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Introduction

The United States Senate Committee on Finance (Committee)
has jurisdiction over the Medicare and Medicaid programs. As the
Chairman and a senior member and former Chairman of the Com-
mittee, we have a responsibility to the more than 100 million
Americans who receive health care coverage under these programs
to oversee their proper administration and ensure the taxpayer dol-
lars are appropriately spent on safe and effective medical treat-
ments. On June 21, 2011, the Committee staff initiated an inquiry
into whether Medtronic, Inc. (Medtronic or the Company) improp-
erly influenced peer-reviewed studies of Medtronic’s bone-growth
product InFuse, also known as bone morphogenetic protein 2
(BMP-2).

The Committee staff’s inquiry was prompted by reports alleging
that physician authors who had financial ties to Medtronic failed
to report dangerous side effects associated with InFuse. These dan-
gerous side effects were subsequently reported by medical research-
ers that did not have financial relationships with the company.!

A week later, on June 28, 2011, The Spine Journal devoted an
entire publication to exposing a pattern of academic surgeons with
financial ties to Medtronic omitting mention of serious side effects
associated with InFuse.2 The analysis, led by Dr. Eugene Carragee
at Stanford University, identified 13 studies sponsored by Med-
tronic where there was absolutely no reporting of adverse events
associated with InFuse.? However, The Spine Journal found the
rate of adverse events related to the use of InFuse ranged from
10%—-50%.4

In response to the June 21, 2011 request by Chairman Baucus
and Senator Grassley, Medtronic produced more than 5,000 docu-
ments pertaining to the 13 rhBMP-2 studies analyzed in The Spine
Journal. The documents included the amount of money Medtronic
paid to physician authors, e-mail communication between Med-
tronic employees, and e-mails between Medtronic employees and
physician authors pertaining to drafts of peer-reviewed articles re-
porting the results of the Medtronic-sponsored clinical trials. After
thorough review of the documents submitted by Medtronic and
other materials, the Committee staff makes the following findings:

1“New Study Links Spine Product From Medtronic to Risk of Sterility in Men,” New York
Times, May 25, 2011; “Researchers get royalties, papers omit sterility link,” Milwaukee Journal
Sentinel, May 25, 2011.

2“Spine Experts Repudiate Medtronic Studies,” New York Times, June 28, 2011.

3“A critical review of recombinant human bone morphogenetic protein—2 trials in spinal sur-
gery: emerging safety concerns and lessons learned,” The Spine Journal 11 (2011) 471-491 at
http:/ |www.spine.org | Documents | TSJJune2011 Carragee etal CriticalRev.pdf.

41d.
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Findings

e Medtronic was heavily involved in drafting, editing, and shap-
ing the content of medical journal articles authored by its phy-
sician consultants who received significant amounts of money
through royalties and consulting fees from Medtronic. The com-
pany’s significant role in authoring or substantively editing
these articles was not disclosed in the published articles. Med-
ical journals should ensure industry role contributions be fully
disclosed.

e Medtronic paid a total of approximately $210 million to physi-
cian authors of Medtronic-sponsored studies from November
1996 through December 2010 for consulting, royalty, and other
miscellaneous arrangements.

e An e-mail exchange shows that a Medtronic employee rec-
ommended against publishing a complete list of adverse events
possibly associated with InFuse in a 2005 Journal of Bone and
Joint Surgery article.

e Medtronic officials inserted language into studies that pro-
moted InFuse as a better technique than taking a bone graft
from the pelvic bone (autograft technique) by emphasizing the
pain of the autograft technique.

e Documents indicate that Medtronic prepared Dr. Hal Mathew’s
remarks to the U.S. Food and Drug Administration (FDA) ad-
visory panel meeting prior to InFuse being approved. At the
time, Dr. Mathews was a private physician but was hired as
a vice president at Medtronic in 2007.

e Medtronic documents show the company unsuccessfully at-
tempted to adopt weaker safety rules for a clinical trial study-
ing InFuse in the cervical spine that would have allowed the
company to continue the trial in the event that patients experi-
enced severe swelling in the neck.

Background on InFuse

In 2002, the FDA approved InFuse (also known as rh—BMP-2 or
bone morphogenetic protein 2), a genetically engineered protein
that stimulates bone growth for use in spinal fusion surgery in con-
junction with the LT-Cage Lumbar Tapered Fusion Device to treat
degenerative disc disease in the lower spine.5

Degenerative disc disease is a condition where the discs between
spinal vertebrae deteriorate with age and can be a source of back
pain. In some cases, degenerative disc disease is treated with spi-
nal fusion surgery where the degenerated disc is removed and the
adjacent vertebrae are joined together with a bone graft material
to eliminate pain.® Medtronic promotes the use of InFuse for spinal
surgery as a way to eliminate surgery and pain associated with the

5See FDA’s brief overview of the INFUSE™ Bone Graft/LT-CAGE™ Lumbar Tapered Fusion
Device at http:/ /www.fda.gov | MedicalDevices | ProductsandMedical Procedures | DeviceApprovals
andClearances | Recently-ApprovedDevices | ucm083423.htm.

6Handout on Health: Back Pain, April 2012, National Institute of Arthritis and Musculo-
skeletal and Skin Diseases, NIH at http://www.niams.nih.gov/health info/back pain/
default.asp.
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autograft procedure, where bone is harvested from the patient’s hip
for use in the spine.”

The FDA’s 2002 approval of InFuse was limited to spinal sur-
geries using the anterior lumbar interbody fusion (ALIF) technique.
The ALIF approach allows surgeons to access the spine through the
abdomen but does not involve “retraction of the spinal nerves and
neurologic structures” which decreases the “risk of neurologic in-
jury.”8 During the FDA advisory committee hearing prior to the
approval of InFuse, concerns were expressed about the high poten-
tial for off-label use.® The Agency for Healthcare Research and
Quality (AHRQ) estimates that, in 2009, only 21,240 of 140,467 spi-
nal fusion surgeries with InFuse were performed using the anterior
lumbar technique. The remaining 119,227 hospital stays were asso-
ciated with off-label spinal fusion techniques such as posterior lum-
bar fusion and cervical spinal fusion.1® This AHRQ estimate is con-
sistent with a widely cited figure that “at least 85% of InFuse use
is now off-label.” 11

Figure 1.
Hospital stays involving spinal fusion procedures using BMP,
2002-2009
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*Includes posterior lumbar interbody fusion (PLIF), transforaminal lumbar inter-
body fusion (TLIF), and extreme lateral interbody fusion (XLIF).

TIncludes anterior dorsal fusion, posterior dorsal fusion, lateral transverse lumbar
fusion, and posterolateral lumbar fusion.

Source: Agency for Healthcare Reserach and Quality, Center for Delivery, Organiza-
tion, and Markets, Healthcare Cost and Utilization Project, Nationwide Inpatient
Sample, 2002—-2009.

7“Questions and Answers—Infuse Bone Graft and LT Cage Device,” available on Medtronic
website.

8“Anterior Lumbar Interbody Fusion (ALIF)—Overview and Indications,” USC Center for Spi-
nal Surgery, University of Southern California at http:/ /www.uscspine.com /treatment | anterior-
lumbar-fusion.cfm.

9FDA Advisory Panel Meeting, January 10, 2002, FDA at htip://www.fda.gov/ohrms/
dockets[ac /02 [transcripts|3828t1.htm.

10“Trends in Hospital Stays For Spinal Fusion Using Recombinant Human Bone Morpho-
genetic Protein,” Healthcare Cost and Utilization Project, AHRQ.

11“Medtronic Surgeons Held Back, Study Says,” Wall Street Journal, June 29, 2011.
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Table 1.
Hospital stays involving spinal fusion procedures using BMP, 20022009
2002 2003 2004 2005 2006 2007 2008 2009

Cervical spinal fu-

SION e 377 3,656 7,590 8,805 14,548 18,955 18,887 18,769
Anterior lumbar fu-

SION s 920 8,166 13,511 13,239 15,870 17,774 19,820 21,240
Posterior lumbar fu-

SION* s 978 12,667 29,460 42,997 56,185 61,382 80,367 83,347
All other spinal fu-

sion stays involv-

ing insertion of

BMP T s 174 2,783 6,126 10,351 11,828 12,862 16,329 17,161

*Includes posterior lumbar interbody fusion (PLIF), transforaminal lumbar interbody fusion (TLIF), and extreme lateral interbody fusion
(XLIF).

TIncludes anterior dorsal fusion, posterior dorsal fusion, lateral transverse lumbar fusion, and posterolateral lumbar fusion.

Source: Agency for Healthcare Reserach and Quality, Center for Delivery, Organization, and Markets, Healthcare Cost and Utilization Project,
Nationwide Inpatient Sample, 2002—2009.

In 2008, the FDA published a public health notification linking
the off-label use of InFuse in the cervical spine with life-threat-
ening swelling in patient’s throats and necks.'2 The Wall Street
Journal reported at the time that “the agency . . . received 38 re-
ports over four years of side effects, mainly swelling of neck and
throat tissue, which resulted in compression of the airway and
other structures in the neck.”13 In addition, the Wall Street Jour-
nal reported that “[alt least three-quarters of the roughly 200 ‘ad-
verse events’ reported to the FDA involve off-label uses of In-
Fuse.” 14

In March 2011, the FDA declined to approve a higher-strength
version of InFuse called Amplify due to concerns that the product
may cause cancer.l® Later that year, Dr. Eugene Carragee of Stan-
ford University presented data at a spinal surgeon conference that
he believes demonstrates that the patient group that received Am-
plify experienced a “significantly higher number of cancers
compared to a control group that received a bone graft” but was not
reported in a 2009 industry-sponsored publication on Amplify.16 Dr.
Carragee told the New York Times that “doctors often administered
InFuse off-label at levels significantly above the recommended dos-
ages, ones that approach or exceed the amount of rhBMP-2 found
in a dose of Amplify.” 17

Medtronic’s Financial Relationships to
Physician Authors of rhBMP-2 Studies

Medtronic produced a list of payments to physician authors of
the 13 industry studies that were the subject of The Spine Journal
article published in June 2011. The physicians who received pay-

12“Medtronic Product Linked to Surgery Problems,” Wall Street Journal, September 4, 2008.

131d.

14]d.

15“FDA sets back Medtronic spine product,” Star Tribune, March 10, 2011.

16“Data Links High Doses of Bone Drug to Cancer,” November 3, 2011, New York Times at
http: | [www.nytimes.com [2011/11 /04 health | research | amplify-by-medtronic-may-raise-chance-
of-cancer-data-shows.html.

171d.
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ments of over $1 million from Medtronic from 1996 through 2010
are listed below along with the amount of money received.

Year Scott D. Boden Charles L. Branch J. Kenneth Burkus ConcethLEr?gemes, Curtis A. Dickman
1996 $18,750.00 — — — —
1997 $75,000.00 — — — $5,003.70
1998 $75,000.00 $140,703.15 $18,700.00 — $73,239.25
1999 $86,957.00 $49,238.87 $34,712.12 — $130,352.64
2000 $75,000.00 $104,495.00 $29,285.75 — $41,419.50
2001 $73,750.00 $150,000.00 $149,920.00 $636,182.00 $56,960.00
2002 $80,000.00 $201,997.75 $220,539.50 $1,028,882.00 $72,881.00
2003 $82,500.00 $180,219.99 $268,742.50 $1,226,179.00 $316,215.00
2004 $138,500.00 $175,473.78 $360,447.78 $4,992,137.00 $320,045.99
2005 $1,364,100.00 $127,087.44 $331,070.44 $13,141,165.00 $339,338.00
2006 $1,782,550.00 $136,390.58 $613,849.71 $8,842,157.00 $401,138.77
2007 $3,400,875.00 $114,159.39 $719,281.84 $9,683,098.00 $383,192.00
2008 $21,543,052.00 $487,688.50 $1,928,503.35 $9,159,891.00 $388,248.00
2009 — $460,319.35 $732,563.85 $7,117,112.00 $355,809.00
2010 — $827,851.81 $972,719.99 $9,004,465.00 $389,099.00
Total $28,796,034.00 $3,155,625.61 $6,380,336.83 $64,831,268.00 $3,272,941.85

Year John R. Dimar, Il Steven D. Glassman Matthew F. Gornet Regis W. Haid, Jr. John G. Heller
1996 $6,250.00 $6,250.00 — — —
1997 $27,000.00 $25,000.00 $1,880.00 $27,500.00 —
1998 $50,000.00 $50,000.00 — $216,842.44 $10,892.00
1999 $52,022.65 $52,216.41 $29,900.00 $1,019,832.54 $70,817.57
2000 $50,000.00 $50,976.43 $16,369.97 $1,507,242.15 $30,000.00
2001 $188,428.00 $194,528.00 $15,128.00 $1,394,390.61 $37,975.10
2002 $100,100.00 $71,750.00 $4,762.00 $1,669,745.11 $1,161.73
2003 $116,283.65 $138,941.44 $10,194.00 $1,957,742.86 $49,191.50
2004 $104,043.67 $146,137.07 $17,924.00 $2,484,450.94 $42,957.44
2005 $147,207.99 $248,019.59 $67,763.93 $2,473,518.00 $154,835.70
2006 $236,306.95 $155,753.16 $238,787.49 $2,454,569.00 $149,215.39
2007 $130,767.60 $257,926.16 $649,542.33 $2,626,576.07 $330,792.15
2008 $234,094.50 $187,605.50 $1,181,039.87 $2,467,911.23 $288,957.11
2009 $160,551.00 $88,139.80 $892,500.87 $2,525,743.88 $255,236.24
2010 $163,310.20 $75,019.80 $859,983.76 $2,723,749.13 $352,404.36
Total $1,766,366.21 $1,748,263.36 $3,985,776.22 $25,549,813.96 $1,774,436.29

Year Inspire, LLC 19 Gerald E. Rodts, Jr. Volker Sonntag Ensor E. Transfeldt Thomas A. Zdeblick
1996 — — — $12,500.00 $95,185.34
1997 — — $34,745.92 $50,000.00 $422,668.65
1998 — $25,065.54 $207,622.16 $56,196.00 $838,794.89
1999 — $44,748.08 $795,053.91 $61,219.28 $1,131,463.17
2000 — $ 152,496.47 $1,756,041.55 $56,170.90 $1,037,381.49
2001 — $140,343.39 $1,036,993.00 $71,117.56 $1,984,356.45
2002 — $172,278.04 $1,646,050.49 $115,315.16 $3,471,930.41
2003 — $142,025.68 $1,904,689.00 $258,912.62 $4,580,361.62
2004 — $161,149.02 $2,728,639.00 $299,477.72 $4,447,269.00
2005 — $303,877.98 $2,202,595.00 $30,474.70 $3,950,516.08
2006 — $396,139.57 $2,090,998.00 $206,388.76 $3,469,863.71
2007 $247,365.00 $629,451.53 $2,163,661.90 $722,779.00 $2,961,272.00
2008 $329,998.00 $581,984.26 $2,271,477.00 $548,584.74 $2,521,170.00
2009 $698,829.00 $432,403.00 $1,772,361.00 $483,254.00 $1,582,156.00
2010 $1,632,813.00 — $2,241,156.00 $589,930.00 $1,674,351.00
Total $2,909,005.00 $3,181,962.56 $22,852,083.93 $3,562,320.44 $34,168,739.81

More detailed information concerning Medtronic’s physician pay-
ments is available in the appendix to this report.20

18 According to filings with the Office of the Secretary of State of Kentucky, John R. Dimar,
III and Steven D. Glassman are listed as current officers of Concept Properties, LLC as of June
18th, 2012.

19 According to an attachment to Medtronic’s June 21, 2011 letter to the Committee, the Com-
pany “believes that Inspire, LLC is owned by physicians including Dr. Transfeldt.”

20 See page 22.
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Medtronic Employees Were Substantively Involved
in Producing Journal Articles Authored
by the Company’s Physician Consultants

A review of the documents Medtronic provided to the Committee
demonstrates that Medtronic employees, including employees work-
ing for its marketing department, collaborated with physician au-
thors, many of whom had significant financial relationships with
Medtronic, to draft the following studies:

e Burkus JK, Gornet MF, Dickman CA, Zdeblick TA. Anterior
lumbar interbody fusion using rhBMP-2 with tapered
interbody cages. J. Spinal Disord. Tech. 2002; 15:337-49.21

e Burkus JK, Transfeldt EE, Kitchel SH, et al. Clinical and radi-
ographic outcomes of anterior lumbar interbody fusion using
recombinant human bone morphogenetic protein—2. Spine
2002.22

e Burkus JK, Heim SE, Gornet MF, Zdeblick TA. Is INFUSE
bone graft superior to autograft bone? An integrated analysis
of clinical trials using the LT-CAGE lumbar tapered fusion de-
vice. J. Spinal Disord. Tech. 2003.23

e Baskin DS, Ryan P, Sonntag V, et al. A prospective, random-
ized, controlled cervical fusion study using recombinant human
bone morphogenetic protein—2 with the CORNERSTONE-SR
allograft ring and the ATLANTIS anterior cervical plate. Spine
2003.24

e Burkus JK, Dorchak JD, Sanders DL. Radiographic assess-
ment of interbody fusion using recombinant human bone
morphogenetic protein type 2. Spine 2003.25

e Haid RW, Branch CL, Alexander JT, Burkus JK. Posterior
lumbar interbody fusion using recombinant human bone
morphogenetic protein type 2 with cylindrical interbody cages.
Spine J. 2004.26

e Burkus JK, Sandhu HS, Gornet MF, Longley MC. Use of
rhBMP-2 in combination with structural cortical allografts

21See correspondence and draft articles MSD-R062111-033531—MSD-R062111-033562;
MSD-R062111-033566—MSD-R062111-033568—MSD-R062111-033612; MSD-R062111-
033616; MSD-R062111-040460—MSD-R062111-040463; MSD-R062111-077880—MSD-
R062111-077920; MSD-R062111-033822—MSD-R062111-033862; MSD-R062111-080852—
MSD-R062111-080894.

22See correspondence and draft articles MSD-R062111-033047—MSD-R062111-033079;
MSD-R062111-033225—MSD-R062111-033256; MSD-R062111-033631—MSD-R062111-
033668; MSD-R062111-033748—MSD-R062111-033784; MSD-R062111-055062—MSD-
R062111-055067; MSD-R062111-033972—034006.

23 See correspondence and draft articles MSD-R062111-064299—MSD-R062111-064284;
MSD-R062111-064346—MSD-R062111-064373; MSD-R062111-067943—MSD-R062111—
067971, MSD-R062111-080895—MSD-R062111-080899; MSD-R062111-080956—MSD—
R062111-080983.

24See correspondence and draft articles MSD-R062111-034007—MSD-R062111-034039;
MSD-R062111-034087—MSD-R062111-034189.

