DTM™SCS PROVED

SUSTAINED SUPERIORITY
COMPARED TO CONVENTIONAL
STIMULATION AT 3 AND 12 MONTHS*.
PROVEN ONLY ON THE INTELLIS™
PLATFORM.

Post-market, multi-center, randomized control trial (RCT) comparing the efficacy of DTM™ SCS
for back pain compared to conventional SCS using the Medtronic Intellis™ spinal cord stimulator.*?
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* Descriptive comparison, including studies with similar design (RCT; randomization >100 subjects; comparing 2 SCS therapies; with at least 12-months
follow up) and patient populations (inclusion/exclusion criteria; baseline demographics) with back pain responder rates reported. This is not based on a
statistical analysis of outcomes between studies.

Sustained back and leg pain relief with DTM™ SCS.
Mean VAS scores less than 2 at 12 months.'?

8 DTM™ SCS VAS
.26 ® Back Pain ® LegPain 7-26
T with DTM™SCS
6| O18 at 12 months
7 1.74
s .l
& L 6.18
1.91 with DTM™SCS
2 — 2 1.74
at 12 months
. 1.45
Baseline’ 1month! 3 month! 12 month’
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Intellis™ with Overdrive™ battery
technology, guarantees
95% capacity after 9 years’,

with 3x faster recharge than
traditional lithium ion batteries™,
so patients can have more free
time to focus on their lives.

WARRANTY

* R131649 RS2 Lithium-lon Overdrive™ Rechargeable Battery DVT Report
** Quallion battery specification. http:/www.arpae-summit.com/paperclip/exhibitor_docs/13AE/Quallion_LLC_36.pdf

Medtronic is invested in building long-term evidence for
DTM™ SCS powered by Intellis™ with AdaptiveStim™ technology.

DTM™SCSRCT

BASIC SCIENCE PRE-CLINICAL FEASIBILITY 3 Months 6 Months 12 Months WHAT IS NEXT?

v v v v v v

References:
1. Fishman M, Cordner H, Justiz R, et al. Randomized Controlled Clinical Trial to Study the Effects of DTM-SCS in Treating Intractable Chronic Low Back Pain: 3 Month Results.
Presentation at NANS 2020, Las Vegas, Nevada.

2. VallejoR, Tilley DM, Vogel L, Benyamin R. The role of glia and the immune system in the development and maintenance of neuropathic pain. Pain Pract. 2010 May-
Jun;10(3):167-84.

3. Milligan ED, Watkins LR. Pathological and protective roles of glia in chronic pain. Nat Rev Neurosci. 2009 Jan;10(1):23-36.

4. DelLeo JA, Tawfik VL, LaCroix-Fralish ML. The tetrapartite synapse: Path to CNS centralization and chronic pain. Pain. 2006;122:17-21.

5. Roitbak Al, Fanardjian VV. Depolarization of cortical glial cells in response to electrical stimulation of the cortical surface. Neuroscience. 1981;6(12):2529-37.

6. Ruiz-Sauri A, Ordufia-Valls JM, Blasco-Serra A, et al. Glia to neuron ratio in the posterior aspect of the human spinal cord at thoracic segments relevant to spinal cord stimulation.
Journal of Anatomy, 2019;235(5): 997-1006.

7. CedenoDL, Cass CL, Kelley CA, et al. Pre-clinical comparison of differential-target multiplexed scstm with low and high rate SCS. Neuromodulation. 2019;22(3):E185-.

8. CedenoDL, Kelley CA, Cass CL, et al. Pre-clinical Comparison of Differential-Target Multiplexed SCS with Low and High Rate SCS. Presentation at ASRA 2018. San Antonio, Texas.

9. VallejoR, Kelley C, Smith WJ, et al. Cell-specific targeting in neural tissue using Differential Target Multiplexed (DTM) SCS. Poster Presentation at the American Society for Regional
Anesthesiology (ASRA) Conference. November 2019.

10. Cedeno DL, Smith WL, Kelley C, et al. Neuron-glial inflammasome enhanced reversal by DTM-SCS relative to high rate and low rate SCS in a neuropathic pain model.
Poster Presentation at the American Society for Regional Anesthesiology (ASRA) Conference. November 2019.

