In-Class Transition (ICT) from Parenteral Bortezomib to Oral Ixazomib Therapy in Newly Diagnosed Multiple Myeloma Patients from the
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« Any daily actigraphy data were available for 59 patients aged <75 years (a total of 18,842 days) and
34 patients aged =75 years (a total of 6,738 days)

— In patients aged <75 and 275 years, a total of 17,077 (90.6%) and 6,164 (91.5%) compliant days
were included in the actigraphy analysis, respectively

« Activity and sleep levels were generally maintained during IRd therapy in both age groups
(Figures 5 and 6), although patient numbers were low in later treatment cycles

* |n patients aged <75 years versus 275 years:

— Mean number of steps per day was 3,100 (standard deviation [StDev] 2,394) vs 2,732
(StDev 1,975)

— Mean daily active time was 0.41 hours (StDev 0.33) vs 0.37 hours (StDev 0.29)
Figure 1B: Response rates at the end of V-based induction and after iCT to IRd — Mean daily sleep time was 7.81 hours (StDev 2.81) vs 6.89 hours (StDev 2.44)

Figure 4: Mean change from baseline in EORTC QLQ-C30 GHS/QoL per cycle by patient age

Can in-class transition (iCT) from V-based induction therapy to IRd permit long-term Pl-based treatment and thereby improve outcomes for both older and
younger community-treated patients with NDMM?

Background

Study design

« Long-term proteasome inhibitor (Pl)-based treatment can improve outcomes for patients with multiple
myeloma (MM)?12

Patients with non-transplant* NDMM in the US
community setting: subgroup analysis by age
(<75 years [n=81] and =75 years [n=591])

IRd (all-oral regimen)

Key secondary endpoints included:
Response rates (ORR, PR, VGPR, CR)
DOT

Parenteral V-based

ICT Maximum 39 x 28-day cycles or .

until PD or toxicity .

 However, prolonged therapy with parenteral Pls can be difficult to achieve in routine MM practice due
to issues relating to poor tolerability/treatment emergent toxicities and the burden of repeated,
clinic-based treatment administration, particularly for older patients and those with comorbidities?

Induction (3 cycles)

« Treatment choice is therefore key, especially for older patients and those not eligible for transplant;
a tolerable and efficacious option is needed to facilitate long-term treatment to progression in order

to maximize clinical benefit* Figure 1A: Median duration of IRd therapy from iCT
« US MM-6 is a prospective, community-based phase 4 study of in-class transition (iCT) from by patient age (ITT population; <75 years n=81; 275 years n=59)

parenteral bortezomib (V)-based induction to all-oral ixazomib-lenalidomide-dexamethasone (IRd)

by patient age (ITT population; <75 years n=81; 275 years n=59)
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« Key secondary endpoints, including rates of partial, very good partial, and complete response
(PR, VGPR, and CR), duration of therapy (DOT), and other endpoints, including safety (secondary),

_ _ _ These fully accrued US MM-6 data confirm that iCT to IRd permits long-term, tolerable Pl-based therapy with improved responses in both older and younger
QoL (secondary), and actigraphy (exploratory), were analyzed in the subgroups of patients aged
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community-treated patients with NDMM
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*One successfully screened patient aged 275 years was not treated. TAge and CrCl captured at start of IRd. #¥ISS and lytic bone disease captured at
start of V-based induction. §System organ class. CrCl, creatinine clearance; ISS, International Staging System.

Patient disposition and treatment exposure .
Response rates
 Best ORR increased from 60.5% at the end of 3 cycles of V-based induction to 79.0% after ICT to

IRd in patients aged <75 years, and from 64.4% to 76.3% in patients aged =75 years (Summary

« Patient demographics and baseline disease characteristics by patient age are shown in Table 1

had been completed « The safety profile of IRd was similar in patients aged <75 years versus 275 years

No adverse impact of IRd on QoL, daily activity, or sleep was observed in either age group

— The mean number of steps per day in patients aged =75 years was consistent with data
previously reported for healthy adults aged >65 years (2,000-9,000 steps per day)?®

Patient-reported QoL was maintained during IRd therapy in both age groups, with mean changes .
from baseline in EORTC QLQ-C30 Global Health Status [GHS]/QoL score generally staying around

« With a median follow-up of 20.0 months at data cut-off, 20.0% of patients were ongoing on study | _ _ ly within 10 to +10 (Fi 2
zero and ranging primarily within -10 to + igure

treatment: 22.2% aged <75 years and 16.9% aged =75 years

* In patients aged <75 years (n=55) versus those aged =75 years (n=47) who had discontinued

treatment, reasons for discontinuation were: adverse events (AEs; 29.1% vs 17.0%), PD (20.0% vs
19.1%), patient withdrawal (7.3% vs 10.6%), physician decision (5.5% vs 4.3%), unacceptable
toxicity (1.8% vs 2.1%), and ‘other reasons’ (34.5% vs 38.3%)

References

1. Mateos MV, et al. Am J Hematol 2015:90:314-9
2. Jimenez-Zepeda VH, et al. Ann Hematol 2017;96:431-9
3. Richardson PG, et al. Blood Cancer J 2018:8:109

4. Ailawadhi S, et al. Cancer Med 2022; doi: 10.1002/cam4.5239. Online ahead of print
5. Manda S, et al. Clin Lymphoma Myeloma Leuk 2020;20:€910-25
6. Yimer HA, et al. Clin Lymphoma Myeloma Leuk 2022;22(suppl):S147-8

Panel; Figure 1B)
Safety
« The safety profile of IRd by patient age is shown in Figure 3A

8. Tudor-Locke C, et al. Int J Behav Nutr Phys Act 2011;8:80
9. Hirshkowitz M, et al. Sleep Health 2015;1:40-3

Actigraphy

7. FDA Drug Trials Snapshots Summary Report 2020. Accessed October 2022

For actigraphy data collection to be compliant, the device had to be worn for 212 hours/day for
=214 days/cycle; the days did not need to be consecutive. Non-compliant data were excluded
from analyses

Acknowledgments

This study was funded by Takeda Development Center Americas, Inc. (TDCA), Lexington, MA.

— Sleep durations were in line with National Sleep Foundation recommendations for adults
(7-9 hours per night) and those aged =65 years (7—8 hours per night)?

ICT to the all-oral IRd regimen provides patients with an option to transition off therapy with a
parenteral Pl, while continuing to receive the benefit of Pl-based therapy
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