirin
CovID-19 Vaccinate/Boost ? Preventative monoclonal anti- Oral or parenteral agents
bodies based on viral patterns
Hygiene
Consider monitoring Ab respanse
and continue boosting
Fungal MJA M/A As indicated
PCR M/A PCP prophylaxis Per ID Input

Abbreviations: ID, infectious disease: N/&, not applicable; RSV, respiratory syncytial virus; VZV varicella zoster virus.

“Educate patients/caregivers about monitoring for signs and symptoms of infection. In setting of active infection. hold BCMA bispecific until recovery.
Consider cytokine release syndrome, hemophagooytic lymphohistiocytosis, Epstein-Barr virus, Clostridium difficile, and unusual organisms in dif-
ferential diagnasis; collaborate closely with 1D team.

RESEARCH ARTICLES | NOVEMBER 012023

IVIg Use Associated with Ten-Fold Reduction of Serious
Infections in Multiple Myeloma Patients Treated with Anti
BCMA Bispecific Antibodies @3

Guido Lancman & @ - Kian Parsa @ : Krzysztof Kotlarz @ : Lisa Avery © : Alaina Lurie @ : Alex Lieberman-Cribbin @ :
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ORIGINAL ARTICLE

Talquetamab, a T-Cell-Redirecting GPRC5D Bispecific Antibody for Multiple
Myeloma

Ajai Chari, M.D., Monique C. Minnema, M.D., Jesus G. Berdeja, M.D., Albert Oriol, M.D., Ph.D., Niels W.C.]. van de Donk, M.D., Ph.D., Paula Rodriguez-Otero, M.D., Ph.D.,
Elham Askari, M.D., Marfa-Victoria Mateos, M.D., Ph.D., Luciano |. Costa, M.D., Ph.D., Jo Caers, M.D., Ph.D., Raluca Verona, Ph.D., Suzette Girgis, Ph.D., Shiyi Yang, Ph.D.,
Rachel B. Goldsmith, Ph.D., Xiang Yao, Ph.D., Kodandaram Pillarisetti, M.Sc., Brandi W. Hilder, Ph.D., Jeffery Russell, M.D., Ph.D., Jenna D. Goldberg, M.D., and Amrita
Krishnan, M.D.






Phase Il MonumenTAL-1: Talquetamab in R/R MM

= Patients with R/R MM after >3 lines of Overall Response Rate with Talquetamab
therapy, including an IMiD, PI, anti-CD38 mAb 100 - WPR WVGPR MCR MSsCR
— 69%-84% triple-class refractory 74.1
80  (106/143) 69.5 66.7
— Median 5-6 prior lines of therapy across all (107/154) (52/78)
cohorts < 60 - )
— 27.1% with high-risk cytogenetics; 24.3% with £
EMD f__': 40 - > VGPR:
S 55.1
»= Talquetamab: 0.4 mg/kg SC QW or 0.8 mg/kg .
SC Q2W with 2-3 step-up doses and/or | ]
premedication to reduce CRS .
» Primary endpoint: DLTs 0.4 mg/kg 0.8 mg/kg Prior TCR

sC Qw SC Q2w

The phase Ill MonumenTAL-3 (NCT05455320) and
MonumenTAL-6 (NCT05455320) trials are actively recruiting.

= Key secondary endpoint: ORR

Chari. NEJM. 2022;387:2232. Schinke. ASCO 2023. Abstr 8036. Rasche. EHA 2024. Abstr P915. Slide credit: clinicaloptions.com
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MonumenTAL-1: DoR and PFS Outcomes

DoR in 0.8 mg/kg Q2W Cohort

=100 —4— Best response: PR
é - Best response: VGPR ’ -
Y g0 —+— Best response: > CR 0.4mg/kg QW 0.8 mg/kg Q2W Prl.or T-_Ce
c Redirection Tx
o (n=143) (n =154) _
o (n=178)
»n 60
g Median f/u 29.8 23.4 20.5
£ 40+ Median DoR,
2 el 9.5 (6.7-13.4) 17.5 (12.5-NE) N/A
3] 201 Median PFS
2 edian PFS,
E o 7.5 (5.7-9.4) 11.2 (8.4-14.6) 7.7 (4.1-14.5)
0 ! ! ! ! ! ! ! ! ! ! ! 24-Mo OS, % 60.6 67.1 57.3
O 3 6 9 12 15 18 21 24 27 30 33
Patients at Risk, n Mo

Bestresponse:PR16 7 3 2 1 1 o0 O O O o0 o
Best response: VGPR 29 24 21 14 7 6 5 4 0 O O O
Bestresponse:2CR62 61 59 56 50 46 39 24 9 4 3 1