25See correspondence and draft articles MSD-R062111-033112—MSD-R062111-033126;
MSD-R062111-064232—MSD-R062111—064245; MSD-R062111-033434—MSD-R062111~
033450; MSD-R062111-033669—MSD-R062111-033688.

26 See correspondence and draft articles MSD-R062111-040537—MSD-R062111-040561;
MSD-R062111-069990—MSD-R062111-069997; MSD-R062111-078885—MSD-R062111—
078895; MSD-R062111-034221—MSD-R062111-034224; MSD-R062111-068009—MSD—
R062111-068070; ~ MSD-062111-040735—MSD-062111-040773;  MSD-R062111-040848—
R062111-040887; MSD-R062111-068275—MSD-R062111-068309; MSD-R062111-040912—
MSD-R062111-041018;  MSD-R062111-068487—MSD-R062111-068541;  MSD-R062111—
079038—MSD-R062111-079039.
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surgery: clinical and radiographic outcomes in anterior lumbar
spinal fusion. JJ. Bone Joint Surg. Am. 2005; 87:1205-12.27

e Glassman SD, Dimar JR, Burkus K, et al. The efficacy of
thM212—2 for posterolateral lumbar fusion in smokers. Spine
2007.

e Dimar JR, Glassman SD, Burkus JK, et al. Clinical and radio-
graphic analysis of an optimized rhBMP-2 formulation as an
autograft replacement in posterolateral lumbar spine arthro-
desis. J. Bone Joint Surg. Am. 2009. 29

e Burkus JK, Gornet MF. Six-Year Outcomes of Anterior Lum-
bar Interbody Arthrodesis with Use of Interbody Fusion Cages
and Recombinant Human Bone Morphogenetic Protein—2.
JBJS 2009.30

e Dawson E, Bae HW, Burkus JK, et al. Recombinant human
bone morphogenetic protein—2 on an absorbable collagen
sponge with an osteoconductive bulking agent in posterolateral
arthrodesis with instrumentation. A prospective randomized
trial. J. Bone Joint Surg. Am. 2009.31

Medtronic told the Committee that it instituted policies, begin-
ning in the mid-2000s, to ensure that interactions between the
company and physician authors regarding peer-reviewed publica-
tions are “appropriate.” 32 These policies include:

¢ Prohibiting the compensation of “a researcher to speak about
or broadly disseminate research findings prior to FDA approval
of the unapproved uses, other than providing a report of pub-
lishable quality to Medtronic and/or a peer reviewed journal
for publication.”—implemented in April 2006.

e Requiring “that clinical trial outcomes be presented without
bias and with full disclosure.”—implemented on January 8,
2008.

e Requiring “that a Medtronic employee’s contribution to any
publication must be appropriately disclosed, according to the
standards of the International Committee of Medical Journal
Editors (“ICMJE”).”—implemented in 2009.

e Barring “Sales and Marketing personnel from participating in
a publication project as an author or contributor. Only employ-
ees in the Clinical, Medical Affairs, or Research and Develop-
ment Departments were permitted to serve as authors or con-
tributors (as defined by ICMJE Guidelines), and only with dis-
closure.”—implemented on August 8, 2010.

27See correspondence and draft articles MSD-R062111-034854—MSD-R062111-034894;
MSD-R062111-034957—MSD062111-034994; MSD-R062111-061701—MSD-R062111-061708;
MSD-R062111-064785—MSD-R062111-064787.

28 See correspondence and draft articles MSD-R062111-065102—MSD-R062111-065120;
R062111-065287—R062111-065317; MSD-R062111-043742—MSD-R062111-043775.

29 See correspondence and draft articles MSD-062111-R065138—MSD-R062111-065155;
MSD-R062111-043226—MSD-R062111-043246; MSD-R062111-056122—MSD-R062111-
056142; MSD-R062111-037519—MSD-R062111-037546; MSD-R062111-046108—MSD-
R062111-046160; MSD-R062111-067520—MSD-R062111-067566.

30See correspondence and draft articles MSD-R062111-058250—MSD-R062111-058285;
MSD-R062111-045886—MSD-R062111-045954; MSD-R062111-046823—MSD-R062111-
046900; MSD-R062111-037797—MSD-R062111-037821; MSD-R062111-047304—MSD-
R062111-047332; MSD-R062111-060896—060898; MSD-R062111-049092—MSD-R02111—~
049100.

31See correspondence and draft articles MSD-R062111-059388—MSD-R062111-059410;
MSD-R062111-060390—MSD-R062111-060421.

32 Letter from Medtronic to the Senate Finance Committee, May 1, 2012; Medtronic policies,
MSD-R021612-000187—MSD-R021612-000435.
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e Prohibiting “Marketing personnel from making any contribu-
tions to the Discussion section of a publication, whether or not
their contribution rises to the level of contributorship under
ICMJE Guidelines” and prohibiting “any employees not identi-
fied as authors or contributors from contributing to the Discus-
sion section.”—implemented on October 11, 2011.

e Requiring that “all authors sign a standardized authorship
agreement clarifying (1) the authors’ responsibility to fully dis-
close relationships with Medtronic in any related publication,
(2) the authors’ responsibility to ensure appropriate attribution
of authorship and contributorship, and (3) the authors’ ac-
knowledgement that Medtronic will not compensate physicians
for writing or editing activities.”—implemented on December 6,
2011.

The company defends collaboration between company employers
and physician authors as “a well-established and widely-accepted
part of the peer review process used to subject articles to critical
scrutiny, as a medical device company like Medtronic typically
maintains the most complete set of data relating to the use, as well
as properties of its devices and thus is uniquely positioned to make
valuable contributions to potential articles.”33 Further, Medtronic
maintains that “the content of these articles is ultimately con-
trolled by the authors.” 3¢ The company wrote:

Some of the employees who reviewed these articles resided
nominally in the “Marketing” Department, but these employees
generally are technically and scientifically trained who have
earned doctoral or other advanced degrees in relevant dis-
ciplines and draw on deep expertise in the science of bone
morphogenetic proteins, in the design and implementation of
clinical studies, in technical expression of clinical practice, and
in statistical analysis. Importantly, at [Medtronic Spinal Bio-
logics] the Marketing Department is distinct from the Sales
Department. Marketing personnel are tasked with, among
other things, anticipating the needs of Medtronic’s physician
customers, following the latest scientific and clinical develop-
ments in the field, and using evidence to obtain wider approv-
als, use, and acceptance of products. Sales personnel, on the
other hand, are designated to interact directly with customers
for the purpose of effecting sales. In every case, however, phy-
sicians—not Medtronic personnel—prepare draft manuscripts,
select content, approve suggested modifications, and are re-
sponsible for the final article content that they submit for pub-
lication and review by the scientific community.35

Medtronic Recommended Omitting Discussion
of Adverse Events Possibly Associated
With the Product in a 2005 Publication

According to the FDA’s Summary of Safety and Effectiveness
Data of the 2002 IDE InFuse product, “the incidence of adverse

5314,
s4]d.
551d.
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events that were considered device related, including implant
displacement/loosening, implant malposition and subsidence were
all greater in the investigational groups [that received InFuse]
compared to the control group.”36 However, documents indicate
that a Medtronic employee involved in editing a draft of the 2005
Journal of Bone and Joint Surgery (JBJS) article by Burkus, et al.
about a similar InFuse procedure involving allograft bone (a cage
made from donated bone rather than the FDA-approved titanium),
recommended that “significant detail” concerning adverse event
data should not be published.37

On June 16, 2004, Dr. Julie Bearcroft, Director of Technology
Management in Medtronic’s Biologics Marketing Department,
wrote an e-mail to other Medtronic employees, commenting on a
draft of the study, “I have made some significant changes to this
document (some at the request of Dr. Burkus) both in format and
content.”38 In this e-mail, she asked: “How much information
should we provide relative to adverse events? . . . You will see my
[note] in the attached document but I don’t think significant detail
on this section is warranted.” 39 The referenced note in the draft ar-
ticle stated: “I don’t believe we want to report in the same manner
as we do in IDE studies. I personally think it is appropriate to sim-
ply report the adverse events were equivalent in the two groups
without the detail.” 4% According to an internal e-mail, the adverse
events were observed in the trial and formatted in a detailed
table.4! But following the advice of Bearcroft, this table of adverse
events was not included in the published paper.42

On July 3, 2004, after Medtronic edited the paper, Dr. Burkus
sent a draft to his co-authors writing that “this manuscript docu-
ments the superiority in clinical and radiographic outcomes with
the use of rhBMP2 in a study population of only 133 patients.” 43

According to the Carragee et al. Spine Journal article published
in 2011, the 2005 JBJS article “reported no complications, such as
end-plate fracture, collapse, and implant migration associated with
rhBMP-2 despite the clear radiographic findings in at least the one
presented case.”44 The e-mail exchange indicates that, in addition
to Medtronic editing the manuscript without attribution, the com-
pany was recommending that the article omit a complete account-
ing of adverse event data, including serious adverse event data
that were already considered a documented concern by FDA in
similar application.

36 FDA Summary of Safety and Effectiveness for InFuse Bone Graft/LLT-Cage Lumbar Tapered
Fusion Device, available at Attp:/ /www.accessdata.fda.gov /cdrh docs | pdf/ PO00058b.pdf.

37E-mail from Julie Bearcroft, June 16, 2004, MSD-R062111-034854.

38]d.

39 E-mail from Dr. Burkus, July 3, 2004, MSD-R062111-034957.

40]d.

41E-mail between Medtronic Employees on June 7, 2004, MSD-R062111-064785.

42E-mail between Medtronic Employees on June 7, 2004, MSD-R062111-064785.

43 E-mail from Dr. Burkus, July 3, 2004, MSD-R062111-034957.

44The Spine Journal 11 (2011) 471-491.
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From: Bearcroft, Julie, PhD

Sent: Wadnesday, June 16, 2004 10:04:33 AM

To: Treharne, Rick; Beals, Neil; Lipscomb, Bailey; McKay, Bill ¢

cc: Ma, Guorong; Peckham, Steve, Ph.D; King, Vanja, Ph.D.; Woodward, Lyndsay;
Hood, Tara

Subject: Combined pilot & pivotal thBMP-2/TCBD draft manuscript

Attachments: Bone Dowe! BMP superiority revision without tracking changes 061104.doc

Additional issues that I would like to prapose that we consider include -

1) How much information should we provide relative to adverse events? Lyndsoy provided with some of
the specifics behind the general numbers in the tables to better understand if there are significant
issues here. Most of these are opplicable to issues that fall outside of involved level. You will see my not
in the attached document but I'don't think significant detail on this section is warranted. Thoughts?

ALIF thBMP2 Bone Dowels 20
Burkus, Sandhu, Gomet, Longley

as we do in IDE studies. | personally think it is appropriate to simply report that they
were equivalent in the two groups without the detail.)

These types of adverse events were disclosed in Table V of a 2009
follow-up article concerning the original IDE study.4®> Studies pub-
lished in 2007 revealed that InFuse is associated with “a clinically
important early inflammatory and osteoclastic effect of the rhBMP—
2 in soft tissue and bone, respectively.”46 In other words, Med-
tronic recommended against including information in the study
that was ultimately revealed to have an association between In-
Fuse and weakening that could lead to collapse of the bone and im-
plant and required that patients undergo additional surgery.

The CONSORT (Consolidated Standards of Reporting Trials)
Group, an organization that develops guidelines for reporting ran-
domized controlled trials endorsed by medical journals such as the
New England Journal of Medicine and the Journal of the American
Medical Association, recommended in its guidelines in 2001 that
“la]ll important adverse events or side effects in each intervention
group” should be reported in the “Results” section of a publication
of a randomized trial.47 Although not in effect at the time Bearcroft
made the recommendation, in 2004, the CONSORT group identified
the practice of “providing summed numbers for all adverse events
for each study arm, without separate data for each type of adverse
event” as a “poor reporting practice.”4® The adverse events ob-
served in the allograft trial were observed and formatted in a table,
but following the advice of Bearcroft, the table was not included in
the published paper.49

45Burkus, et al., “Six-Year Outcomes of Anterior Lumbar Interbody Arthrodesis with Use of
Interbody Fusion Cages and Recombinant Human Bone Morphogenetic Protein—2,” JBJS 2009.

46 The Spine Journal 11 (2011) 471-491.

47Moher, et al., “The CONSORT Statement: Revised Recommendations for Improving the
Quality of Reports of Parallel-Group Randomized Trials,” JAMA, April 18, 2001.

48 “Better Reporting of Harms in Randomized Trials: An Extension of the CONSORT State-
ment,” Ann. Intern. Med., 2004; 141:781-788 at http:/ /www.annals.org/content/141/10/781.
full.pdf+html.

49 E-mail between Medtronic Employees on June 7, 2004, MSD-R062111-064785.
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Medtronic Sought to Emphasize Pain
in Alternative Treatments

Documents show that Medtronic edited draft publications to
stress the pain patients experienced from undergoing a bone graft
procedure instead of receiving InFuse. Medtronic markets InFuse
as a less painful alternative to bone graft procedures for patients
undergoing spinal fusion surgery. Medtronic’s website states: “Ac-
cording to numerous studies, the harvesting procedure is actually
more painful than the fusion itself, and nearly a third of patients
experience hip pain two years following surgery. When compared to
traditional spinal fusion procedures, INFUSE® Bone Graft, when
used with the LT-CAGE® Device, eliminates the pain and blood
loss, and reduces the amount of time spent in the hospital to treat
complications resulting from the second site of surgery.” 50

However, spinal surgeons are beginning to question whether “the
oft-cited ‘painful iliac crest donor site’ is less serious and frequent
than BMP enthusiasts would have us believe” after a recent study
showed that “[t]he incidence of pain over the iliac crest was similar
in patients in which iliac crest was harvested and those in which
no graft was harvested.” 51

After receiving a draft of an early InFuse study?52 to review in
October 2001, Medtronic’s Neil Beals, whose “primary job responsi-
bility was to manage Biologics marketing programs and initia-
tives,” 53 recommended that the physician authors of the study em-
phasize pain experienced by patients who received the bone graft.
The patients were divided into an investigative group that received
InFuse and a control group that received a bone graft obtained
from the iliac crest of their pelvis.54 An October 31, 2001 e-mail
shows that Beals suggested to Dr. Burkus that “a bigger deal
should be made of elimination of donor site pain with INFUSE

. so that ‘equivalent’ results aren’t received as a let down.” 55
Again, after reviewing a later draft of the study, Beals asked Dr.
Burkus on March 8, 2002, “would it be appropriate to make a big-
ger deal out of donor site pain and include more discussion and ref-
erences?” 56 Subsequently, a sentence was inserted at the end of a
later draft, and included in the published version of the article,
that read, “The use of rhBMP-2 is associated with high fusion

50 Medtronic INFUSE® Bone Graft + LT-CAGE® Lumbar Tapered Fusion Device Fact Sheet,
http:/ /wwwp.medtronic.com | Newsroom [ LinkedItem Details.do ?item Id=1101769224707 &item
Type=fact sheet&lang=en US.

51Hu, Serena S., “Commentary: Illiac crest bone graft: are the complications overrated?” The
Spine Journal, June 2011, http:/ /www.spine.org | Documents/TSJJune2011 Hu Commentary.
pdf; Howard et. al., “Posterior iliac crest pain after posterolateral fusion with or without iliac
crest graft harvest,” The Spine Journal, June 2011, htip://www.spine.org/Documents/
TSJJune2011 Howard etal PosteriorlliacCre.pdf.

52“Anterior lumbar interbody fusion using rhBMP-2 with tapered interbody cages,” J. Spinal
Disord. Tech. 2002 Oct; 15(5):337-49, http:/ |www.ncbi.nlm.nih.gov /| pubmed | 12394656.

53 Medtronic provided the Committee with this summary of Neil Beals’s job titles and cor-
porate responsibilities in a correspondence on May 5, 2012: “Neal Beals, M.S., M.B.A. is the
former Vice President of Biologics Marketing, a position he held from February 2003 to August
2011. Mr. Beals joined Sofamor Danek in 1998 as Group Director, Tissue/Biologics within the
Interbody Division. He held this position until October 2000 when he became Group Director,
Biologics. He became Vice President of Biologics Marketing in 2003 and a Corporate Vice Presi-
dent in 2007. In these positions, his primary job responsibility was to manage Biologics mar-
keting programs and initiatives.”

54 “Anterior lumbar interbody fusion using rhBMP-2 with tapered interbody cages,” supra at
32.

55 E-mail from Neil Beals to Dr. Burkus, October 31, 2001, MSD-R062111-033566.

56 E-mail from Neil Beals to Dr. Burkus, March 8, 2002, MSD-R062111-077880.
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rates without the need for harvesting bone graft from the iliac crest
and exposing the patient to the adverse effects associated with that
procedure.” 57

From: Neil Beals

Sent: Wednesday, October 31, 2001 01:49:27 PM

To o
Charlton/] McKay, Bill

BCC: Hood, Tara

Subject: RE: Open LT Cage BMP paper

3) | think bigger deal shoyid be made of elimination of donor site pain with InFUSE; this is not referenced in
summary and not really émphasized in paper (so far); | would put that front and center in results, discussion,
and conclusion so that"equivalent” resulls aren’t received as a let down

From: Neil Beals

Sent: Friday, March 8, 2002 04:04:43 PM

To: J. Kenneth Burkus

cc: Tom Zdeblick M.D.; Tara Hood; Bailey Lipscomb; Pete Wehrly; Bill Martin; Clark
Charlton; Julie Bearcroft;

Subject: FW: Open LT BMP manuscript

A Final revisions OPEN LTCAGE BMP.1.doc

o would it be appropriate to make bigger deal out of donor site pain and include more discussion
and references?

Medtronic also sought to include discussion of long-term pain in
the Baskin, et. al. 2003 paper on InFuse in the cervical spine. In
a draft of the publication that was being circulated on August 30,
2002, the authors wrote, “[bly 12 months after surgery, the pa-
tients [sic] graft-site pain had resolved . . . and no patients com-
plained about the graft-site appearance.” Beals inserted comments
after this sentence stating, “ALTHOUGH THE PATIENTS DID
NOT COMPLAIN ABOUT APPEARANCE DIDN'T SOME STILL
EXPERIENCE PAIN AT THE DONOR SITE? SEEMS LIKE RE-
SIDUAL EFFECTS OF DONOR SITE SHOULD BE NOTED.”58
[sic] [emphasis in original]. In an e-mail to his colleague, Beals
wrote, “I would also add in more discussion on donor site pain and
need for osteogenetic graft material (plant seed of doubt for just
using allograft by itself).”59 A review of the final published article
reveals that, after Beals made the suggestion to emphasize pain at
the bone graft site, a sentence was added in the final version of the
article that read, “. . . even at the 24-month follow-up assessment,
some patients continued to experience residual pain at the donor
site, and rated the appearance of the site as only fair.”

