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A Randomized Controlled Study to Evaluate the Safety and Effectiveness of
Boston Scientific Spinal Cord Stimulation (SCS) Systems in the Treatment
of Chronic Low Back and/or Leg Pain with No Prior Surgeries

WaveWriter-SOLIS Study
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e Subject did not meet inclusion criteria or met an exclusion criterion after signing
informed consent

» Surgical intervention that affects the Implantable Pulse Generator (IPG) and/or leads

e Lost to follow-up
e Death of the subject

Before a subject is deemed lost to follow-up, the investigator or designee will make every
effort to regain contact with the participant. Should the subject continue to be unreachable, he
or she may be considered to be lost to follow-up. A subject is considered lost-to-follow-up
after 3 unsuccessful contact attempts have been made to reach the subject (including those
who relocate but cannot be transferred to another participating site). Staff at the participating
site should make a good faith effort to contact the subject with three documented
communication attempts, at least one of which must be in writing, sent via a traceable
method to inform the subject of the end of study actions.

Data collected up to the point of subject withdrawal or lost to follow-up may be used for
study analysis in accordance with applicable regulations.

Withdrawn subjects will be followed per the End of Study Action Plan as described below.
9.3. Subject Status and Classification

Subjects are considered enrolled in the study at the time written informed consent is
provided. Subjects who sign the informed consent form but do not meet all study eligibility
criteria (i.e., screen failure), or withdraw prior to completion of the Baseline Visit, will not be
randomized. Subjects that are enrolled but not randomized will be deemed as “consented”
and their reason for ineligibility will be documented.

Subjects who meet all study eligibility criteria will be “randomized” to receive either SCS or
CMM. Subjects with a failed SCS trial will be withdrawn from the study.

“Activated” subjects are those subjects who complete implant procedures (SCS) or treatment
optimization (CMM) based on treatment assignment. All subjects who sign consent, meet all
eligibility criteria, are randomized, and are activated will count towards the enrollment cap

and cannot be replaced. Only activated subjects will be included for the analysis.

9.4. End-of-Study Definition

The study 1s considered complete when the last subject’s last study visit has occurred.
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9.5. End of Study Action Plan

The following End of Study Action plan will be implemented when the subject completes
their study participation (1.e. 24-Month Visit or withdrawn). Boston Scientific Corporation
will not pay for visits, devices and/or procedures that occur after a subject completes the 24-
Month Visit, withdraws, or is determined to be lost to follow-up, except for the explant
procedure. Reimbursement for the explant procedure will be covered by Boston Scientific if
performed within 2 months from the end of study date.

If device implantation is unsuccessful, the subject will be followed for 2 weeks post
implantation attempt to assess for procedure related adverse events. If the device 1s explanted
prior to study completion, the subject will be followed for 30 days post explant to assess for
related adverse events.

For those subjects whose device 1s explanted post-study completion, they will be followed
per their physician’s standard-of-care. If the subject is explanted, they (or their insurance)
will be responsible for the cost of the explantation procedure. Boston Scientific will not pay
for any visits that occur after the device has been deactivated/explanted.

Device related adverse events and/or deficiencies occurring after study participation, should
be reported to BSN Patient Care at: 866-360-4747.

Subjects who received CMM will be followed per standard of care. Subjects who received
SCS will be followed as described below.
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. Study
10.1. Data Collection

The data collection schedule is shown in Table 10.1-1 Data Collection Schedule.
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Subjects randomized to CMM arm will continue to have their medical management regimen
optimized.

Subjects will be reminded to use their mobile app., as applicable.

10.7. Implant Procedures/CMM Optimization (Up to 60 days post
Baseline/Randomization)

Subjects will receive treatment based on assignment as shown below:
e SCS Arm: SCS Implant (Trial/Permanent Implant)

e CMM Arm: Optimization of conventional medical management

Subjects will remain in their treatment arm through completion of the 3-Month Visit.

10.8. Implant Procedures (SCS Arm only)

Subjects randomized to SCS will have up to 60 days following the Baseline/Randomization
Visit to receive their Wave Writer SCS System.

Subjects will proceed to the Treatment Activation Visit upon completion of all implant
procedures and healing as described above.

Subjects will be reminded to use their mobile app., as applicable.
10.9. CMM Optimization (CMM Arm only)
Subjects randomized to CMM arm will have their medical management regimen optimized

for up to 60 days. Subjects will have as many office and/or phone visits as needed
(unscheduled optimization visits) for optimization of therapy.
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10.16. 12 and 24 Month Post-Activation Visits (365 £ 30 days and 730 = 30 days
post-activation Visit)

During these visits, subjects will return to the clinic for study evaluations. All study
assessments must be completed prior to any programming/adjustment of treatments.

N 5 5 B 5 B B BN BN B |

10.17. Unscheduled Visits

Subjects may have as many unscheduled visits as required for device-related, treatment-
related 1n-office or procedure visits (e.g., optimization of programming or conventional
medical management during the programming period) or for evaluation of possible adverse
events and if applicable, re-positioning, replacement or explant of a device component.
Unscheduled visit information will be captured, as applicable.
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10.18. Revision or Replacement of Leads, Extensions and/or IPGs

During the study, it is possible that leads may be placed incorrectly, migrate, or malfunction
and require repositioning or replacement. It is also possible that the extensions or splitters or
IPG may be uncomfortable or malfunction and may require repositioning or replacement.
The decision to reposition or replace any device component will be made by the investigator
and only 1f the subject agrees. Subjects not agreeing to a recommended lead revision will be
withdrawn from the study but will be included in the intent-to-treat and safety analyses.
Subjects agreeing to revision will continue in the study and will be followed according to the
original study schedule. Effectiveness data from these subjects will be included in the intent
to treat analysis. Lead revisions/replacements for the purpose of correcting for migration
and/or malfunction must be performed as soon as is reasonably possible following
determination of the need for revision/replacement.

