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MESOBLASTS FOR CHRONIC LOW BACK PAIN
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CHRONIC AXIAL LOW BACK PAIN

e >4 MILLION PEOPLE IN THE UNITED \“x
STATES ARE AFFECTED BY CHRONIC Q
LOW BACK PAIN g /\ \

& \



DISCOGENIC BACK
PAIN

Source: https://www.sec.gov/Archives/edgar/data/1345099/000156459019036315/meso-ex991_7.htm



CURRENT TREATMENTS

Conservative Opioid
treatments analgesics

* NSAIDs « Weak opioid

(Nonsteroidal analgesics
anti-inflammatory + Strong opioid
drugs) analgesics

* Physical therapy

+ Chiropractic
treatments

« Acupuncture
« Anticonvulsants

 Epidural steroid

Interventional >
therapies

+ Spinal fusion
injeﬂionﬁ [Oﬂ"abe” * Disc rﬁp|acgmﬂnt

* Radio frequency

ablation

« Spinal cord

stimulation
intrathecal pumps

Source: https://www.sec.gov/Archives/edgar/data/1345099/000156459019036315/meso-ex??1_7.htm



STEM CELLS
~OR
DISCOGENIC
wall\

smesoblast

Source:
https://investorsmedia.mesoblast.com/node/11
801/html



MECHANISM OF ACTION

MPC-06-ID: Potential Mechanisms of Action in Treating
Inflammatory Disc Disease

\nﬂ amma{\or\ IL-T3, 16

IL-1B _NFa
TNFa !

p Macrophage
Polarization

|

J Neurite ingrowth
4 Neuropathic pain
T Structural integrity of annulus

t Proteoglycans in nucleus

Source: https://investorsmedia.mesoblast.com/node/11801/html



Late-Stage Clinical Pipeline

THERAPEUTIC AREA

MID-STAGE
FPhase 2

LATE STAGE
Phase 3 COMMERCIAL

Acute Graft Versus Host Disease (aGVHD)!
steroid-refractory

Inflammatory Bowel Disease (IBD)
biclogic refractory Crohn’s & ulcerative colitis

Acute Respiratory Distress Syndrome (ARDS)
initially targeting COVID-19

Chronic Low Back Pain (CLBP)?
due to inflammatory degenerative disc disease

Chronic Heart Failure Reduced Ejection Fraction (HFrEF)?
focus on ischemics and diabetics

This chart is figurative and does not purport to show individual trial progress within a clinfcal program

e

== Remestemcel-L

== Rexlemestrocel-L

lllt‘jubluﬁl,

Source: https://www.mesoblast.com/product-candidates/product-candidates-overview




PHASE 2 TRIAL

Allogeneic mesenchymal precursor cells treatment
for chronic low back pain associated with
degenerative disc disease: a prospective randomized,
placebo-controlled 36-month study of safety and

efficacy

Kasra Amirdelfan ', Hyun Bae 2, Tory McJunkin 3, Michael DePalma 4, Kee Kim ®,
William J Beckworth €, Gary Ghiselli 7, James Scott Bainbridge 7, Randall Dryer €,
Timothy R Deer 2, Roger D Brown 10

Affiliations + expand
PMID: 33045417 DOI: 10.1016/j.spinee.2020.10.004




Proportion of patients with 507 VAS reduction. 15 point ODI reduction and no intervention over
I |
24 months (treatment success)

% patients with treatment success % patients with treatment success
at 6 & 12 months at 12 & 24 months

Mm5aline mHA ®m6M MPCs 18M MPCs mSaline mHA m6M MPCs 18M MPCs

Source: https://www.mesoblast.com/clinical-trial-results/mpc-06-id-phase-2



MPC groups have a greater proportion of patients with at least a 15 point improvement in function from
baseline as measured by ODI at both 6 and 12 months, relative to controls

T patients with 15 point ODI improvement and no intervention

% patients with improvement in function
at 6 & 12 months

. - MPC groups have a greater proportion of patients with at least a 507 improvement in back pain at both
HSaline WHA ME6MMPC 18M MPC 5 .
6 and 12 months relative to controls

Ce patients with 307 VAS reduction from baseline and no intervention

% patients with improvement in pain
at both 12 & 24 months

WEM MPC 18M MPC

Source: https://www.mesoblast.com/clinical-trial-results/mpc-06-id-phase-2



ONGOING PHASE 3 TRIAL

Single Dose of Mesoblast’s Allogeneic Cell
Therapy Provides Durable Pain Reduction
for at Least Three Years in Patients With

Degenerative Disc Disease36-Month
Results of Phase 3 Trial in Chronic Low Back
Pain Presented at 2022 Biotech Showcase




Figure 2: LS Mean VAS Low Back Pain Change from Baseline - Duration CLBP < Median (n=194)
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p = MPC + HA vs. Placebo

p=0.039 p=0.012 p=0.001 P<0.0001 p=0.0003 P<0.0001
) T T T T T T
Month1 Month 3 Month 6 Month 12 Month 18 Month 24

Visit

Treatment Group  =—f=—— Rexlemestrocel-L (n=66) —@— Rexlemestrocel-L + HA (n=62) =% Placebo (n=66)

Source: https://investorsmedia.mesoblast.com/static-files/2ef49736-6ab2-4361-ad50-14f70a8f444d




DISCUSSION/QUESTIONS

e DOES STEM CELL TYPE MATTER?

e MSC LEAKAGE AND POTENTIAL FOR
OSTEOPHYTE FORMATION?S

e SPACE NEEDED?
e MULTIFACTORIAL PAIN GENERATOR
e CELL SURVIVAL IN DISC ENVIRONMENT
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