57 Compare drafts attached to e-mails from Dr. Burkus to Neil Beils on March 8, 2002, MSD—
R062111-078880, MSD-R062111-077882 and April 4, 2002, MSD-R062111-033863, MSD-
R062111-033825.

58 Draft copy of Baskin et. al. study e-mailed on August 30, 2002, MSD-R062111-034124.

59 [d.
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of the graft site. By 12 months after surgery, the patients graft-site pain had resolved (p

< 0.165) and no patients complained about the graft-site appearance. AL THOUGH

IHE PATIENTS

D NOT COMPLAIN ABOUT APPEARANCE DIDN'T SOME STHL

EXPERIENCE PAIN AT DONOR SITE? SEEMS LIKE RESIDUAL EFFECTS QF

DONOR SITE SHOULD B

From: Neil Beals

Sent: Friday, August 30, 2002 01:23:35 PM

To: Mark Marchan

cc: Julie Bearcroft; Jim Van Hoeck; Bill McKay; Missy Taylor

Subject: FW: Revised BMP paper and response

Attach Resubmission Cervical BMP Paper 082802 doc; Resubmission Cervical BMP Paper

082302.doc; Response letter 2.doc; Rev 1.jpg

o | would also add in more. discussion on donor site pain and need for osteogenic graft material (plant
seed of doubt for justusing allograft by itself)

Medtronic Attempted to Downplay Cervical Spine
Side Effects in a 2006 Publication

In 2008, “the FDA issued an alert after receiving reports of life-
threatening complication following cervical fusion procedures in-
volving [bioengineered proteins such as InFuse], including breath-
ing difficulty and swelling of the neck.”60 Additionally, a study
published in the Journal of the American Medical Association
found that “[platients who received a bioengineered protein during
spinal fusion procedures to correct neck pain had far more com-
plications than patients who did not get it.” 61

E-mails show that Rick Treharne, Senior Vice President of Clin-
ical and Regulatory Affairs at Medtronic, unsuccessfully attempted
to tone down a study SPINE published in 2006 that found a “sig-
nificant rate of complications . . . after the use of a high dose of
[rhBMP-2] in anterior cervical fusions.” In December 2004, Rick
Treharne e-mailed a co-author of this study, Dr. Glassman, in an
unsuccessful attempt to have some of the critical language in the
study modified. Treharne wrote, “Again it is probably too late, but
page 14 line 13 says ‘The high complication rate is alarming and
warrants intense scrutiny.” I think what you are trying to say is
that the occurrence [sic] adverse events (not effects as in the title)
in these patients was higher than expected and warrants further
investigation.”62 The e-mail from Treharne was sent after the
paper was submitted to SPINE.

60 “Bone-Growth Problems Show Risk in New Study,” New York Times, June 30, 2009.
61]d.
62E-mail from Rick Treharn to Steve Glassman, December 15, 2004, MSD-R062111-035348.
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From: Trehame, Rick

Sent: Wednesday, December 15, 2004 04:29:48 PM
To: Steve Glassman (E-mail) [ NNNNRNEGEG
Subject: Article Reminder

Again it is probably too late, but page 14 line 13 says "The high complication rate is alarming and
warrants intense scrutiny.” | think what you are trying to say is that the occurrence adverse events (not
effects as in the title) in these patients was higher than expected and warrants further investigation.

Additionally, even after Medtronic attempted to include a warn-
ing about cervical swelling on the FDA label, one Medtronic physi-
cian consultant recommended against raising alarms with the phy-
sician community. On April 8, 2004, Rick Treharne e-mailed Med-
tronic physician consultant Scott Boden, informing him that the
company received complaints related to off-label use of InFuse in
the cervical spine.62 Dr. Boden responded that he was aware of a
case of swelling where there was a “golf ball size mass in the neck
clearly visible through the skin.”%4 Boden recommended that sur-
geons needed to be continually warned about off-label use of BMP
in the cervical spine.65 Medtronic told the Committee that during
this time, it voluntarily sought changes to the InFuse product label
in June 17th, 2004 to notify the public of a risk of swelling when
used in the cervical spine, but the effort was opposed by the FDA
due to the agency’s concern that adding a warning to the label
about an off-label use was a form of off-label promotion. In June
2004, Rick Treharne wrote to Dr. Burkus that, based on his statis-
tical analysis of new cases versus what was observed in the clinical
trials, he did not, “at this time, see anything to worry about.” 66 In
August 2004, despite Dr. Boden’s recommendation to Rick
Treharne earlier that year that physicians should be “continually
warned” about off-label use, Dr. Boden told Dr. Charles Mick of the
North American Spine Society that because there wasn’t enough in-
formation to identify the cause of the swellings, “it may be pre-
mature for any ‘official’ warning.”¢7 Medtronic paid Dr. Boden
$705,457 through 2004 and $28,796,034 by the end of 2008. FDA
granted Medtronic permission to send a “Dear Doctor” letter to
physicians conveying concerns about InFuse on September 14, 2004
and placed a warning on the product label on December 7, 2004.

Omission of Retrograde Ejaculation Rates
in Investigative Patient Groups

In his 2011 Spine Journal article, Dr. Carragee reported that
“multiple independent studies have found that the rate of [retro-
grade ejaculation (a condition that causes sterility)] in ALIF with
rhBMP-2 is approximately 5% to 7% and possibly two to four times
higher than the rate observed without rhBMP-2.” 68 However, the
physician authors who reported the clinical results of a major
Medtronic-sponsored study in the Journal of Spinal Disorders and

63 E-mail from Rick Treharne to Scott Boden, April 8, 2004, MSD-R062111-068997.

64 E-mail from Scott Boden to Rick Treharne, April 10, 2004, MSD-R062111-068997.

65 ]d.

66 E-mail from Rick Treharne to Dr. Burkus, June 14, 2004, MSD-R062111-069316.

67E-mail from Scott Boden to NASS President Charles Mick, August 16, 2004, MSD-
R062111-069477.

68 hitp:/ | www.spine.org | Documents | TSJJune2011 Carragee etal CriticalRev.pdf, page
479.
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Techniques attributed the adverse event to the surgical technique
used without comparing the investigational study group receiving
InFuse to the control group.6® Dr. Carragee told the New York
Times that the omission is significant because “[ilt is important
that men who are considering having children have the opportunity
to weigh the risks of the various available procedures.” 70

A February 2001 PowerPoint presentation indicates that Dr.
Zdeblick was aware that retrograde ejaculation rates were higher
in both investigational groups than the control group. In a
PowerPoint presentation to study investigators in February 2001,
Dr. Zdeblick reported a 10.3% rate of retrograde ejaculation using
the laparoscopic technique, a 6.3% for patients who underwent an
“open” technique, and a 1.5% rate for the control group. The 10.3%
rate was noted in the presentation to be “[s]tatiscally different from
[the] control [group].” 71

Medtronic Wrote Author Responses to Peer-Review

E-mail exchanges between Dr. Burkus and Medtronic employees
regarding a study of InFuse utilizing the posterior lumbar inter-
body fusion (PLIF) technique and published in The Spine Journal
in 2004 demonstrates that Medtronic employees not only edited the
draft manuscript to include comments supportive of InFuse, they
also covertly participated in the peer-review process by drafting re-
sponses to peer-reviewers on behalf of the physician authors named
on the paper.

On December 21, 2002, Dr. Burkus sent a draft manuscript of
the study to Medtronic officials asking for assistance with “further
data analysis.” 72 Bill Martin, Vice President for Spinal Marketing,
Global Communications, and Medical Education at Medtronic,
made it clear to other Medtronic employees that Medtronic would
be in a “supporting cast” in assisting Dr. Burkus with this study
rather than reworking the paper.73

According to a January 1, 2003, e-mail written by Bill Martin,
“Dr. Burkus wanted his name last (and all the neuro’s first) so that
it would be well accepted by the Neurosurgical community.” In ad-
dition, Martin wrote that, “I'm sure none of us believe the PLIF
technique is going to have a resurgence from this, but we may want
to steer clear of calling it a flawed technique. There are still quite
a few surgeons utilizing this technique and we probably don’t want
to put them in that position” 74 (emphasis in original).

In a January 10, 2003, e-mail to Dr. Burkus, Rick Treharne
wrote, “In looking over the data, I was impressed with how well the
BMP patients actually did. So much so that I added a few para-
graphs at the end that you may not agree with.” In the draft arti-
cle, Treharne wrote:

69]d.

70“New Study Links Spine Product From Medtronic to Risk of Sterility in Men,” New York
Times, May 25, 2011.

71 PowerPoint presentation attached to a February 2, 2001 e-mail between Medtronic employ-
ees, MSD-R062111-032878; MSD-R062111-032916.

72E-mail from Dr. Burkus to Medtronic officials, December 21, 2002, MSD-R062111-040537.

73 E-mail from Bill Martin to Neil Beals and Peter Wehrly, January 1, 2003, MSD-R062111—
078885.

741d.
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In conclusion, this detailed, independent review of the results,
which represent the first use of osteoinductive proteins in a
PLIF procedure, are encouraging. These findings along with
other studies for other indications imply that future larger
PLIF studies with BMP-2 are needed. In future studies using
modified surgical techniques, such as using more recessed
cages to allow for extra posterior bone formation, adding steps
to minimize bleeding, and/or adding secondary instrumentation
may be beneficial. Further, possibly modifying patient selec-
tion, such as entering patients with less vertebral slip, may
also help minimize confounding variables. All of these changes
may produce even better, more convincing evidence that IN-
FUSE Bone Graft can also be used as substitute for autograft
in PLIF procedures.?>

On February 1, 2003, Dr. Burkus e-mailed another draft of the
BMP manuscript to Medtronic officials asking for “final com-
ments.” 76 On March 7, 2003, Julie Bearcroft e-mailed Dr. Burkus
an updated version of this manuscript with her proposed changes
to the draft.”?

After submission of the initial draft of this study to The Spine
Journal, physicians who peer-reviewed the article were critical of
its presentation of the study results. One reviewer wrote: “Unless
the authors can discuss the results of this study in an unbiased
manner, which they have been unable to do in its present form,
this data should not be published.” Another reviewer wrote: “The
manuscript is full of biased statements that are a reflection of the
data evaluators—the company that markets the product.” That re-
viewer recommended a discussion of potential bias in the text of
the paper writing, “As it stands it is an advertisement for a specific
product without significant scientific merit.” 78

Reviewer A

The manuscript is full of biased statements that are a reflection of the data

evaluators - the company that markets the product. No mention is made in the

have benefit to the readership. As it stands it is an advertisement for a specific

product without significant scientific merit.

E-mail correspondence on May 28, 2003, indicates that Med-
tronic’s Rick Treharne wrote and sent Dr. Burkus a draft letter to
Dr. Tom Mayer, Editor-in-Chief of The Spine Journal, to address
concerns raised by orthopedic surgeons tasked with peer-reviewing
the submitted PLIF paper.”® A subsequent e-mail by Julie Bear-
croft notes that she and Dr. Burkus collaborated further on the re-

75 E-mail from Rick Treharne to Dr. Burkus, January 10, 2003, MSD-R062111-068009.

76 E-mail from Dr. Burkus to Medtronic officials, February 1, 2003, MSD-R062111-040735.
77E-mail from Julie Bearcroft to Dr. Burkus, March 7, 2003, MSD-R062111-040848.

78 E-mail from Rick Treharne to Dr. Burkus, May 28, 2003, MSD-R062111-040930.

9d.
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sponse to the peer-reviewers of this study during a Lumbar Spine
Study Group event.80

In response to the peer-reviewers’ concerns about bias in the
manuscript, the response letter seemingly misled The Spine Jour-
nal by stating that “To help eliminate any potential bias, only one
of the co-authors was a clinical investigator—the other three were
independent reviewers of all the data. Since these data are taken
from a clinical IDE study sponsored by a company, only the com-
pany would have all the data in its database—data that is re-
viewed by FDA auditors. We don’t believe any discussion of bias is
needed for the text.” 81 By the end of 2003, “independent reviewers”
Dr. Haid and Dr. Burkus would have received $7,793,000 and
$722,000 from Medtronic, respectively. This draft letter, written at
least in part by Medtronic on behalf of Dr. Burkus, did not disclose
the company’s role in directly editing the paper nor did it disclose
the magnitude of financial payments made to the supposed “inde-
pendent reviewers.”

Upon hearing the news that there would be an editorial by Dr.
Neal Kahanovitz criticizing the PLIF study along with the paper,
Medtronic Senior Vice President and President for Europe, Canada,
Latin America, and Emerging Markets, Michael Demane wrote in
an e-mail to Bill Martin, “this is going to hurt more than help be-
cause of the reviewers [sic] comments. Too late to turn back tho.” 82
[sic]

PEEK Spacer Cervical Spine Study

Documents show that Medtronic unsuccessfully proposed that
the FDA approve a less restrictive rule for when the company must
suspend patient enrollment in a clinical study of InFuse used in
the cervical spine for safety reasons.83 According to a November 1,
2006, e-mail written by Medtronic’s Senior Director of Medical and
Regulatory Affairs Dr. Martin Yahiro, the company proposed a
weaker rule because “it would be very difficult to pin [an adverse
event] on INFUSE.” 8¢ Yahiro explained that a rule required by the
FDA based on “specific events with incidence rates . . . would stop
the trial when it would be hard to say it WASN'T INFUSE” (em-
phasis in original.)85 Medtronic’s proposed rule, according to
Yahiro, was written to allow the company to continue the trial even
“if a patient has an [adverse event] like severe cervical swelling”
because Medtronic “can honestly say that it is not possible to know
that the cause is definitely INFUSE.” 86 However, the FDA rejected
Medtronic’s proposal and required that the company adopt stricter
rules based on specific adverse event rates in its final protocol.87

80 E-mail from Julie Bearcroft to Dr. Burkus, June 3, 2003, MSD-R062111-068487.

81 E-mail from Rick Treharne to Dr. Burkus, May 28, 2003, MSD-R062111-040930 at 041013.

82 E-mail from Michael DeMane to Bill Martin, March 9, 2004, MSD-R062111-079038.

83 See documents relating to Medtronic’s Investigational Device Exemptions application for a
clinical trial of the Infuse Bone Graft/PEEK Interbody Spacer/Anterior Cervical Plate, MSD—
R021612-000767—MSD-R021612-000790.

84 F-mail from Dr. Martin Yahiro, November 1, 2006, MSD-R062111-073578.

85

o

87 Section 6.24 of the InFuse Bone Graft/PEEK Interbody Spacer/Anterior Cervical Plate In-
vestigational Plan Protocal, MSD-R021612-000791.
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—--Original Message ——
From: "Yahiro, Martin, M.D."
To: <jkb| I O < ochers, Debbie” ’
; "Bearcroft, Julie, PhD" -

: "Beals, Neir”
Sent: Wednesday, November 01, 2006 6:24 AM <

Subject: Re: Draft Stopping Rules 10_30_06.doc

> Thanks for your note. | think we're all on the same page regarding the
ability to determine the exact cause of an event that could possibly be
related to INFUSE (or just a result of cervical surgery). We agree it would
be very difficult to pin it on INFUSE, which is exactly why we wrote the
stopping rule that way. What we don't want is a rule that would have
specific events with incidence rates, etc., that would stop the trial when

it would be hard to say it WASN'T INFUSE. The way we wrote it, WE make the
determination whether it was INFUSE-related. This way, if a patient has an
AE like severe cervical swelling, we can honestly say that it is not

possibie to know that the cause is definitely INFUSE and therefore the
study need not be stopped.

Expert Testimony to the FDA Written By Medtronic

E-mails indicate that Medtronic drafted Dr. Hallet Mathew’s
presentation to the FDA Advisory Panel in January 2002. Dr. Mat-
hews told the FDA Advisory Panel during his presentation, “I have
no direct financial interest in the product under review here today
and am not being paid for my participation in this meeting.” 88 The
implication of that narrowly crafted disclaimer is that Dr. Mat-
hew’s testimony was independent. However, an e-mail from Decem-
ber 2001 shows that Medtronic worked with the public relations
firm Ketchum on preparing Mathew’s speech. 89 Medtronic told the
Committee that Mathews was not compensated for any activity un-
dertaken in January 2002.90 But Medtronic did pay Dr. Hal Mat-
hews under consulting arrangements with the company in 2001 1
and was hired by the company as the vice president of medical and
clinical affairs in 2007.92

Conclusion

The Committee’s investigation discovered troubling evidence that
Medtronic officials influenced the content of articles in peer-
reviewed scientific publications to present InFuse in the best pos-
sible light. As physicians depend on peer-reviewed literature when
making clinical decisions, biased articles in professional publica-
tions that downplay potential risks and exaggerate the benefits of
a product have the potential to put patients’ lives at risk. The
Medicare and Medicaid programs also rely on peer-reviewed med-
ical literature when determining covered benefits and services.
While collaboration between study authors and industry is nec-
essary to publish the results of clinical trials, as the data being
presented is often controlled by the company that sponsored the re-
search, the resulting articles must be untainted by industry bias.

88 Transcript, FDA Advisory Panel, January 10, 2002, http:/ /www.fda.gov/ohrms/dockets |
ac/02/transcripts [ 3828t1.htm.
89 E-mail from Ketchum to Barry Lipscomb, December 11, 2001, MSD-R062111-077826.
20 Cdorrespondence between the Committee and Medtronic on June 22, 2012.
11d.

92“Report: Medtronic lawyer filed whistleblower suit,” Minneapolis Star Tribune, September
25, 2008.
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In order to address the problem of biased research in medical lit-
erature, drug and device manufacturers and journal editors need to
implement stringent disclosure policies that detail industry funding
to physician authors. In addition, medical journals should follow
the example of The Spine Journal and critically examine past stud-
ies that may exhibit industry bias that harms patients and mis-
leads physicians. Further, in the event that company employees are
involved in the drafting of a scientific article, the employee should
be listed as an author. Medtronic’s revised policies governing prop-
er interactions with physician authors are a step in the right direc-
tion. However, it is unlikely that this problem is limited to one
company and a handful of medical journals and doctors. Medical
device manufacturers, pharmaceutical companies, and other health
care stakeholders should ensure that they have transparency along
with strict rules preventing improper interactions between their
employees and study authors. Medical journals, if they are to re-
main credible, must aggressively require contributors to disclose all
ties to industry and any assistance they received in preparing the
manuscript.
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, ) CORPORATE QUALITY, Document: CARC-048
&pMedivonic | oy ATORY, CLINICAL [PV A o
Effective Date: GA’pﬁN
When Life Depends on 2008
Madical Technology Policy Page 1 of 4 =3

SCOPE: , LR
Medtronic Organizations and entities (e.g., Business Units, independgé‘t distributors who
exclusively distribute for Medtronic) that distribute product informai@h inthe U.S. on
Medtronic commerciaily available products in the U.S.