11. VallejoR, Kelley CA, Gupta A, Smith WJ, Vallejo A, Cedefio DL. Modulation of Neuroglial Interactions Using Differential Target Multiplexed Spinal Cord Stimulation in an Animal
Model of Neuropathic Pain. Molecular Pain, 2020. Accepted for publication.

12. Fishman M, Cordner H, etal. DTM™ SCS RCT 12-month Data Results. Presented at a Medtronic webinar, jointly supported by the North American Neuromodulation Society
(NANS), World Institute of Pain(WIP), and the American Society for Pain and Neuroscience (ASPN). October 19, 2020. Webinar available on society websites

See the device manual for detailed information regarding the instructions for use, the implant procedure, indications, contraindications, warnings, precautions, and
potential adverse events. For further information, contact your local Medtronic representative and/or consult the Medtronic website at www.medtronic.eu.

For applicable products, consult instructions for use on www.medtronic.com/manuals. Manuals can be viewed using a current version of any major internet browser.
For best results, use Adobe Acrobat® Reader with the browser.
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SUPERIOR

PROVEN'

DTM™SCS

A new therapy based
on science and proven
only on Intellis™ with
Overdrive™ battery
technology

PAIN RELIEF.
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BEYOND
THE NEURON

Glial cells are active contributors to neural
processing and various disease states,
including chronic pain. In a pain state, glial
cells are known to release factors that can
sensitize neurons and cause pro-inflammatory
responses, indicating they play a crucial role in
the chronic pain process.?*

Furthermore, decades of basic science
research have discovered glials cells
outnumber neurons 12:1 in the spinal cord.®
Pre-clinical evidence suggests glial cells can
be modulated with electrical stimuli, resulting
in the release of neurotransmitters, impacting
cell-to-cell communication.?

BEHIND THE SCIENCE

Glial cells3:

= Are key contributors to chronic pain mechanisms

= Respond to neuronal signaling molecules

= Release signaling molecules (that can be protective
or pathological)

= Release inflammatory signals in chronic pain states

= Respond to electrical stimuli®
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Hypothesis: Do glial and neuronal cells have varied responses to different waveforms?

Conclusion: In pre-clinical studies, the DTM™ waveform best modulates glial and
neuronal gene expression back toward the non-pain state when
compared to low or high frequency SCS.?!!

MECHANICAL SENSITIVITY?3?
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The DTM™ waveform has
been studied in animal
models, showing statistically
significant reversal of pain
behaviors compared to
either low- or high-rate
stimulation.”®
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Evaluated SCS modalities:
= DTM = HF=1200HzandPW=50ps = LF=50Hzand PW=150ps

GENE EXPRESSION ANALYSIS
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Study Description:
Analysis of RNA expression
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inrodents.® !

The color (heat map)
represents the change
in RNA expression.

The gradient shows
RNA expression with
>10% change after
pain state compared to
the non-pain state.

With the DTM™ waveform:

= Glial cells were modulated,
in addition to neurons.

Down-Modulation

] = The neuron and microglia
modulation was closest to
non-pain state compared to
low or high frequency alone.
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INSPIRED
BY SCIENCE

™

How is DTM™ SCS is applied to your patient? DTM™ SCS is a proprietary, multiplexed algorithm
coordinating multiple signals at multiple anatomical targets. Therapy and settings are

customized to your individual patient’s needs.

Patient selectionin the DTM™ RCT was as follows !

= Patients diagnosed with back and leg pain, including unilateral pain (back/leg)
(> 5 cm VAS in low back pain with moderate to severe leg pain)

= Diagnoses consistent with commercial labeling
= SCS naive

DTM™ SCS proprietary algorithm includes:

3+4+6 +6

THERAPY SIGNALS ANATOMICAL  PATIENT
OPTIONS TARGETS AMPLITUDES

Every DTM™ SCS therapy option coordinates multiple signals into
one distinct therapy. The signals vary in frequency, pulse width,
amplitude, and anatomical targets.

DTM™SCS Workflow
Step-by-Step Process of Implementing DTM™ SCS Therapy

IF lead spans MID T8-MID T10, THEN
consider the DTM™ SCS workflow.

A flouro shot is recommended after lead
anchoring to ensure final lead placement.

Use DTM™ SCS therapy, a programming
algorithm based on the coordination of
multiple signals at multiple targets.

Conduct daily patient follow-up to
assess for optimal programming.

DITM"
SCS

PROGRAMMING
ALGORITHM