Rasche. EHA 2024. Abstr P915. Slide credit: clinicaloptions.com
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Onychomadesis and palmoplantar keratoderma associated with talquetamab therapy for relapsed and
refractory multiple myeloma
Neha Narayan BA , Benjamin Williams MD , Brea Lipe MD , Anna De Benedetto MD



Dermatologists, dentists, and nutritionists can be consulted to provide additional

guidance on managing AEs and confirming that AEs are treatment associated

Oral FElﬂtEd AEs MonumenTAL-1Phase 1/2: Management of Skin-related Events at a Single Center®

+ Incidence: 71-72% (taste changes [dysgeusia?®]); 27-40% (dry mouth); AE Management
24-25% (dysphagia) Dry Skin Heavy moisturizers
Severity®: Mostly grade 1 or 2 (maximum CTCAE grade 2 for taste et andorFast Pesing o e % o e e 1D

changes [dysgeusia])
Median time to onset®<: 15-29 days for most patients Prurtis

Median duration®: 57-109 days for most patients; oral toxicity may
persist over time

Loratadine 10 mg PO daily for 3-5 days post-TALVEY dose

Triamcinolone 0.1% cream BID.

Body rash/drug rash

Resolution®: 31-73% of events resolve

©0

Dose modification/discontinuation®: <9% (mostly taste changes)/<2%

* Supportive measures/management: Food texture and flavor
experimentation, increased hydration, salivary substitutes
(salt mouth rinse, artificial saliva spray), local corticosteroids
(dexamethasone mouth wash for dry mouth), anti-infection agents, and
vitamin and nutritional support; dose modification may be an effective
management strategy

Impact: May affect ability to experience food taste and texture, leading
to changes in diet or food interest; patients should be monitored for
undesired weight loss, which may affect concurrent medications and
nutritional status

Abbreviations: AZ, adver v; PO, oral

Skin-related AEs

* Incidence: 30-73%; rash related (rash, maculopapular rash,
erythematous rash, and erythema) and non-rash related (skin
exfoliation, dry skin, palmar-plantar erythrodysesthesia syndrome,
and pruritis)

+ Severityd: Mostly grade 1 or 2

» Median time to onset~°: 20-30 days for most patients

+ Median duration®: 26-39 days for most patients

+ Resolution®: 57-88% of events resolve

+ Dose modification/discontinuation®: <9%/<2%

* Supportive measures/management: Heavy moisturizers and
hydration, while topical corticosteroids can be used to control
inflammation, irritation and redness; oral corticosteroids may be
considered for severe events

» Impact: Mostly benign, not painful, and self-limiting

Nail-related AEs

+ Incidence: 54-55%; onycholysis, onychomadesis, onychoclasis,
discoloration, disorder, dystrophy, toxicity, and ridging . . . . .
Severity: Mostly srade 1 or 2 Practical Management of Patients With Relapsed/Refractory Multiple Myeloma Receiving

Median time to onset< 68-69 days for most patients Talquetamab, a GPRC5DxCD3 Bispecific Antibody: Experience in MonumenTAL-1
Median duration: 74-89 days for most patients
Resolution: 26-33% of events resolve

1 i 1
Dose modification/discontinuation: <1%/0% Donna Catamero’, Kiah Purcell ’

1 . i1 2 .. 3 -
» Supportive measures/management: Education to avoid irritants, Chloe Ray ’ Leora Giacoia ’ Sheryl Leahey ’ Patricia Born ’ SBNdY KrUVSWIJk
use of comfortable shoes, good hygiene, soft shoes/socks, and
treatmentwith moisturizers and/or topical corticosteroids

Impact: Relatively benign, although some patients reported concerns
with changes in nail appearance and nail loss

*Includes sgeusis, dysgeusis, hypogeusis, and taste disorder. “Data reported for taste changes (dysgeusia). dysphagia, and dry mouth. ‘Relativeto
first treatment dose. “Data reported for rash-related and nonrash-related AEs. CTCAE, Commen Terminology Criteria for Adverse Events.



How to choose — Simple- Best is whichever has the best
access for the patient

Antibody-Drug Conjugate Bispecific Antibody CAR T-Cell

Efficacy ++ (as single agent; higher in +++ ++++
combinations)

Where given Community Community /Academic Academic medical centers
medical centers

CRS Not seen ++ +++
Availability Off-the-shelf; after Off-the-shelf Wait time for manufacturing
ophthalmology evaluation
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