PURPOSE: &
To establish consistency in the dissemination of information 8n unapproved or unclearsd
uses of Medtronic’s commercially-released-approved pragfxéts to non-Medtronic health
care professionals or third-party payers.

POLICY: :
Al Medtronic Business Units and entities that disﬁbute product information in the U.S.
shall ensure that Business Unit procedures ang\‘ olicies prevent the promotion of
approved or cleared Medtronic products for yndpproved uses consistent with this
Corporate Policy. o

DEFINITIONS:
Affirmative Dissemination: Proacfijg"distribution of peer-reviewed journal articles of
reference texts with unapproved uges of approved products in the absence of an
unsolicited request, which Businég;'i”Unit Legal has determined is appropriate for
distribution consistent with regulation and Corporate Legal guidance. .
Responsive information/| f’ als: Information and/or materials (such as unpublished
studies or articles, presentations, news articles, reference texts) that reference
unapproved uses of Megdtrénic commercially available products and are provided to a
non-Medfronic health ﬁgize professional or a third-parly payer in direct response fo an
unsolicited request, =&

Unapproved Useg{{:‘faﬁn indication for use that is not covered by the existing regulatory
approval/clearange.
Unsolicited Rg\ﬁuest: A specific and independent request for information about
unapproved uses of Medtronic products made by a non-Medtronic health care
professionakor third-party payer that was not initiated or prompted by Medtronic

T

REQUIREMENTS: ;
1. Ofﬁge of Medical Affairs (“OMA”): an OMA function must be established, which is: (1)
afhianagement level position that reports to BU Senior Management; {2) not subordinate

gﬁp?’a Sales or Marketing Department or function; and (3) accountable and must have
. involvement on all forms of interactions and communications with the medical community

Medtronic Confidential - Provided to the Cormittse on Finance Pursuant to Senate Rufé XXIX MSD-R021612-:000187
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Medt i CORPORATE QUALITY, Document: CQRC-048
% < REGULATORY, CLINICAL Revision: A

Effective Date: 6 &prit’
When Life Depends on 2006 S
Medical Technoiogy Policy d

Page 2 of 4&{

&

i
]
texts on

on unapproved uses, including the dissemination of articles and referen
unapproved uses.

- .
2. Affirmative Dissemination: written procedures must address affiffhative distribution of

peer-reviewed articies and reference texts on unapproved uses

3. Unsolicited Requests: written policies and/or procedures, n}iﬁt provide a process for
responding to unsolicited requests for responsive informat{jg\?‘hor materials on unapproved
PR

uses.

4, Medtronic-Supported Third-Party Medical Educag@a-» written policies and/or
procedures must ensure that Medtronic-supported“kéﬁ-parly medical education is

independent Business Units must have procedures. to ensure third-party medical
education is bona fide and independent. b

'y

5. Medtronic-implemented Training and Ec;g&ation on Medtronic Products: written
policies and/or procedures must prohibit %ﬁ&%ering unsoficited questions on unapproved
uses of approved products that are posgd-turing Medtronic-sponsored training and
education on Medtronic products, excépt as permitted in Corporate Legal guidance.
Such policies andfor procedures mustprohibit the inclusion of unapproved uses in
agendas and prepared content f‘@édtronic—sponsored training on commercially
available U.S.-approved produgts;except as permitted for training clinical investigators in
clinical studies or when a progijet approved for a general use cannot be demonstrated
without showing a specific ‘i?@ :

6. Research and Publica}igx?\ Strategies; written policies and/or procedures must prohibit
sales personnel involugtrient in the determination of funding allocation for research and
publication by non—l\@ﬁironic personnel or entities on unapproved uses, including
physician-sponsg@ studies, consistent with the requirements of Business Conduct
Standards 3 ang8’ Such policies/procedures may permit sales personnel to be involved
in this proces$-only to the extent necessary to supply information about researcher
qualifications or interest to decision-makers, and must make clear that Sales personnel
cannot decide who receives research funding.

7. Physiclan Advisory Boards, Consultant Meetings, Roundtables or Discussion
Grgc;gs. written policies must prohibit the use of physician advisory boards, consultant
mﬁ@tﬁgs, roundtables or discussion groups to inappropriately disseminate information on

wRapproved uses.

{

) 8.:Notices of Avaiiability: Notices of Availability, which are notices to recruit clinical
o investigators for clinical trials, may not be used as a vehicle for promotion of a product for

g

e

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Sénate Rule XXIX MSD-R021612-000188
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CORPORATE QUALITY,
& Medtronic REGULATORY, CLINICAL
When Life Depends on
Medical Technology

Document: CQRC-MB
Revision: A

Effective Date: 6 g&ﬂx
2006

Page 3 of 4 ﬂm
ge 3 f}i‘-‘;

E:

S

(O

unapproved uses, but may be used if there is a bona fide need for recrumnent of

additional clinical investigators for an open study.

9. Training: Business units must have procedures to address trammg’jon the Corporate

and Business Unit policies and procedures at implementation, uqxgél hiring, and annually.

10 Exemption: Permanent exemptions to CQRC policies shal :pal be granted. Business

Units may be granted an annual exemption from any or all

wvisions of this policy by the

Chief Quality and Regulatory Officer. Business Unit mus{*p?ovtde appropriate

documentation demonstrating either that a logical ratnox;jé?é exists for exemption from any
part of the policy, or that there are currently no unappw;ived uses in the United States of

the Business Unit's approved or cleared U.S. -commbfcuauy available products.

BIBLIOGRAPHY:

« Federal Food, Drug, and Cosmetic Act, ‘§3603aa 21 C.F.R. Part 99, "Dissemination

of Information on Unapproved/New Usési for Marketed Drugs, Biologics, and

Devices; Final Rule."

» Washington Legal Foundation v,nﬁhedman 13 F.Supp 2d 51 (D.DC. 1998)

extended sub. nom. Washmgtaﬁ*Legal Foundation v. Henney, 202 F.3d. 331 (D.C.

Cir. Feb. 11, 2000).

{Mar. 16, 2000).

s FDA's Prepanng
Recruiting Studx jects (March 19, 1998).

fess Conduct Standards 3, 6 and 8.

iges of Availability of Investigational Medical Devices and for

116 April 2006

Susan @pen Ph.D., M.D. Date

Vice %es:dent
Ch{g}; uality and Regulatory Officer
NG

Medtronic Confidential ~ Provided to the Commiittee on Finance Pursuant to Senate Rule XXIX
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& . CORPORATE QUALITY, | Document: CQRC.048 |
v Medtironic REGULATORY, CLINICAL  (Revislem A g
Effective Date: § @;}T
When Life Depends on 2008 -
Medical Technology Change History Page 4of 4 ;g:}

d Products

Revision “Date Desoription of Change
A 8 April 2006 Initial Release

o4,
é 2
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< R CORPORATE QUALITY Document: CQRC-048-
&y Medtronic| REGl| ATORY, AND CLINICAL |sorgon 43

When Life Depends on . Effective Date: 6 (4\ (]
Medical Technology Guidance 2006 e

e

Page 1of 5.4 ‘

SCOPE: IS
Medtronic Organizations who disfribute product information in the USA%R Medtronic
commercially available products in the USA.

PURPOSE:
To establish consistency in the dissemination of information o napproved or uncleared
uses of Medtronic's commercially-release-approved produc(g 18 non-Medtrenic heaith
care professional or third-party payers.

GUIDANCE:

I. Business Unit policies/procedures that address the Qﬁjcg of Medical Affairs ("OMA")
Ha

function should include the following elements:

A. OMA is primarily responsible for all forms qﬁhteractmns and communications with the
medical community on unapproved usesy ;gc uding the dissemination of articles and
reference texts on unapproved uses m@izf:ordance with BU SOPs.

B. OMA will have advisory responsxbm{bﬁxn the design and implementation of SOPs
regarding provision of mformattogt@?\ unapproved uses in other areas.

C. OMA will have input in the deis fon to: (1) fund third-party research requests, (2)
sponsor articles by third pamgs‘ or (3) host Medtronic-consuitative meetings that may
include unapproved useg{™

D. Business Unit Legal Gdunsel’s review and approval is required for OMA's proposed
affirmative dissemination of articles on unapproved uses, sponsorship of seminars,
the grant of researgh funds or hosting of consultative meetings, when any of these

relate to unappr‘e¥ uses will require; and

E. Prohxb;t:onyqﬁféﬂ Medtronic personnel, including consultants, from using any dinner,
meeting oréther opportunity for the purpose of promoting products for unapproved
uses.

i Busmesﬁﬂ:ﬁmt policies/procedures that address the provision of articles or other written
mfom}éhon in response fo Unsolicited Requests shouid include the following elements:

?he written or oral request must specifically express interest in receiving materials
) “~about a particular subject or by fitle;

S

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rufe XXIX MSD-R021612-000191
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| CORPORATE QUALITY, | Becument carcass-] |
& Medtronic | o GUL ATORY, AND CLINICAL | oo o o

When Life Depends on . Effective Date: 6 Aprii
Medical Technology Guidance 2008
Page 2of 5.4
TITLE: _Guidance for Unapproved Uses-of Approved Products

B. responsive information/materials must be issued by the OMA in a ngi-promotional
manner and sales and marketing personnel must be prohibited from providing
responsive information/materials fo non-Medtronic persons; angi;

[

C. procedures must be established for fulfilling such requests @{m}?nc(ude:
%

i. reguirements that OMA ensure that the information cfr“ii‘\%ferials are truthful, not
misleading, and fairly balanced and have scientific g,;?&lor medical validity;

S

ii. requirements that written records of unsolicited réquests and responses be
\

maintained; and o
RN

requirements that written materials be prgé‘{némly stamped with language that:

fii.

a. states the materials contain infornjgiig‘n on unapproved uses that have not

been approved/cleared by FDA; }w
b. states the materials are proviﬁg"dmby Medtronic in response o an unsolicited

request; and

c. discloses if Medtronic \;pr@ﬁded financial support related to the article or
information. el

HI. Business Unit written policies‘f;ndlor procedures that address Medtronic-Supported
Third-Party Medical Education should include the foliowing elements:
e
A. As a condition of syﬁ}ort, a Medtronic-supported third-party medicai education

provider must djs'g{éée the financial relationships between and among Medtronic, the
presenters, and'{he products discussed;

B. The activity’} st be educational in tone and nature and does not have as a
predominant focus unapproved uses;

C. The hﬁﬁ"ﬂparty provider must be independent and have control over decisions
regarding the content of the program and the selection of speakers, presenters,
mgderators and invitees;

D ':icll support must be documented in a written agreement; and

£
i E. Sales personnel must not be involved in the determination of company sponsorship of
+L»  third-party medical education, except as permitted under Business Conduct
e

Medtronic Confidential = Provided to the Committes on Finance Pursuant to Senate Rule XXIX MSD-RQ21612-000192
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& sc| . CORPORATE QUALITY, |gecument carcae.
Medtronic'| pecy ATORY, AND CLINICAL | peveion: &

w‘h\«e'

When Life Depends on Effective Date: 6 A‘brii
Medical Technology Guidance 2006

Page 3of §

Gulg kkved Uses of

Standards 3 and 8. Sales personnel may make suggestions and progide background
information to decision-makers.

F. These written policies and/or procedures may also provide thai,}a“busmess may
provide suggesti on topics, speakers, or attendees, if;

i. The Business Unit's activity is fimited to responding wibﬁsohcuted requests for
such suggestions; »m?
ii. The Business Unit suggests multiple speakers aﬁ;ﬁor topics with disciosure of any
relationship to Medtronic;

N
.FW, :3
es provides any suggestions; and

iii. Only OMA or a similar function outside of

iv. Such requests and responses are prope:ly documented.

V. Business Unit written poficies and/or progggdres that address funding of research and
publications on unapproved uses shoy@ nclude the following elements:

A. Require disclosure of Medtronic Q“u port in any publication of the results;

B. Prohibit Medtronic from requfvmg or compensating a researcher to speak about or
broadly disseminate researéh findings prior to FDA approval of the unapproved uses,
other than providing a r¢ ?t of publishable quality to Medtronic and/or a peer-
reviewed journal for pubigcat:on if the researcher wishes to speak or otherwise

disseminate researcl% results wnthout Medtronic's support, sthe may do so; and

C. Prohibit Medtrom}a@hm requiring or compensating a researcher's involvernent in
promotional acgggiﬁes related to the subject of the research before FDA approval of
the unapproved use except as permitted by FDDA's Preparing Notices of Availability of
lnvestlg:i(l@?’l Medical Devices and for Recruiting Study Subjects (March 19, 1999},

D. Prohubgt;gﬂ Medtronic personnel from funding research or publications for the purpose
of pmmtmg products on unapproved uses.

L néss Unit written policies and/or procedures that address physician adwsom
bo%jg 4 sosmultgnt meetings, or other hedith care professional mestings and
g&\ ussion groups on unapproved uses should provide:

Ry
- k*“‘ﬂ. Prior approval by BU Legal of Medtronic’s dissemination of information on
unapproved uses;

o

2
1%
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| CORPORATE QUALITY, | Document °°R°44?;’f‘?
&p Medtronic | peGy| ATORY, AND CLINICAL |porgion: a1

When Life Depencs on Effective Date: & April
Medical Technology Guidance 2008 i
Page 4of 5107

-~
B. invitees must be limited in size to those necessary o achieve the@ﬁéose; and

A
C. The purpose, activity, need for the information gathered, and infShded use must be
documented.

D. Prohibition of all Medtronic personnef from ufilizing sueﬁfn‘feetings and groups for the
purpose of promoting products on unapproved uses. &

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000194
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| CORPORATE QUALITY, | Document Garcas:
&p Medtronic | oe 1| ATORY, AND CLINIGAL |0

When Life Depends on Effectiva Date: § ;
Madical Technology CHANGE HISTORY 2006

ad |

Appro

REVISION DATE DESCRIPTION of CHANGE 5, ™
A 6 April 2008 Initial Release S
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SCOPE: A
Medironic Organizations and enities (e.g., Business Units, mdependent distributdfs who
exclusively distribute for Medtronic) that distribute product information in the U 8ytn
Medtronic commercially available products in the U.S.

PURPOSE:
To establish consistency in the dissemination of information on unappmz,ed or uncleared
uses of Medtronic's commercially-released-approved products to nom‘?Medtromc heaith
care professionals or third-party payers. 3

POLICY:
All Medtronic Business Units and entities that distribute prodﬁstrinformanon in the U.S.
shall ensure that Business Unit procedures and policies pm%nt the promotion of
approved or cleared Medtronic products for unapproved ug'és consistent with this
Corporate Policy.

DEFINITIONS:

Affirmative Dissemination: Proactive distribyfidn of peer-reviewed journal articles of
reference texts with unapproved uses of appr&véd products in the absence of an
unsolicited request, which Business Unit L has determined is appropriate for
distribution consistent with regulation an&tﬁorporate Legal guidance.

Responsive InformationlMaterials.oi:qfomahon and/or materials (such as unpublished

studies or articles, presentations, %a% articles, reference texts) that reference

unapproved uses of Medtronic commercially available products and are provided to a

non-Medtronic health care profe§§iona! or a third-party payer in direct response to an
unsoligited request. 3:&

Unapproved Uses: An i;@?ﬁaﬁon for use that is not covered by the existing regulatory
approval/clearance.

Unsolicited Requ A specific and independent request for information about
unapproved usey&f‘«Medtromc products made by a non-Medtronic health care
professional op{hird-party payer that was not initiated or prompted by Medtronic

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R0O21612:000188
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REQUIREMENTS:

1

7.

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Seriate Rule XXIX

. Medtronic-implemented Training and

. Research and Publj

. Office of Medical Affairs (“OMA) an OMA function must be established, WhichHiE:

management level position that reports to BU Senior Management; (2) not suk

a Sales or Marketing Department or function; and (3) accountable and mgst%j?ﬁave
involvement on all forms of interactions and communications with the megdital community
on unapproved uses, including the dissemination of articles and referente texts on
unapproved uses. o

. Affirmative Dissemination: written procedures must address afffiinative distribution of

peer-reviewed articles and reference texts on unapproved useg,’~

T
Yot
. Unsolicited Requests: written policies and/or procedureﬂsf;ﬁust provide a process for

responding to unsolicited requests for responsive information or materials on unapproved
uses.

5y

&
. Medtronic-Supported Third-Party Medical Ed qrait?én: written policies and/or

procedures must ensure that Medtronic-supportedithird-party medical education is
independent Business Units must have procequ;{és to ensure third-party medical
education is bona fide and independent. oot

cation on Medtronic Products: written
policies and/or procedures must prohibit-answering unsolicited questions on unapproved
uses of approved products that are posed during Medtronic-sponsored training and
education on Medtronic products, expept as permitted in Corporate Legal guidance,

Such policies andfor procedures;ﬁ\;fst prohibit the inclusion of unapproved uses in
agendas and prepared content. "Medtronic-sponsored fraining on commercially

available U.S.-approved prq%’)\%fs, except as permitted for training clinical investigators in
clinical studies or when a product approved for a general use cannot be demonstrated
without showing a specificuse.

ion Strategies: writien policies and/or procedures must prohibit
sales personnei in\‘@ ement in the determination of funding allocation for research and
publication by nopsMedtronic personnel or entities on unapproved uses, including
physician-sponsiﬁéd studies, consistent with the requirements of Business Conduct
Standards 3 aﬁ?ﬁd 6. Such policies/procedures may permit sales personnel to be invoived
in this prooegé only to the extent necessary to supply information about researcher
quatiﬁca%@ﬁs‘ or interest to decision-makers, and must make clear that Sales personnel
cannot gdecide who receives research funding.

Phyéitian Advisory Boards, Consultant Meetings, Roundtables or Discussion
roups: written policies must prohibit the use of physician advisory boards, consulftant

- fgetings, roundiables or discussion groups to inappropriately disseminate information on

.dnapproved uses.