The investigator should notify Boston Scientific prior to any study procedures. Any
replacements or revisions performed during the course of the study should be recorded in the
EDC system, including information about the procedure, device, and/or adverse event if
applicable.

Information on assessing revisions or replacements of leads, extensions or IPGs as adverse
events is described in Section 18.

10.19. CMM to SCS Crossover post 3-Month Post-Activation Visit

After completion of the 3-Month Visit, subjects in the Conventional Medical Management
(CMM) group may choose to crossover. These subjects must have received their SCS
implant by the 9-Month Post-Activation Visit.

CMM subjects who choose to crossover to SCS will be evaluated and per investigator
discretion receive trial/permanent implant per standard of care.
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post-activation with no increase in baseline average daily opioid medications used to treat
pain, compared between SCS and CMM.

A responder 1s defined as a subject who achieves 50% or greater reduction from Baseline n
average daily overall (low back and/or leg) pain intensity at 3 months post-activation with no
increase in baseline opioid medications used to treat pain. Specifically, a responder is defined
as any subject meeting both following criteria:

e 50% or greater reduction
e No Increase in opioid pain medications

11.1.1.1.Hypotheses

The primary statistical null hypothesis is that the proportion of subjects with 50% or greater
reduction from Baseline in average daily overall (low back and/or leg) pain intensity at the 3-
month visit with no increase in baseline average daily opioid medications used to treat pain is
equal between SCS and CMM:

Ho: m- m. =0

Hi: m- mec iO

where m: and 7. are the proportion of subjects with 50% or greater reduction from Baseline in
average daily overall (low back and/or leg) pain intensity at 3-month visit with no increase in
baseline average daily opioid medications in the SCS and CMM groups, respectively.
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Given the above assumptions, 66 subjects in each treatment group will be required. In order
to account for 5% expected rate of attrition, 140 subjects need to be activated, 70 in each
treatment group.

11.1.1.3.Statistical Methods

The 95% confidence interval of m: - e will be computed. The study will be considered a
success if, using the Intent-To-Treat (ITT) analysis, the lower bound of the two-sided 95%
confidence interval for the difference 1s great than 0.

11.2. General Statistical Methods
11.2.1. Analysis Sets

11.2.1.1.Intent-to-Treat (ITT)

In the intent-to-treat analysis, all subjects who are randomized and receive the treatment
(activation in SCS group or medication in CMM group) will be included in the analysis.
Subjects will be analyzed according to their randomization group, regardless of the treatment
they receive.

11.2.1.2. Per-Protocol

In the per-protocol analysis, only subjects are randomized and receive the treatment with no
major protocol deviations will be included in the analysis.

11.2.1.3.Safety Analysis Set
In the safety analysis, all subjects who sign the [IRB-approved written Informed Consent form

will be included.
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11.3.3. Justification of Pooling
Analyses will be performed using data pooled across various sites/institutions. Multivariate
analysis techniques, including contingency tables and logistic regression for binary outcomes
and analysis of variance for continuous measures, will be used to assess differences among
study sites to justify pooling data across sites.

11.3.4. Multivariable Analyses

Multivariate analyses will be performed to assess the effect of possible covariates on the

12. Data Management

12.1. Data Collection, Processing, and Review

Subject data will be recorded in a limited access secure electronic data capture (EDC)
system.

The clinical database will reside on a production server hosted by Medidata EDC System. All
changes made to the clinical data will be captured in an electronic audit trail and available for
review by the sponsor or its representative. The associated Rave software and database have
been designed to meet regulatory compliance for deployment as part of a validated system
compliant with laws and regulations applicable to the conduct of clinical studies pertaining to
the use of electronic records and signatures. Database backups are performed regularly.

The Investigator provides his/her electronic signature on the appropriate electronic case
report forms (eCRFs) in compliance with local regulations. A written signature on printouts
of the eCRFs must also be provided if required by local regulation. Changes to data
previously submitted to the sponsor require a new electronic signature by the Investigator
acknowledging and approving the changes.

Visual and/or electronic data review will be performed to identify possible data
discrepancies. Manual and/or automatic queries will be created in the Medidata EDC system
and will be 1ssued to the site for appropriate response. Site staff will be responsible for
resolving all queries in the database.
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12.1.1. Electronic Questionnaires

Questionnaires in electronic form may be collected directly using an electronic data
collection platform at the clinical site (e.g. 1Pad). After completion by the subject or a
clinician, data from the electronic questionnaires are transmitted directly mnto the EDC
system.

12.1.2. Direct Data Uploads

For quality assurance purposes and validation, technical data on the SCS device will be
collected using direct data upload to a secure BSC server. BSC Field personnel, who assist in
programming the device settings per routine care, will upload the device files to a secure
server stored in a restricted location at BSC.

Device files will also be uploaded into the EDC system.
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Table 24.1-1: Abbreviations

Abbreviation/Acronym Term
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IPG Implantable Pulse Generator

IRB Institutional Review Board

ISO International Organization for Standardization

Mg Milligram

MRI Magnetic Resonance Imaging

NRS Numerical rating scale

ODI Oswestry Disability Index

PGI-C Patient Global Impression of Change

PPR Percent Pain Relief

PSQI Pittsburg Sleep Quality Index

SADE Serious adverse device effect

SAE Serious adverse event

SCS Spinal cord stimulation

SF-36v2 Short Form 36 Health Survey (version 2)

TSQM-9m Treatment Satisfaction Questionnaire for
Medication - modified

UADE Unanticipated adverse device effect

VRS Verbal rating scale

24.2. Definitions

Detailed definitions or descriptions are provided in applicable sections of the protocol.