MSD-R021612-000199
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Es)
8, Notices of Availability: Notices of Avallability, which are notices to recruit clinicahs
investigators for clinical trials, may not bé used asa vehicle for promotion of a pyéfuct for
unapproved uses, but may be used if there is a bona fide need for recruitment g+
additional clinical investigators for an open study. £

9. Training: Business units must have procedures to address training on the"Corporate
and Business Unit policies and procedures at implementation, initial @m}ﬁ and annually.
Pit o
10 Exemption; Permanent exemptions to CQRC policies shall not be§ranted. Business
Units may be granted an annual exemption from any or all provi;i&‘és of this policy by the
Chief Quality and Regulatory Officer. Business Unit must providé appropriate
documentation demonstrating either that a logical rationale egists for exemption from any
part of the policy, or that there are currently no unapproved lises in the United States of
the Business Unit's approved or cleared U.S.-commercialiyavailable products.
. £
BIBLIOGRAPHY: i
o Federal Food, Drug, and Cosmetic Act, § SQ%%a 21 C.F.R. Part 99, "Dissemination
of Information on Unapproved/New Uses for Marketed Drugs, Biologics, and
Devices; Final Rule." N
L2
+ Washington Legal Foundation v. Frieg!;i%n, 13 F.Supp 2d 51 (D.DC. 1998)
extended sub. nom. Washington ngﬁf Foundation v. Henney, 202 F.3d. 331 (D.C.
Cir. Feb. 11, 2000). A
o
* “Decision in Washington Legqﬁféundation v. Henney, Notice,” 65 Fed. Reg. 14286
{Mar. 18, 2000).

P

» FDA's Preparing Noticeés of Availability of Investigational Medical Devices and for
Recruiting Study Sub{%c s (March 19, 1999).

« Medtronic Business'Conduct Standards 3, 6 and 8.

RESPONSIBILITY:

The Business{r anagement is responsible for implementation, training, and
compliance with this policy.

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000200
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SCOPE:
Medtronic Organizations who distribute product information in the USA on Me(ﬁ&xc
commercially available products in the USA.

PURPOSE: .
To establish consistency in the dissemination of information on unapprqueﬁ or uncleared
uses of Medtronic's commercially-release-approved products to non dtronic health
care professional or third-party payers.

GUIDANCE:
1. Business Unit policies/procedures that address the Office of Medical Affairs (“OMA”
function should include the following elements:
A. OMA is primarily responsible for all forms of interacf gp*s and communications with the

meadical community on unapproved uses, mciudmg e dissemination of articles and
reference texts on unapproved uses in accordal e with BU SOPs.

B. OMA will have advisory responsibility in the design and implementation of SOPs
regarding provision of information on unapp@ved uses in other areas.

C. OMA will have input in the decnston t : fund third-party research requests, (2}
sponsor articles by third parties, or (Ii*}\m‘host Medtronic-consultative meetings that may
include unapproved uses,; & N .

kY

D. Business Unit Legal Counsel's %aew and approval is required for OMA’s proposed
affirmative dissemination of a(géles on unapproved uses, sponsorship of seminars,
the grant of research fundsw hosting of consultative meetings, when any of these
relate to unapproved uses:wm require; and

E. Prohibition of all Medtr?g}?sc personnel, including consultants, from using any dinner,
meeting or other opfertunity for the purpose of promoting products for unapproved
uses.

il. Business Umt polms/procedures that address the provision of articles or other written
information in mﬁonse to Unsolicited Requests should include the following elements:

A. the wrmeﬂ or oral request must specifically express interest in receiving materials
about p‘amcuiar subject or by title;

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rufe XXIX MSD-RO21612-000203
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™
i. requirements that OMA ensure that the information or materials are truthful-not

misleading, and fairly balanced and have scientific and/or medical validitye-"

it. requirements that written records of unsolicited requests and respo‘ms@" be

maintained; and

il

a. states the materials contain iformation on unapproved
been approved/cleared by FDA;

%
3

o
requirements that written materials be prominently stamped wi;gf!anguage that:

\ie%s that have not

G
b. states the materials are provided by Medtronic ingré‘s;?onse to an unsolicited

request; and

#

¢ discloses if Medtronic provided financial sup&m related to the article or

information.

o \;‘
{11, Business Unit written policies and/or procedures {hat address Medtronic-Supported

Third-Party Medical Edugation should includ

A, As a condition of support, a Medtronic-
provider must disclose the financial e
presenters, and the products discussed;

he following elements:

ported third-party medical education
onships between and among Medtronic, the

B. The activity must be educationaiiﬁ?one and nature and does not have as a

predominant focus unapprovgtji:u es;
3

C. The third-party provider mgﬂé’ebe independent and have control over decisions
regarding the content of %?%e program and the selection of speakers, presenters,

moderators and invita*e& TEQ
el

N
D. All support must by giécumented in a written agreement; and

e . L K
E. Sales personnggﬁust not be involved in the determination of company sponsorship of
third-party medlical education, except as permitted under Business Conduct
Standards@'and 8. Sales personnel may make suggestions and provide background

informg@iop”io decision-makers.

o - . .
F. Thes@@‘men policies and/or procedures may also provide that a business may

providg;;sfiggestions on topics, speakers, or attendees, if.

he Business Unit’s activity is limited to responding to unsolicited requests for

such suggestions;

. ii. The Business Unit suggests muitiple speakers and/or topics with disclosure of any
relationship to Medtronic;

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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iv. Such requests and responses are properly documented.

IV. Business Unit written policies and/or procedures that address funding of _@;j@_’m sparch and

Medtronic Confidential - Provided to the Committea on Finance Pursuant to Senate Rule XXIX

publications on unapproved uses should include the following ele:men\gs%tm«f$
e

e g@sults,
B. Prohibit Medtronic from requiring or compensating a researcg@ to speak about or
broadly disseminate research findings prior to FDA approvgil:@f the unapproved uses,
other than providing a report of publishable quality to Medtranic and/or a peer-
reviewed journal for publication. If the researcher wishesto speak or otherwise
disseminate research results without Medtronic’s sugﬁ;ﬁﬂ. s/he may do so; and
N

A. Require disclosure of Medtronic support in any publication of th

C. Prohibit Medtronic from requiring or compensating & researcher’s involvement in
promotional activities related to the subject of.the. tesearch before FDA approval of
the unapproved use except as permitted by FDA's Preparing Notices of Availability of
Investigational Medical Devices and for Re{,:&?iting Study Subjects (March 19, 1998).

D. Prohibit ait Medtronic personnel from fmémg research or publications for the purpose
of promoting products on unapprove S,

. Business Unit written policies and/o
boards; consultant meetings, or,
discussion groups on unapproyed uses should provide:

A. Prior approval by BU Le
unapproved uses;

gﬁi*bf Medtronic’s dissemination of information on

B. Invitees must be fi d in size to those necessary to achieve the purpose; and

C. The purpose, a&:ﬁwty, need for the information gathered, and intended use must be
documented.

TN
D. Prohibition’ef all Medtronic personnel from utilizing such meetings and groups for the
purpese of promoting produsts on unapproved uses.

MSD-RO21612-000205
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Luann Pendy CQRC Quatity ’ 12i21/2009 11:08:03
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SCOPE:

Medtronic Organizations and entities (e.g., Business Units or independent distripgfors
who exclusively distribute for Medtronic) that distribute product information in thg=U.S. on

Medtronic commercially available products in the U.S.

PURPOSE:

£

To establish requirements for the dissemination of medical and sciengiﬁ&d%formation on

unapproved or uncleared uses of Medtronic’s commercially-released
products or therapies to non-Medtronic health care professionals o1t
(collectively, “medical community”). M

POLICY:

o

pproved/cleared
ird-party payers

All Medtronic Business Units and entities that distribute prg %ct information in the U.S.

shall ensure that Business Unit procedures and policies g§§'vent the promotion of
approved or cleared Medtronic products and therapies for unapproved uses and describe
the process for dissemination of medical and sciergti@;ﬁhformation consistent with this

Corporate Policy.
DEFINITIONS:

Affirmative Dissemination: Proactive di%ﬁ%‘uﬁon of peer-reviewed journal articles or

reference texts that discuss unapproveds

is of approved products in the absence of an

Unsolicited Request, which Business 3 egal has determined is appropriate for

distribution consistent with this poticy@nd Corporate Legal guidance.

o

Responsive |nformationlMateq‘:a§%’°: Information andfor materials (such as unpublished
studies or articles, preSentatiegﬁ;s, hews articles, reference texts) that reference
unapproved uses of MedtroWommer‘cia"y available products and are provided to a
non-Medtronic health carewxg}m“}fessional or a third-party payer jn direct response fo an

5,

Unsolicifed Reguest,

Unapproved Uses
appmval/c!earance’:g

indication for use that is not covered by the existing regulatory

Unsolicited Raq est: A specific and independent request for information about
unapproved u\s*bs of Medtronic products made by a non-Medtronic health care
professionglpr third-party payer that was not initiated or prompted by Medtronic

personnehs’

Medtronic Confidential = Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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REQUIREMENTS:

1. Office of Madical Affairs (“OMA”"). R
a. Each BU must have an OMA function that is: o

i. amanagement level position that reports to BU Senior Manz{ég?%ent

ji. not subordinate to a Sales or Marketing Department or funatgon and

iii. must be authorized to review and approve all interactions‘arnd
communications with the medical community on unapproved uses,
including the dissemination of articles and reference @ds on unapproved
uses.

b. Business Unit policies/procedures that address the OMA&%ﬁnctton should include
the following elements:

i. OMA is primarily responsible for all forms of 15?‘73ract:ons and
communications with the medical community’on unapproved uses,
including the dissemination of arficles an@‘eference fexts on unapproved
uses and the response to unsolicited rgguests in accordance with the BU
SOPs;

ii. OMA must approve the developmen ’f“and smplementatxon of SOPs
regarding provision of informatiop‘eni unapproved uses in other functional
areas;

ili. OMA will have input in decsstaﬂ‘s’to (1) fund third-party research requests,
related {o unapproved us approved products, (2) support articles by
third parties, or (3) host I@éﬁimmc—consu“atwe meetings that discuss
unapproved uses; and

iv. A prohibition of ali Med‘tfomc personnel, including consultants, from using
any dinner, meetmg gr “other opportunity for the purpose of promoting
products for unap?_roved uses.

2. Affirmative Disseminati n; “Wwritten procedures must address affirmative distribution of
peer-reviewed articles aritireference texts on unapproved uses.

a. The procedures, @ust require that the affirmative dissemination be conducted only
in limited c;rcmizs’(ances where such dissemination has a public health value to
healthcare g!éféssxonals and/or patients.

b, The precedares must require that affirmative disseminations be documented,
includingithe date of dissemination, the articles disseminated, and a list of
recnp;ep

. Affi I‘Mative disseminations require OMA approval

ative disseminations must include disclosures that: (1) states that the
waterials contain information on unapproved uses that have not been
provedicleared by FDA; (2) notes that insurers may or may not cover all uses
described in the article and that it is advisable to confirm coverage with carriers
before filing claims; and (3) discloses if Medtronic provided financial support
related to the article or information.
. Dissemination of articles and texts on unapproved uses should be performed by
OMA in a nonpromotional manner.

= 4
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. Business Unit Legal Counsel's review and approval is

regtdred for OMA's

praposed affirmative dissemination of articles on unapproved uses.

3. Unsolicited Requests: written policies and/or procedures must provide a procfg\s“*s for
responding to Unsolicited Requests for articles or other materials on unapproxre uses

that include the following elements:

a. The written or oral request must specifically express interest in rec?tvmg materials

about a particular subject or by ftitle;

b. Responsive information/materials must be issued by the OMQ&ma non-
promotional manner and sales and marketing personnel mughbe prohibited from
providing responsive information/materials to medical comm mty, and

¢. Procedures must be established for fulfilling such requegsﬁhat include:

i. Requirements that OMA ensure that the infornatién or materials are
truthful, not misleading, and fairly balanced né‘*have scientific and/or

maedical validity;

ii. Requirements that written records of Uns@\mﬂed Requests and responses

be maintained;

fii. A requirement to periodically audit tzze tecords of Unsolicited Requests and

responses; and

iv. Requirements that written materi Qbe prominently stamped with language
or include a cover letter that; {1) 5 tates that the materials contain

information on unapproved usy
FDA, (2) states the material&:e

hat have not been approved/cleared by
-ére provided by Medtronic in response to an

unsolicited request; (3) na‘fels that insurers may or may not cover all uses
described in the article eﬁé\d that it is advisable to confirm coverage with
carriers before filing q)a,ims and (4) discloses if Medtronic provided financial

support related to 1{1 farticle or information,

4. ‘Medtronic-Supported Thlrgg‘f'ﬁrty Medical Education: written policies and/or
procedures must ensure that Medtronic-supported third-party medical education involving
unapproved uses is bonafide and independent and must include the following elements.

a. As a condition of $upport, a Medtronic-supported third party medical education

the presen em“ and the products discussed;
b. The activityttiust be educational intone and nature;

‘tlose the financial relationships between and among Medtronic,

c. The thtgct»p rty provider must be independent and have control over decisions
regardmg the content of the program and the selection of speakers, presenters,
modexators and invitees. Business Unit policies and/or procedures must address

1t for non-accredited third-party medical education, and require an

aSs“‘éssment of the third-party provider’s independence and control;

iPhe Business Unit must evaluate the agenda for the program, and the proportion
-of the program devoted to off-label uses when deciding whether or not to fund the
program;

< @. The Business Unit may not provide suggestions to the CME provider on topics,

speakers or attendees for the CME program, even if requested by the CME

Medtronic Confidential - Provided to the Committee on Finarice Pursuant to Senate Rule XXIX
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provider, and may not review program content (other

of the program; even for factual accuracy;

All support must be documented in a wiitten agreement; and "

g. Sales personnel must not be involved in the determination of company ¢y
sponsorship of third-party medical education, except as permitted undgc Business
Conduct.Standards 3 and 8. Accordingly, sales personnel may magga‘;jshggestions
and provide background information to company decision-makers.., ™

sl

P

N
5. Medtronic-implemented Training and Education on Medtronic Pﬁdunts: written
policies and/or procedures must K

a. Prohibit the inclusion of unapproved uses in agendas and piepared content of
Medtronic-sponsored fraining on commercially availab!eﬁ. ~approved products,
except as permitted for training clinical investigators jmelinical studies;

b. Prohibit Medtronic personnel from answering unsolg@féd questions on unapproved
uses of approved products that are posed during Medtronic-sponsored training
and education on Medtronic prodiicts, except aspe&rmitted in Corporate Legal
guidance. This prohibition does not apply to §§§ﬁdas for training clinical
investigators in clinical studies or in physiciandraining when a product approved
for a general use is unable to be demonsggfied without showing a specific use;
and o

¢. Require Business Unit Legal Counsel’s ‘réview and approval for support for
seminars when it relates to unappro‘:g%éf uses.

8. Research and Publication Strategiestwritten policies and/or procedures must
explicitly prohibit sales personne! inv&ﬁément in the determination of funding allocation
for research and publication by now dtronic personnel or entities on unapproved uses,
including physician-sponsored stlidies, consistent with the requirements of Business
Conduct Standards 3 and 6. Sget;ﬁ’po!icies/procedures may permit sales personnel to be
involved in this process only-# he extent necessary o supply information about
researcher qualifications o;j\‘herest to decision-makers. Written policies and procedures
must also include the follalying elements:

a. Explicitly prohibggjgl! Medtronic personnel from funding research or publications for
the purpose ogg\gmmoting products on unapproved uses;
b, Require disé@Sure of Medtronic support in any publication of the results;
c. Prohibit Mgi@t’ronic from requiring or compensating a researcher to speak about or
broad!x%%;sﬁeminate research findings prior to FDA approval of the unapproved
uses, ofhter than providing a report of publishable quality to Medtronic and/or a
peq;;g@viewed journal for publication. If the researcher wishes to speak or
otgg&wise disseminate research results without Medtronic’s support, s/he may do

SO .

Brohibit Medtronic from requiring or compensating a researcher’s involvement in

promotional activities related to the subject of the research before FDA approval of

the unapproved use except as permitted by FDA's Preparing Notices of Avaifability

of Investigational Medical Devices and for Recruiting Study Subjects (March 19,

1999);

Medtronic Confidential - Provided to the Committes on Finance Pursuant to Senate Rule XXIX MSD-R021612-000212
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. EXprcilly-p . aiers
from providing writing assistance on publications that are on unapproved usos of
approved products. This prohibition does not apply to publications on stum
conducted under 21 C.F.R, Parts 312 or 812;

f. Explicitly require appropriate disclosure of an employee's or medical wﬂér s
contribution (authorship or contributorship) according to the interna] al
Committee of Medical Journal Editors (ICMJE) requirements for disciosure in
publications. This includes where Medironic funds a third pai ‘&honsored
research program {e.g., physician-sponsored) on unapprovedgises to be
conducted under 21 C.F.R. Parts 312 and 812 and the thu‘d Q@ﬂy contracts with a
medical writer to draft publications; and

g. Require Business Unit Legal Counsel and OMA review aﬁ@ approval for the
proposed grant of research funds when it relates to wﬁp%roved uses.

7. Physician Advisory Boards, Consuitant Meetings, Retnhdtables or Discussion
Groups: written policies and/or procedures must prohibitthe use of physician advisory
boards, consultant meetings, roundtables or d)scuss‘,@a‘gmups to promote unapproved
uses and must include the following elements;

a. Require Business Unit Legal Counsel and @MA review and approval to host

consultative meetings, when it relates t napproved uses,

b. Require Business Unit Legal Counsel a?i OMA review and approval of
Medtronic’s dissemination of mformgnﬂn on unapproved uses in conjunction with
the meeting;

. invitees must be limited in numbé\&‘tc those necessary to achieve the purpose; and

. The purpose of the meeting, af&escnpt;on of the activity, the business need for the

information gathered, an eﬂded use of the information must be documented.

o0

8. Notices of Availability: Notxc¢§ Availability, which are notices to recruit clinical
investigators or subjects for, eﬁmcal trials, may not be used as a vehicle for promotion of a -
product for unapproved uses,"but may be used if there is a bona fide need for recruitment
of additional clinical invesﬁg'ators or subjects for an open study.

9. Training: Written policies and/or procedures must require training on the Corporate
Policy and Busines’i?ﬁnit policies and procedures and include the following elements: .

a. Trainin, é:t%i'nitia! hiring and annually for Sales and Marketing personnel and all
other emiployees who interface with the medical community or have responsibility
for o Qpanng or reviewing outward-facing materials;

ping at initial hiring and annually for ali other personnel as determined by the

BY: based on a risk assessment by the BU;

raining must include product specific information‘ as determined by the BU,

ased on risk assessment; '

=d. The BU must identify in the training plan a method for evaluating the effectiveness

of training, e.g., via a quiz or follow-up sampling; and

. An assessment of compliance to the training requirements of the policy and to the

training plan.
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%
10.Exemption: Permanent exemptions to Corporate policies shall not be granted. A
Business Units may be granted an annual exemption from any or all provisions Qﬁ\?\is
policy by the Senior Vice President of Global Regulatory Affairs. Business Unitmust
provide appropriate documentation demonstrating either that a logical mtionpfeﬁ\axists for
exemption from any part of the policy, or that there are currently no unappfoved uses in

the United States of the Business Units approved or cleared U.S.-commerciaily available
products, &

RESPONSIBILITY: N

The Business Unit Management is responsible for implemegza;"i‘én, training, and
compliance with this policy. '~

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000214
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SCOPE: 4
Medtronic Organizations and entities (e.g., Business Units or independent distributors
who exclusively distribute for Medtronic) that distribute product information in 4 .S.on
Medtronic commercially available products in the U.S.

PURPOSE: o .
To establish requirements for the dissemination of medical and scientifigiformation on
unapproved or uncleared uses of Medtronic's commerciaily-rek d-approvedicl d
products or therapies to non-Medtronic health care professionals og;ﬁird-party payers

(collectively, “medical community”). o3

POLICY: P
All Medtronic Business Units and entities that distribute protigct information in the U.S.
shall ensure that Business Unit procedures and policies prgvent the promotion of
approved or cleared Medtronic products and therapies %imappmved uses and describe
the process for dissemination of medical and scientifigibformation consistent with this
Corporate Policy. B

RESPONSIBILITY: £
The Business Unit Management is responsiblefor implementation, training, and
~ compliance with this policy. &,

DEFINITIONS: , “{;M
Affirmative Dissemination: Proaq@iff;gw distribution of peer-reviewed journal-articles or
reference texts that discuss unag;?jp?zed uses of approved products in the absence of an
Unsolicited Request, which OMAs#h consuitation with Business Unit Legal, has
determined is appropriate for g‘@:ﬂbution consistent with this policy and Corporate Legal
guidance. EN
.
Responsive Information/Materials: Information and/or materials (such as unpublished
studies or articles, pregentations, news articles, reference texts) that reference
unapproved uses cf_\&fé*dtronic commercially avaifable products and are provided to a
non-Medtronic hqa&{x“care professional or a third-party payer jn direct response fo an

Unsolicited Regg‘s?t.

%,
Unapproved.Uses: An indication for use that is not covered by the existing regulatory

U_nsoliégted Request; A specific and independent request for information about
unappfoved uses of Medtronic products made by a non-Medtronic health care
prﬁ@ésional or third-party payer that was nof initiated or prompted by Medtronic
ﬂgérsonnel.
£ Ve
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1. Office of Medical Affairs (“OMA”}.
a. Each BU must have an OMA function that is:

i,
il.
iii.

a management level position that reports to BU Senior Managéﬁ(nent

not subordinate to a Sales or Marketing Department or funchiGa; and
must be authorized to review and approve all interactions,afd
communications with the medical community on unappm@“d uses,
including the dissemination of articles and reference te@% on unapproved
uses. o &

b. Business Unit policies/procedures that address the OMAﬁznctxon should include
the following elements:

fil.

OMA is primarily responsible for all forms of m&éracﬂons and
communications with the medical commumg@n unapproved uses,
including the dissemination of articles and.feference texts on unapproved
uses and the response to unsolicited req&hsts in accordance with the BU
SOPs;

ii. OMA must approve the deve)opmeﬁ&(ahd rmplementanon of SOPs

regarding provision of mfdrmatlon an unapproved uses in other functional
areas;

OMA will have input in de0|sm@§to (1) fund third-party research requests,
related to unapproved usesmﬁéppmved products, (2) support articles by
third parties, or (3) host Ma&!mmc—consu!tauve meetings that discuss
unapproved uses; and &

. A prohibition of all Medﬁ;mmc personnel, including consultants, from using

any dinner, meetin groother opportunity for the purpose of promoting
products for unapp ved uses.

2. Affirmative Dtssemmatlon&”svmtten procedures must address affirmative distribution of
peer-reviewed articles and teference texts on unapproved uses.

a. The procedures gzy?;t require that the affirmative dissemination be conducted only
in limited circymstances where such dissemination has a public health value to
healthcare préiessnona)s andfor patients.

b. The proceﬁ&es must require that affirmative disseminations be documented,

mc!udmg date of dissemination, the articles disseminated, and a list of
recipienis
c. Affi atlve disseminations require OMA approval.

d. Affi

fative disseminations must include disclosures that: (1) states that the

! éteria!s contain information oh unapproved uses that have not been
proved/cleared by FDA; (2) notes that insurers may or may not cover aluses
“described in the article and that it is advisable to confirm coverage with carriers
before filing claims; and (3) discloses if Medtronic provided financial support
related to the article or information.

e. Dissemination of articles and texts on unapproved uses should be performed by
OMA in a nonpromotional manner.
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f. Business Unit Legal Counsel's review and approval is required for OMA’s N
proposed affirmative dissemination of articles on unapproved uses. Q:“

3. Unsolicited Requests: written policies and/or procedures must provide a prog ’for
responding to Unsolicited Requests for articles or other materials on unappm uses
that include the following elements:

a. The written or oral request must specifically express interest in recéui}ng materials
about a particular subject or by title; (9

b. Responsive information/materials must be issued by the OMA*«@S&’ non-
promotiohal manner and sales and marketing personnel mus&b@ prohibited from
providing responsive information/materials to the medical cofmunity; and

¢. Procedures must be established for fulfilling such reque%@iﬁat include:

i. Requirements that OMA ensure that the infon ath or materials are
truthful, ot misleading, and faidy balanced and;have scientific and/or
medical validity, Jes]

ii. Requirements that written records of Unsolicited Requests and responses
be maintained;

ii. A requirement to periodically audit thg
responses; and

iv. Requirements that written materiajs-be prominently stamped with language
or include a cover lefter that: (1) %,‘t?ites that the materials contain
information on unapproved uses; that have not been approved/cleared by
FDA, (2) states the materlals‘?are provided by Medtronic in response to an
unsolicited request; (3) n wthat insurers may or may not cover all uses
described in the article aj«jﬂ hat it is advisable to confirm coverage with
carriers before filing c!aﬂ‘ms and (4) discloses if Medtronic provided financial
support related to article or information.

ws?

4, Medtronic-Supported Thsrd-@mty Medical Education: written policies and/or
procedures must ensure tha&iv{edtromc-supponed third-party medical education invoiving
unapproved uses is bona fide and independent and must include the following elements.

a. As a condition of:gupport, a Megtronic-supported third party medical education
provider must ose the financial relationships between and among Medtronie,
the presenters‘and the products discussed;

. The achwtx@ﬂst be educational in tone and nature;

. The th|rd\-1gahy provider must be independent and have control over decisions
regarding the content of the program and the selection of speakers, presenters,
moderators and invitees. Business Unit policies and/or procedures must address
suppbrt for non-accredited third-party medical education, and require an

gsié‘essment of the third-party provider's independence and control;

e Business Unit must evaluate the agenda for the program, and the proportion
3f the program devoted to off-label uses when deciding whether or not fo fund the
program;

. The Business Unit may not provide suggestions fo the CME provider on topics,

speakers or attendees for the CME program, even if requested by the CME

ords of Unsolicited Requests and

g

oo
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provider, and may not review program content (other than the agenda) in advagﬁé
of the program; even for factual accuracy;

f. Al support must be documented in a written agreement; and

g. Sales personnel must not be involved in the determination of company .2
sponsorship of third-party medical education, exceptas permitted undexBusmess
Conduct Standards 3 and 8. Accordingly, sales personnel may maks&uggeshons
and provide background information to company decision-makers. w3

m
5. Medtronic-implemented Training and Education on Medtronic Prgducts written
policies and/or procedures must

a. Prohibit the inclusion of unapproved uses in agendas and prépared content of
Medtronic-sponsored training on commercially available l@% -approved products,
except as permitted for training clinical investigators in. glﬂihlcal studies;

b. Prohibit Medtronic personnel from answering unsolsdﬁéd questions on unapproved
uses of approved products that are posed during N@tromc«sponsored training
and education on Medtronic products, except asggrmxtted in Corporate Legal
guidance. This prohibition does not apply to agg;ndas for training clinical
investigators in clinical studies or in phys1c:ag§§ramsng when a product approved
for a general use is unable to be demonstmied without showing a specific use;
and

¢. Require Business Unit Legal Counsel’ sa;éwew and approval for support for
seminars when it relates to unappro uses.

6. Research and Publication Strategies -written policies and/or procedures must
explicitly prohibit sales personnel mvglgément in the determination of funding aflocation
for research and publication by non-Mettronic personnel or entities on unapproved uses,
including physician-sponsored studiés,, .consistent with the requirements of Business
Conduct Standards 3 and 6. Suéhfpohmes/procedures may permit sales personnel to be
involved in this process only taghe extent necessary to supply information about
researcher qualifications or interest to decision-makers. Written policies and procedures
must also include the folloWing elements:

a. Explicitly prohnbltuaTMedtronec personnel from funding research or publications for
the purpose of E?amotmg products on unapproved uses;

b. Require dlsslagnre of Medtronic support in any publication of the results;

¢. Prohibit Medtronic from requiring or compensating a researcher o speak about or
broadly dus minate research findings prior to FDA approval of the unapproved
uses, oﬁ@er than providing a report of publishable quality to Medtrenic and/or a
peer-revlewed journa! for publication. If the researcher wishes to speak or
othewvxse disseminate research results without Medtronic’s suppont, s/he may do

sy
d. E’mmbxt Medtronic from requiring or compensating a researcher’s involvement i in
romotional activities related to the subject of the research before FDA approval of

e “the unapproved use except as permitted by FDA's Preparing Notices of Availability
v of Investigational Medical Devices and for Recruiting Study Subjects (March 18,
b 1998);
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e. Explicitly prohibit Medtronic employees and Medtronic-contracted medical writg§
from providing writing assistance on publications that are on unapproved usés-

approved products. This:prohibition does not apply to publications on stuc;ig”s“‘
conducted under 21 C.F.R. Parts 312 or 812; :@:“’

f. Explicitly require appropriate disclosure of an employee's or medical WQI@'S
contribution (authorship or contributorship) according to the lntema}i Ji
Committee of Medical Journal Editors (ICMJE) requirements for disclasure in
publications. This includes where Medtronic funds a third party—ggf"gnsored
research program (e.g., physician-sponsored) on unapproved uses to be
conducted under 21 C.F.R. Parts 312 and 812 and the third piifty contracts with a
medical writer to draft publications; and R

g. Require Business Unit Legal Counsel and OMA review an@%pproval for the

proposed grant of research funds when it relates to l{%a roved uses.

Ay 5

7. Physician Advisory Boards, Consultant Meetings, Roul mtables or Discussion
Groups: written policies and/or procedures must prohigag,‘ e use of physician advisory
boards, consultant meetings, roundtables or discussiqrggroups to promote unapproved
uses and must include the following elements: . Lo

" a, Require Business Unit Legal Counsel and A review and approval to host
consultative meetings, when it relates to ynapproved uses;
b. Require Business Unit Legal Counsel afid"OMA review and approval of
Medtronic's dissemination of informatipn on unapproved uses in conjunction with
the meeting; i

. Invitees must be fimited in numbe:&:;to those necessary to achieve the purpose; and

. The purpose of the meeting, a dscription of the activily, the business need for the

shded use of the information must be documented.

2.0

information gathered, and int

8. Notices of Availability: Noti f Availability, which are notices to recruit clinical
investigators or subjects for cliffeal trials; may not be used as a vehicle for promotion of a
product for unapproved uses\;‘fﬁht may be used if there is a bona fide need for recruitment
of additional clinical inve.g&ig;ators or subjects for an open study.

9. Training: Wiitten pqli@i@% and/or procedures must require training on the Corporate
Policy and Business@at policies and procedures and include the following elements:

a. Trainingﬁa}@hitial hiring and annually for Sales and Marketing personnet and all
other employees who interface with the medical community or have responsibility
for preparing or reviewing outward-facing materials;

- b, Tqamg at initial hiring and annually for all other personnel as determined by the

B ased on a risk assessment by the BU;

c. ining must include product specific information, as determined by the BU,
ased on risk agsessment; 7’
The BU must identify in the training plan a method for evaluating the effectiveness
of training, e.g., via a quiz or follow-up sampling; and
" e. An assessment of compliance to the training requirements of the policy and to the
training plan.
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Revision Date
A 6 April 2008 :

2.0 Mlgrahon o MRCS et

3.0 21 Dec 2009 Incorporate gu:dance into policy, amend CME requ:regrﬁ?ents to
yafipet ACCME ravisicng, stratily the tralning requxﬁaﬂﬁntﬁ
includs a profibiion on employees of MUYF «rcntm@ted madiosl
writérs providing medical wiiting assistance oh WA articles,
provides paramsters for aflirmative dtsssmmaﬁgm, and parallels
the alfirmative dissemination discldswe feqm{emems e
unsolicited request disclosure reguireme

4.0 Removed Exemption section because r,é\ﬂ!sed Corporate Policy

001 addresses an sxgaplion and dggig‘@ N (HOsess.
e

P

Owner: Susan Alpert

Department: Corporate Regulatory Al
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Global Policy
Document ID: POoog {\T
Version: A ‘gﬁ.

Effective Date: 8/6/10 .

Scientific Publications Policy Related to MSB-Sponsored Research n::}\
Y

The purpose of this document is to set mini qui for of scientific i.e., non»mﬁpﬁonal) Requests
for Publications and Publications related to research (clinical, pre-clinical, and non-clinical) sponsored.gl SB.

This policy applies to all MEDTRONIC employees.

The information in this document applies to requests for Publications and Publications ¢#ated to research (clinical (including
health economics), pre-clinical, and non-clinical) sponsored by Medtronic Spinal & Biﬂwirs (MSB) globally. Request for
Publication includes a request for research information and/or data analysis inteng,gh be used in a future Publication.
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Global Policy
Document 1D: PQoog

Version: A
Effective Date: 8/6/10

of Requests for Publications and Publications:

23 Reguests for publications and publications must follow written procedures for cross- fun{ﬂ?ha‘ review and approval
on scientific (i.e., non-promotional) Requests for Publications and Publications accordmgi’ﬁo ‘this Policy.

12 Review and approval will be required for both Requests for Publications and Publicag!g{%,

13 Review and approval must include the following at a minimum: g
> Clinical (for clinical data only) - for data accuracy, scientific rigor anﬂﬁontnbu‘uon technical use of product,

safety and human subjects’ protection, protection of coanewa.meormanon, and alignment with any
publication plans and processes established for a specifi ital study related to the Publication or
Request.

> Research and/or Development (for pre-clinical and mh&itm:a{ data only) - for scientific rigor and
contribution, technical use of product, protection of éﬁgl’sdennal information, alignment with research
strategy and animal protections where applicable. ™

> Legal - for compliance to applicable laws and busirig3s conduct standards (BCS), protection of confidential
information, and promotional claims or percepnan of ¢ promotional claims,
> Regulatory — for compliance to applicable pag ‘?atlons, unapproved use determination, protection of

confidential information, promotionat dlaj
regulatory filings andfor documents,

> Marketing (for dlinical data only) - for g
Publications Plan (SPP) from the Gl
information.

> Reimbursement {for clinical da*:ggply) — for alignment with Reimbursement Strategy, and protection of
confidential information. o

perception of p ional claims, and consi with

R
nment with business strategy and any applicable Global Strategic
emmercialization Process (GCP), and protection of confidential

1.4 The following information is requirer}tét"\f% minimum to conduct a review.

141 Request for Publicatiol

(e.g, i physician) identification information
Description oftheg&bosal for publication (i.e., specific publication plan)
Publication targ@it;yr use of data (i.e., journal, meeting, data use)
Description oféhy data required and origin {e.g., specific studies) if applicable
trtended pa?‘ac?patson or contribution of any MSB employees or requested services (e.g., data analysis,
writing) wk

¥YVYVYVY

It is determined by any reviewer that the Publication would or may appear to be for the purposes of
promoting unapproved uses or inducing or rewarding the use of Medtronic products, or is otherwise in
violation of the BCS or any applicable laws,

7 w,,« Relationships to MSB must be transparent in resulting Publications, including the proper disclosure of MSB
employee participation as authors or contributors. Specific relationship information and formatting should be driven
by the specific journal or other publication specmcatnons or according to International Committee of Medical Journal
Editors (ICMIE) Uniform Requir for Submitted to fical Journals: Ethical Considerations in the

Confidential ~ This document is electronically controlied, Printed copies are considered uncontrolled.

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-RO21612-000226



66

Global Policy
Document ID: POooy
Version: A

Effective Date: 8[6[1?

2.1

2.2

23
2.4

3.2

Conduct and Reporting of Research: Autharship and Contri hip (Guideli
no identified publication specifications for transparency.

MSB Employee involvement in Publication Projects

Multiple Medtronic functions including Clinical, Medical Affairs, Research, Developmem Re»mbursement,
Communications, and Marketing, but not Sales, may initiate a Request for Publication, g

Clinical, Medical Affairs, Research, or Development employees may serve as authors of cg @butofs on Publications
related to Medtronic-sponsored research according to the ICMIE Guidelines (see www.kg;élg org):

» Employee participation must be approved as part of the review and apéﬂ‘bva] process for the specific
Regquest for Publication

> Employee participation must be transparent with proper dusclosu%
resulting Publications )

Fany conflicts of interest within

Marketing and Sales may not participate as authors or contributors on Pub e

Multiple Medtronic functions including Clinical, Medical Affairs, Respa ch Development, Reimbursement, and
Marketing, but not Sales may initiate a Request for Publication

2.4.% Marketing is aceountable for the Global Strategic Publf&. xon Plan (SPP) for a MSR productitherapy in the
Global Commercialization Process (GCP). Internatighal Marketmg will provide input to the Publication
ptans; however, Clinical, Research, and ReimburiEgient are ible for compk of the plans
comprising the SPP: h

> Clinical is responsible for clinical study Public fans,

» Research {or Development} is responsib@m{ pre~clinical and non-clinical publication plans, where
applicable.

> Reimbursement is responsible for heaIg\m;tonomlcs Publications plans.

Non-MSB Employee Part:cnpagio?mn Publications Pro;ects

Neon-MSB authors on Publications rela{gd to Medtronic-sponsored research must be in accordance to the ICMIE

Guidelines (see www.ICMJE.org); resb\(

iy publications must include the proper disclosure of any conflicts of interest
within. .

A legal agreement must be m)gjébe to address the use of MS8 research data and cover rights and obligations related
to the Publication effort. Thisfiay be incorporated in a clinical trials agreement, research agreement or consuiting
agreement for other relatad<dnsulting or research services. At a minimum, the agreement should address:

> financial compensation for Publication writing or editing activities for health care
prm‘essmnaﬁ‘{ Ps)or health care organizations {(HCOs), where applicable (see ftem 3.3. below)

> Right and abligation for MSB to review and comment on the Publication prior to release, for technical
accuraEVand protection of confidential information

> Transp y requil on disclosure of d ip to MSB (see item 1.7. above)

MSB will ‘2 ially ¢ health care pr ! (HCPs) or health care organizations (HCQs) for writing

or edstmg@itw:t:es on a scientific Publications related to research sponsored by MSB. A Publication may serve as a
milestode Yor payment in an agreement, but there must not be any financial compensation in the budget for writing
or eﬂ\&ng activities. A legal eparate of in; into an including other services) muyst
cwh?ﬁhe rights and obligations of the parties even though financial ¢ ion is not provided,

4 g %Requirements Specific to Clinical Requests for Publications and Publications

- Clinica} Research andjor Medical Affairs will manage the development, review and approval process for Publications

and Reguests for Publications related to dinical studies independent; these individuals will be responsible for
publication development and should fully meet the ICMIE criteria for authorship as discussed above.
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Global Policy
Document ID: POooy,

Version: A
Effective Date: 8/6/10

Scientific Publications Policy Related to MSB-Sponsored Research

4.2 Timing on release of clinical Publications and the specific business review process to be followed depen&gx,cm the
type of Publication and follows only after review and approvsl as described in Section 1. \»

%23 Notice of Availability (NQAY: NOAs may be released for recruitment of investigators or po&g}?ml subjects
and enly after IDE/IND approval and registration in ClinicalTrials.gov. NOAs must be revigwed through the
Clinical work instruction CLogo, Review and Approval for Clinical Data Publications arg,g?tﬂe policy QMaa,
Promotionat Materials Policy. %,

R

422 ClinicaiTrials.gov Registration and Results Information: Per regu!atmns (e FDAAA 2007) and
ClinicalTrials.gov requi ion must be reviewad through the apphcab!e Clinical work

instruction, CLoso, Review and Approval for Clinical Data Publications.

4.2.3 Prass Release;

4233 Press releases will be allowed, but not required, follow&;j estones of IDEfIND approval,
enrollment initiation or cassation, FDA Panel review, PMA/NDA/BLA spproval. Other milestones
may be consi d, but only as app: d through the p ions review procass,

42.3.2  Press releases related 1o MSB IDE/IND clinical stud
or unapproved uses for approved products will be |

westigational) involving novel products
d tor

v

Enroliment initiation,
> Announcement of publication of the overall study results in a scientific journal (or interim
Pyblication if part of a study-specific Publicatidn ptan), and

4.2.33 FDA approval.

4.2.34 Pressreleases must be ials Policy.

-
gstion plan and process established for a specific clinical study.

G2 Abstract{Poster: According to any pul
& d through Close, Review and Approval for Clinical Data

Original abstractsy must be
Publications,

42,5 m;mﬂmnﬁwm According to a publication plan and process established for a specific
clinical study. Original manui;gppts must be reviewed through CLoso, Review and Approval for Clinical
Data Publications.

426 Qther (e.g., use of d¥te in an advisory meeting, investigator meeting, congress presentations, or
education program), - soch publications must be reviewed through ClLoso, Review and Approval for
Clinical Data Pubht}fjcns or OMz21, Promotional Materials Policy.

428427 in gen \'a? no Publications using data from a clinical study of a novel product or unapproved use
of an approveﬁ‘produc will be approved prior to the primary clinical study Publication unless part of 2
study- speaﬂ“cxmgubhcatlon plan {e.g., interim analysis, single-center data from a multi-center study, sub-
study pwﬁtaﬂon), driven by patient safety concerns, or other reviewed and approved data use situations.

43 Use of {e.g., dig zbution) a scientific clinical publication following initial review, approval, and release must be
reviewed forthe “new use” through QMza, Promotional Materials Policy.

5 Requirements Specific to Pre-Clinical and Non-Clinical Requests for Publications -

51 féséarch and Development (R&D) will manage the development, review and approval process for Publications and
-~ &ﬁequests for Publications related to pre-clinical and non-clinical research.

5.2, _)“““} Use of {e.g., distribution) a scientific pre-clinical or non-clinical publication following initial review, approval, and
release must be reviewed for the “new use” through OMz1, Promotional Materials Policy.

Page Sof 7
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Document 1D: POooyg
Version: A

Effective Date: 8/6/1

Scientific Publications Policy Related to MSB-Sponsored Research

Publication
Information and/jor data released to the public in any format (written or verbal) including Noti?s ofAvaxIabxhty {NOA),
registration and results information posting in a public registry {e.g.. clintrials, ClinTrials, @qi), press retease, abstract, scientific
journat article, or public presentation (e.g., script talking points, slide p ion) including, @ gator or other health care
provider (HCP} or other technical meetings. %

for P

(e.g., clinical study data).

Appiicable Business Procedures
All applicable MSB business procedures related to review and approval wﬁany seientific Publication as defined above.

Pre-Clinical and Non-Clinical Research
Applies to research that is not on live human subjects includin
cadaver research.

Release
Make public.

esting, computer modeling, laboratory, animal, and

QM2 F
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g
Version: A ‘3:_%‘
%

=
Version Originator Description of Change %u
¥
A Laurie Gray Initial Release. %, “ 8/6f10
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Global Policy
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Document ID: PO004
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Version: B +§
Effective Date: 11 Oct. 2011

&
Scientific Publications Policy Related to Medtronic-Sponsored Research {‘35)\
A

The purpose of this is to set minil i for of scientifi %S? {
Publicati and icati related to (clinical, pre-clinical, and finical) si red by Medtronic.
.

This policy applies to all MEDTRONIC employees.

The i ion in this applies to icati requests and i n}l@gu to (clinical (i
health economics), pre-clinical, and linical) ic Spinal (Me&fxd globaily. licati q
include requests for research information and/or data analysis intended to be W afuture publsca(ion.
oS
\
S
&
Ry
&
A
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Document 1D: PO004
Version: B

Effective Date: 1100t 2041 , ¥

Scientific Publications Policy Related to Medtronic-Sponsored Research M\w -

1.1 and icati must follow written procedures for cross-functi ng review according to
this policy.
1.2 Review and approval for publications and review of
13 Review and approval of publication requests and review of publications must inch{?@ he following at a minimum:
» For Clinicat Data Onty: .
< Clinical Research and Biostatistics - Review for data sraty, scientific rigor and
c C!inical Triat - Review for ical use ¢ safety and human subjects
ion of i iat information, B with any plans

and processes established.for a specific clinical st related to the publication or request.
© Heaith Ecoromlcs/Relmhursement - Review fog nment with Reimbursement Strategy and

of 2 M"%
» Legal - Review for D with i laws anth, iness conduct standards {8CS), protection of
confidential information, and pr i claims of ion of ional claims.
» Medical Affairs - oy
o Review for appropriate repr d gn‘E) ommunication of any unapproved use {if relevant}..

¢ Review for medical/clinical accuracy. fair balance.

© Review for sultammy/utllxty for saigatific di ination, § i i with
plan(s}, sci d busi strategy.
» Regulatory - Review for i i i use
p ion of idential i otionat claims or p ion of i claims, and
with regul;
» For Pre-clinical and Non-clinical Datg D

y
o Research and/or Deve{_ﬁment - for scientific riger and contribution, technical use of product,
protection of confidential information, alignment, with research strategy and animal
protections, whe;gvéx) icable,

1.4 The following information is vequired%{ 8 minimum to conduct a review,

14.1  Reqguestfor Pub(icali

> (e.g. investigator, physici

> Description of tf )amposat for publication {L.e., specific publication plan}
> Publication laggéﬁ)r use of data (i.e., joumal, meeting, data use)
» Description, njfany data required and origin (8. g specmc studies), if applicable
> Intended paricipation or contribution of any A P or d services (e.g., data
analys;é,@wﬁ(mg}
142 Puphcatnan the final draft icati or i ials, as
15 The outcome\ﬁf each review should be documented.
16 Appro ?ﬁ? publications requests or publications will automatically be Denjed where:
here is evi of i Sales i inthe ission or review process and/or
1t is determined by any reviewer that the publication would or may appear to be for the purposes of
promoting unapproved uses of inducing or r ing the use of or is otherwise in

violation of the BCS or any applicable laws.

17 x «f Medtronic will not provide funding or any other type of suppert for pubhcanons for the purpose of promoting
products on unapproved uses. This prohibition does not apply to i on studies o d under
regulatory approval {(such as 21 CFR Part 312 or Part 812).

Relat;onshsps to Medtromc must be transparent in resulting publications, mcmdmg the proper d»sc!osure of
par ion as authors or ci i . Specific { and
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Effective Date: 11 Oct. 2011

Scientific Publications Policy Related to Medtronic-Sponsored Research

should be driven by journal or other publication specifications, or according to Internationat Committee ij\é dical
EH

Journal Editors (ICMIE) Unfform Reguirements for Manuscnpts Submitted to B!omedncal joum thical
Considerations in the Conduct and Reportrng of horship and Contri see
WWWICMIE.org) where there are no i ffications for t
2 Medtronic Employee Involvement in Publication Projects
21 Clinical, Medical Affairs, and D Health e fatory
i sponsored

employees may serve as authors or contr\butors on ications related to
according to the ICMJE Guidelines (see .

211  Employee participation must be approved as part of the review and aj

publication request. &

5
212 Employee participation must be D with proper disclosu@
resulting publications.

| process for the specific

ny conflicts of interest within

2.4.3  Employees that meet authorship criteria according to ICMIE hes must be recognized as authors.

2.14.3.1 Ghost writing is strictly prohibited.

2.2 Employees who are authors or contributors on pubhcatlons may ‘;a%g\?@ to ensure the accuracy of pubhcatnons and
recommend publication edits to the Resuits, Di and G

23 Employees who are not authors or contributors on pup&%tmns may revsew to ensure the accuracy of
publications, with respect 1o the Background/Introduction, (Ve and Di ion, but may NOT

contribute 1o the Discussion.

24 Medtronic Personnel in Marketing or Sales danot author or i to icatit on Unapp .
Uses, Other Medtronic employees and medicat wri B ‘may provide writing assistance on publications regarding
uses of appl i the following conditions: 1) the data that is the subject of -

the publication is based en in vitro testing, a[gsmal testing, or human studies conducted under applicable
investigational Device Exemption |DE) regula?@)ns 21 CFR 812) or lnvestxgauonai New Drug (IND) regulations

{21 CFR 312}, 2) the publlcatlon is for i to a pi i journal; 3) the
information will add to sci K 4 ite., Is not repetitive of existing ications; 4) the Unapproved Use
discussed in the publication is the jubject of a Medtronlc research or evidence development effort on
products, i and B) par ic| in the i is s with other applicable corporate and
business unit publication policies™ § and any i disclosure {e.g. ICMJE} are

followed. Any such writing assxstemce must be approved by a publications committee that includes the groups
identified in section 1.3,

3 Non-Medtronic Em;z‘ vee Participation in Publications Projects

31 Non-Medtronic authors: on Pubhcatuons related to Medtronic-sponsored research must be in accordance with the
ICMIJE Guidelines (sae*@mgbﬂ_i&‘g[g)‘ resufting publications must include the proper disclosure of any conflicts
of interest withing. L.

3.2 A legal agreemem must be in place to addrass the use of Medtronic research data and cover rights and

obligations zglafed to the publication effort. This may be incorporated in a clinical trials agreement, research
nt oL for other related consulting or research services. At a minimum, the
&1 &hould include/addre:

\A Statement of No Financial Compensation for publication writing or editing activities for health care
* professionals (HCPs) or health care izations {HCOs), where i {see item 3.3, below}

The right and obligation for ic to review and on the ication prior to its release to
ensure technical accuracy and protemon of confidential information

Trar on of refationship to Medtronic {(see Section 1.7).

33 m} M will not fi i health care professionals {HCPs) or health care organizations (HCOs)
for writing or editing activities on scientific publications related to research sponsored by Medtronic. A publication
may serve as a milestone for payment in an agreement, but there must not be any financial compensation in the
budget for writing or editing activities.
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Scientific Publications Policy Related to Medironic-Sponsored Research NE;I‘

334 A legal agreement (separate or Incorporated into an agreement including other services) % fover
the rights and obligations of the parties even though financial compensation is not provided, #x’

4 Requirements Specific to Clinical Publications Requests and Pubhcatton{s

4.1 Chnlca! Reseamh and/or Medlcal Affairs will manage the development, review and ap,pioval pmces for
q and related to chmcal studles by ishing an b
Steering G ttee.  The F Steering C ponsi for
pubhcauon development,
4.2 Timing on the release of clinical publications and the specific business review proces {o'be followed depends on
the type of publication and occurs only after review and approval as described in S&g 1 of this policy.

421 Notige of Availability (NDA): NOAs may be released for i qf i or ial subjects
and only after IDE/IND approval and registration in ClinicalTrials.gév; NOAs must be reviewed through
the applicable werk instructions such as PLOA7, US ~ of/Fatient ¥ and the
policy QM21, Promotional Materials Policy. L

422  Clinicallrials.gov i ion _and Resulls
CliricalTrials.gov fequirements, information must be
Registration and Data Posting of Clinlcal Trials. -

423  Press Refease:

{e.g.. FDAAA 2007) and
wed through the procedure SP4.23,

s,

4231 Press releases will be allowed, but not ) ired following mil of IDE/IND approval,
enrofiment initiation or cessation, FI Panel review, PMA/NDA/BLA approval. Other
milestones may be considered, but only  Bs approved through the publications review process.

4232 Press releases refated to Medtrofi .DE/!ND clinical studies (investigational) invoiving novel

products or uses forapd wiil be fimited to:
s
> Enroliment mstuatyqﬁi
» Announcement oé’”f:ublcatlon of the overall study results in a scientific journal {or
interim i o, if part of a study-specifi ion plan), and
» FDA approval, 3
4.23.3 Press releases muﬁ:ﬁe i per QM21, P i Materials Policy.
424 Abstracy/Poster: Accordifg) Many ication plan and process established for & specific clinical study.
Original abstracts/postars must be reviewed through CLOBO, Review and Approval for Clinical Dats

Publications.

425 f icle: According to a publication plan and process established for a
specific clinical y. Original manuscripts must be reviewed through CLOBO, Review and Approval for
Clinical Data tions.
4251 Aqfhors are 1o submit ipts for ication in a timely manner,

4286 Other M}eé use of data in an advisory mesting, i i meeting, or
educat{o‘ﬁ program), Such publications must be reviewed through CLOSO, Review and Approvat for
Cllnig@ Data ¥ orQM2i, Poliey.

4.3 in generala publications using data from a clinical study of a novel product or unapproved use of an approved

product\*v(‘bf be approved prior to the primary clinical study publication uniess it is part of a study-specific
pubh 1ébn plan {e.g., interim analysis, single-center data from a multi-center study, sub-study publication), driven
y r't safety concerns, or other such reviewed and approved dats use situations.

Medtronic employees may not require and/or compensate researchers to speak about or broadly
disseminate research findings prior to FDA approval of the unapproved uses, other than providing a
report of i quality to ic angd/or a i Jjournal for ication as required by
Corporate Policy 048, D Uses of roducts.

Use {e.g., distribution) of & sclentific clinical ication following initial review, approval, and refease must be
reviewed for the "new use” through QM21, Promotional Materlals Policy.
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Effective Date: 11 Oct. 2011

5 Requirements Specific to Pre-Clinical and Non-Clinical Publications Requests a@
I

Publications

5.4 Research and Development {R&D) will manage the development, review and approval proceﬁfé?“pubhcatmns
and Requests for Publications related to pre-cfinical and non-clinical research.

5.2 Use {e.g., distribution) of a scientific pre-clinical or non-clinical publication following mltla) w, approval, and

release must be reviewed for the “new use” through QM241, Promotional Materials Policy., Mﬁw

DEFINITIONS
P . ,QKN
!nformamn and/or data re'eased to the public in any format {written or verbal) including Notice of Availability (NOA),
ion and results information posting in a public registry (e.g. clintrials, ClinTyidis gov), press release, abstract,
scientific journat article, or public presentation (e.¢., script talking points, slide : fon} including, i i orother

health care provider {HCP) or other technical meetings.

£ catio ications Re I e
Requests 10 mmate a specmc Publication or for HE i snd’ﬁgg data b 1o he used in a future
Publication {e.g., clinical study data).

Appiicable Business Procedures
All applicable Medtronic business procedures related to review ang gpproval of any scientific Publication as defined above,

-bench testing, computer modeling, laboratory, animal, and

Pre-Llinical and Non-Clinicat Research
Applies 10 research that is not on live human subjects mclud
cadaver research,

Release
Make public.

048, 1 Uses of Appi P 5
CLOBQ, Review and Approval for Chn!cg??ata Pubii 5
PLOAT, US - Patient Reffliting 5
Qm21, i Polich. 5.6

5
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Document ID: POO04 {«u&jﬁf
Version:B {1

Effective Date: 11 Oct. 2041,

Version O Descri| of Change
A Laurie Gray Initial Release, 08/06/2010
B Jim Slaba Updated to better align with Corporate Policy 048 §8 ang%%c 110ct. 2041

per recommendations made by the Spinal 048 Audit. Jin™
addition, references to MSB were removed and the pimiany
name was changed from Medtronic Spinal and Bi s to
Medtronic Spinal. Inserted reference to Corpopati-Rolicy 048
§6.e.c per recommendations made by the SpiMOdS Audit.
Changed ownet to Brian Barry. Added Clinicg‘%‘gesearch and

i Clinical Trial anll Medical Affairs
functions to Section 1.3. Removed markBTing function from
Section 1.3. Added Section 1.7 - Med{fiic will not provide
funding or any other type of suppor forpublications for the
purpose of promoting precuts on@?\ga proved uses. This
prohibition does not apply to pug}i@ations on studies conducted

under regulatory approval (sug&\a‘s 21CFR Part 312 or Part
812). Deleted, former Sectidn2.1 -~ Multiple Medtronic
functions including CI&nical‘?;ﬂedical Affsirs; Research,
D DI , Rei S ""\f‘é‘nt, icati and
Marketing, but not Salds,fnay intiate a Request for
Publication. Added SEctions 2.2 and 2.3. Changed section 2.4
o align with CQR(}@&S Referenced PLO17 in Section 4.2.1,
Added, *Author gig'e to submit ipts for
publication ingdimely manner” to Section 4.2.5. Added Tables
182. Addgd REDL7, US - Investigator/Patient Recruiting
Materials ti4hie references section, Changed "Requests for
Publicat@_\s" to Publications Request” throughout the
docufra.

g
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Medtronic Spinal Implementation of CORC 048, Unapproved Uses of
Approved Products

Document 1D: POO16 Version: A

Effective Date: 23 Aug 2011

Owner: Brian Barry

PURPOSE 2
SCOPE 2
INTRODUCTION. 2
POLICY. 2
1 CQRC 048 Requirement 1: Creation of Office of Medé&mﬁaws {OMA) 2
2 CQRC 048 Requi 2: Affi ive D 2
3 CQRC 048 Requil ER 3
4 CQRC 048 Reguirement 4: Medtronic Spmaﬁ‘sﬁpported Third Party Medical Education .3
3 CQRC 048 Requil 5 3 Tran’ung and Education on Medtronic Products 3
6  CQRC 048 Requi & aé % i ) 3
7 CQRC 048 Requirement 7: Physmgn A’ﬂ’wsory Boards, C: i or Di 3
8 CQRC 048 Requirement 8: Notsca‘p of Availability 3
] 3

CQRC 048 Requirement &: Tra@\ g
10 Additional Medtronic Spinal P licies/Procedures Addressing Prohibition of Off-Labe! Promotion in Relevant

Subject Areas 4
DEFINITIONS 4
REFERENCES. 4
REVISION HISTORY 5
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Document ID; POO16

Version: A

Effective Date: 23 Aug 2011
Medtronic Spinal Implementation of CORC 048, Unapproved Uses of Approvg@

Products

Thie purpose of this decument is to provide an overview of the polices and divy ic Spinal in
order to meet the requirements of Corporate policy CQRC 048, Unapproved Uses cprpreved Pmd%:‘ts

This document is designated for use at the following business locations:

MDT Spinal and Biologics Deggendorf Manufacturing
MDY Spinal and Biologics Humacao Manufacturing
MODT Spinal and Biologics Memphis Headquarters
MDT Spinat and Biclogics Memphis Manufacturing
MDT Spinal and Biologics Warsaw Manufacturing
Spinai Graft Technologies
Medtronic Spine, LLC (Kyphon)
Memphis-Osteotech

YVVVVYVYY

CQRC 048, Unapproved Uses of Approved Products Pol equires each i i unit to ish policies and
procedures that prevent the of i and pies for unapp uses. The
business unit must also i pohcses and describing the process for dissemination of medical and
scientific information consistent with CQRC O%mﬁ document serves 88 a map to Medtronic Spinal's policies and

i to meet the requi of CQRC 048 The pohmes and procedures fisted herein are located on
the Medtronic Spinal Quality Si i (s 0SD/defauit.aspx) and/or on the Compliance

MySpineTools site (httpy//www.myspinetools.com/ comphance/ ).

CQRC 048 Requirement 1: Creation of Office of Medical Affairs (OMA)

1.4 Medtronic Spin iall have an Office of Medical Affairs (OMA), as required by CQRC that is a management level
position repomnﬁso Medtronic Spinal senior it shall not be i to Sales or Marketing, and
it is author ed‘(o review and approve all interactions and communication with the medical community on

. ing the dissemination of articles and reference texts on unapproved uses. The Medtronic

Spinat nting policy for the requi is POOOT, D of on op Uses of

Approvet:Cleared Products and Therapies, Other policies regarding the required involvement of OMA are POO04,

Scwn@c’ ‘Publication Policy Related to MSB-Sponsored Research and QM23, Group Consulting Meetings,

2 G@?C 048 Requirement 2: Affirmative Dissemination

Medtronic Spinal has written procedures in piace that address affi ination of peer-revi articles

%, and texts on PR uses, as requied by CQRC 048, The policy covering Affirmative
Di ion is POOQT, Di ination of on Uses of App L Cleared Products and
Theraples.
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Medtronic Spinal Implementation of CQRC 048, Unapproved Uses of Approvg@;

Products

CQRC 048 Requirement 3: Unsolicited Requests

3.1 Medtronic Spinal has written procedures in place that define a process for responding to unsolig tgﬁerequesw for
articles or other matena:s on unapproved uses, as required by OQRC 048. The business uqst p‘i'mcy governing
Te! to is POOO7, Di on u::z pp Uses of

Approved, Cleared Products and Therapies.

&

o
4 CQRC 048 Requirement 4: Medtronic Spinal Supported Third Pa ‘Medical

Education &; C

4.1 ic Spinal has i i party medicat fon, as
required by CQRC 048. The procedures are CMPOO100S, Healthoare Edué&on Grants to Support Third Parly
Conferences and CMP001110, Third Party Q! ¢ (gps Charter,

\ &

5 CQRC 048 Requirement 5: Medtronic-implemented T}?éinmg and Education on
Medtronic Products

5.1 Medtronic Spinal has it polices/| W Training and Education
on Medtronic Products, as required by CQRC 048. The m@gbmg pol;ces/procedures address this requitement:
CMPO01093, Medical Use Policy, CMP001094, Visiting Surgeon

Program Unapproved Use Policy and MCOO7, Sales Reg@:&caﬁon Surgeon Shadowing Program-Ortho Trauma.
b

CQRC 048 Requirement 6: Research  Publication Strategies

8.1 A i Spmal has i policies/ stiire which explicitly prohibit sales personnal involvement in the

i of fundlng ion for x‘esea;%nd publication by non-Medtronic personnel or enutles on

uses, fysi studies, i with the reqg Conduct

Standard 3 and 6. Such policies/] prccedc!(gé may permit sales personnel o be involved in tms process only to

the extent y to supply @ nation about i or interest to decision makers.

The ing policies/proced afifes: this i of CQRC 048: POO04, Sclentific Publications

Policy Related to ic Spindl and CLOBO, Review and Approval for Clinical Data
Publication.

7 CQRC 048 Requireme;?‘t 7. Physician Advisory Boards, Consultant Meetings,
Roundtables, or Di

7.1 Medtronic Spmal hi wrmen pohcxes/procedures in place prohibiting the use of physician advisory boards,

groups to promote D uses. This i is

or
covered in QM2§~ roup Consulting Meetings.

CQRC O@‘Requwement 8: Notices of Availability

“ﬁnmal has i policies, stating that NOAs may not be used as vehicles for
o of @ product for unapproved uses, but may be used if there is a bona fide need for recruitment of
al clinical investigators or subjects for an open study. This requirement is covered in POOD4.

9 (.E;WRC 048 Requirement 9: Training

9, {} Medtronic Spinal 048 i i ponc»es di are to he communi via notification email and/or
a read and system to ind whose job { require kr ige of these The
i for ining the indivi requ»red to be tramed on the poficies/procedures are found in the
Quality System training matrices (htin://sl QSh/defaultaspx) and/or the Medtronic
Spinal Corporate integrity  Agreement found on the  Compliance MySpineTools  site
{http/ A www, 0 i 3. The Corporate Integrity Agreement (CIA) requirements for CIA policy
Page 3of §
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g
ol

and procedure communication and training are located in the Written Standards and Training a
sections of the CIA found on pages 8 and 9.

10 Additional Medtronic Spinal Policies/Procedures Addressing Prohibiti
Promotion in Relevant Subject Areas

&
"
10.1 QM21, Promoﬁonal Manenals Pohcy—Defmes what j it materk el offabel controls
for ing/ p ki

of Off-Label

102 PLOOS, Control Process for Promotional Materials—Defines the routing and a aval process for promotional
materials. g
103 POOOS, Sales Reps in the Operating Room- Defines the standards and con;r?ﬁ related to the interaction of field
ives for the ic Spinal i with inthe ing room {OR})
setting for purposes of providing technical support for Medtronic Spmald‘:toéucls during surgery.

104 POODS, Sales Operating Policy-Defines what members of Sales force may do when promoting

Medtronic Spinal products in an on-abel manner,

105 PO0OY, Museums Program Policy—Defines the standards and,gj’}tro!s related to the interaction of
representatives for the Museum of Modern Spinal Surgery at Spinal with
gxener\ces).

participating in promotional and/or consuitative programs.

e

oy

OMA
Office of Medical Affairs

NOA
Notice of Avallability

CLOBO, Review and Approval for CH
CMPO01009, Healtheare Educatlo@rams o Support Third Parly C
CMPO01093, Medical B Unapp Use Policy
CMPOO1094, Vls!tlngSurgeo\[i?mm Use Policy
CMPOO1110, Third Party &Emyingf" G Charter.

CQRC 048, Unapproved Uses of Approved 1
MC0O07, Sales Rep Edugation Surgeon Shadowing Program-Ortho Trauma

PLOOB, Control Prd&ﬁ;s forF
PO0O4, Sclent! Rublleations Policy Related to N Spinal-Sp d

POCDS, Sales’REbs In the O) Room 4
POCOS, Operating Policy

POOOT, of fon on pp Uses of App: | Cleared Products and Theraples
Pm%ﬁu%um Program Policy
QM21, Policy 4
ON23, Group C } 2,3
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x%}:f
Interactions with Health Care Professionals - General Parameters for
Medtronic Spinal Product Discussions.

Dooument I POOLTY

Effective Date: 14 Oot. 2033 Cwner: Brad Cannon

PURPOSE P Y
SCOPE 2
INTRODUCTION. 2
POLICY. 3

1 Interactions with HCPs Ina P Context 3

2 interactions with HCPs in & Non-Pre 1

3 & 5
DEFINITIONS. g
REF E 5
REVISION HISTORY 8
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£

‘:?i»é_\\
Intergctions with Health Care Professionals - General Porameters for
Medtronic Spinal Product Discussions.

The purpose of this dosument is to establish a policy that defines the general standaxis and coni) “‘reletmg 0 Medironic
Spinal employees in their interactions with external health care {HCPs) with about the
risks, bensfits, ¢ { of & i Spinal procmct 0, tm ogy { ‘h?re;nafts; referred
o as pdest") More mrtkcu‘ariy. the ob,ec’we of this policy is to aid such in ing

from “non-pr " aetivities and benaviors and 1o provide generai Da(f!?mefa for conduct ooourming in

gach seiting.

This policy is nol intended as 2 iption of legal of 7 Y requil

This eeument s designated Tor use at the following business lucativng .\\

> MOT Spinal and Biologies Degsenaorf Manuf’m{usg;

» MDY Spinal and Biologics Humacao Manufactusin

> MDT Spinat and Biologics Memphis Headqdax@fx@

» MODT Spinai and Biclogics Memphis Mahufaq&m’mg

» MDT Spinat and Biclogics Warsaw Mnf‘u’ ,ng

» Spinal Graft Technologies 4@;\

o
The Information in this document applies to al} U Qfediron Spinal E i divectly with ‘external HOP
customers with respect to their discussions 5@ rigks, bensfits, p aor 2 i of &
fedironic Spinal pmmm or tegnnoxog{ Such 1 lyi‘/eea would include, but are not limited o, sales represantatives, other

Finld 5 e , research and development emplovees, oifnical and other technicat
spacialists,

This poiicy doss not apva tc sl rr\zr-‘mie(a”\lu s that do not involve discussions about Madtronic products or
echnologies, such as 2t the terma of a contract, Reimbursement discussions and conduct are gisoe

excluded from the scope of this pnluﬁ@s thpy are by miore ized pohicies and p retating 10 such
act Ivmes and customer mtemc’.xqﬂs; “Conguct of the Office of Madical Affairs is governed by this policy, but s morg
by other deg policies and procadures,

Consistent with th bd";:ress unit's QM24, aterials Policy, } is defined in the following manner
“The act of erngne gfow!h or of product; il 2 of the and saie of it through
advertising publisityor di A of the risks, benefits, peri ioati

ofa
product. Pror@u«n can be orat or written, and can ocour at seminars, trade shows of during field COh(de. including in-
house vis Q}p&‘\cr similer settings.

bilonal interagtions involving product - or - speCifl di i may inciude o product - or
gy - specific data, outcomes, patential risks/benefits, specifications and/or other (linical, s\,xemxf«c of wehricat
dgmct of the product/technology; however, such discussiong should not be condusted for the purpose of furthering the
abcopt’zn"e and sales of merchandise, Rather, the purpose of engaging in such discussion must involve fegitimate
ness or products, of other legitimate, documented needs for Such discussion cutside of the context of seliing or
ekmg to sell, Medtronic Spinal products, Often, these discussions will ooour in the context of consulting arrengements
o Swhere sonsuiting servioss are engaged ic sodress dogumented, bona fide business needs ralated to product research and
y of i pesrto-p! with @ member of the Office of Medical Affairs (OMA),

”.i

Page 2 0f6
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Tnteractions with Health Care Professionals - General Parameters for
Medironic Spinal Product Discussions.

Examples of contexts generally deemed promotional for purposes of this policy include:

» Sates rapresentatives detailing Medtronic Spinal products at physician offices or hespitags‘:f

s Promots InFOCUS il ized through the Museurn of Modsr Spinal 81
» Medtronie-sponsored product exhibit booths at industry conferences. "f’“«w

» Medironic-sponsored education and iraining events cocrdinated through the Mg?aw‘,ai Edusation group.
Examples of contexts generally deemed non-promational for purposes of this policy, Sjg@’ﬂce.

= The dissussion and mansgement of ciinical trial activities,

e Product ¢ ions related to i g further developing an
o product of unap usaa of an FOA-spproved, ,bagd product,

= Market developmaent discussions and ressarch related to the g’a%eys{erdmg of future products, uses,
and medical needs of targsted patient populations.

» HCP Advisory Boards conducted in accordance with Q&}Z

o HCP advice provided in the context of reguiatory subl

1 Interactions with HCPs in a Promotiopai.Context

gage in non-promotinnal activities, {e.8., OMA, Clinical, R&D,
promotional discussions with HCPs.

11 Medtronic Spinal employees who prima
Regulatory, Compliance), should not e

121 Buchempi t on o discuss salentific, clinical, or technical data st promotional
gvenis, but only: (117‘33“ an poeasional basis, and not as a regular practics; (2) ¥f the information
presented s g}éfé‘rt 10 the purpose of the event; and (3} the employee is uniguely

about tne i 3
142 ifan OMA $aigloyee engages in 3 pi jon or i ion &t &
event i e}cordanco with the content listed in the INTRODUCTION, that same sraployee may
not i si\énd to any unsolicited requests related to 0! g uses of app:

prﬁé‘}x‘:&s raised in the context of that presentation or disussion,

1.2 Madtronio 5ng§% employees must not promete any produdts not approved or cleared by FOA.

3 For app or glgarsd iG products, ic Spinat empl must know the approved
indications, contraindizations, warnings, and riska for alt progusts for which they engags in promotional
dis u%ons with HCPs.

nic Snmai esmployess nust not solicit, promote, or recammand & Medtronic product for an
ujrsppro»ed use

F an HCP asks an unsoficiied quesﬂon (egavdmg an unappmvm use of an approved Madtronic product
uring the course of a Spinal must

» Acknowledge the question relates to an unapproved use; and

o Inatruct the HOF to contact the OMA 1o obtaln further information regarding the unapproved use.

16 Only promotional materials reviewed and at through the P ¢ ials Raview Pwoesé {Refer
to PLOOS Contro} Process for Promotiona!’ Matenal) may bie used for promotional purposes. This includes
ials in printed or format {e.g. PDFs, slectronie files, internet sites). Promotional

Confidential - This docuwment s electronically . Printed copies are considered uncontrolled,
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Interactions with Health Care Professionals - General Parameters for
Medtronic Spinal Product Discussions.

materials inclute, but are not timited 1o, ftems such a8 product

product ¢ fos, anticles, and 1o be by ths Saies or Marketing de}\i;:?éms.
3 3 o ’
2 Interactions with HCPs in & Non-Promotional Context w8t
21 Medtronie Spinal employees whe primarily engags in ! adtivities i with the definition of
“promotion” in the business unit's gM24, Promotions! Materials Polioy, generally nmhc! pam..spate in non-
prom(mcr\al communications with HCi’s unl fess prior spacific approyahioblaingd from
D Logal, Al i engagsd in by such empio BEB TSt OcoUr within the

st:ope of the approved Needs Assessment pro}act brief. *» i

231 Sales employees may not angage in non.g ;)mmotwnal d:scus:gi%’?ss with HgPs aJLude of 'he
Operating Rueom setling, with the limited of Saies ly
providing adiditional support during Clinical Trial intera: @s with HCPs, as specrftcaﬂ,«
designated and prior approved in writing by Clinical a %vegal Salas representatives’ conduct
in the Operating Room setting is governed by POOQQ* ales Reps in the Operating Room.

212  Those 4 i whass P ities involve the and
ination of p i and ag \ities ara subject to the requirsment In Section
2,1. Howsver. tis that m3y speak with HCPs ralated fo

market and/or product develepment, In 8 gon pmmoﬁona! selting and when accounted for ina
project brief reviewed and approved th{qu; the Needs Assesament process. Information and
requ)rsd dccumentatlon for ms re!atati&

r\eeds f\sses..mem Process are located on

i (Bfioasisialorn iR

22 Aswithp Aon-p
approved Medtronic products.

may involve topics related to approved uses of

23 1 certain imitad, controlied settings, nofipr romationat communications ant activities may involve discussion
of ynapproved products oF unappro! el{‘\\}ses of approved Madtrenic products; however, in such instances the
following requirernents appy:

« The discussion must involv
soientific, and/or technics

1 Do i of clinical,

s The information regam'm.a una;}woved products or uses in this context must be truthful, non-misisading,
and factbased. %

» if Y i m‘d*a 10 8N unapp use of an FDA-appi d praduct, the FDA-
approved/cieggsfﬁndmtlons must be glearly articulated.

* The discuss i3 rust be in with @ i dogumented nead for soientific
d, as appropriate, through the Needs Assesament Process.

s Inthe di fon must fons {8.g., Clinical, Office of Maedical
eseevch & Development, etc., ) and be lim\ted in numbar, Marketmg representatives may be
involve the and

24

* Sorve as pretext, of a guise, for hering the and fal sate of products for
unapproved uses.

Use of i Materiais ina N ignat Context

251 Promotional materlals approved through the PMR process may be used In 8 non-promotionat
prasentation or meeting Tor reference purpdses only, 1.8, If they contain factual information
that is relevant 1o the purpose of the non-promotionsl program. Such materials may NOT be
used for promotional purposes in this context.

Page 4 of &
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Interactions with Health Care Professionals - General Parameters for
Medtronic Spinal Product Discussions.

25.2  Scientific materials mey also be used for of meeting
or program, Scientific materials may Include, but ara not fimitad tc, (tems such §} o1~
reviewad journal articlas, medical and sclentific refarence textbooks, clinical trighdata, and/or
agendas or presentations involving sclentific, clinical, or technical informatiofyelavant to the

specific business need ified and for the commimitation(s) or
activity/activitiss, {;}\y
2.5.2.1 Such materials do not requ!re PMR aaprova prior 10 use; hawever materials to be
wtiflzed during i of thagi B related to an
i use of an FDA-app ‘clearad pmduet id be reviewed and

approved by GMA and Legal in accordance with QM% visory Roard Policy and
Corporate document, CQRC 048, Unapproved By,

2522 These materials should be distributed only to tna
participants. o

2.5.2.3 Where applicable, these materials should ﬁ gaignated as “Confidential” and *Not
for further distribution,” :

ited group of relevant

Compliance

CQRC 048, Unapp Use Poliey. 9 &
POODS, Sules Reps in the Operating Reodl 4
qmz1, ol PONCY 24
QM23, Advisory Soard Policy 3,5

Page Soid
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SCOPE £
Medtronic clinical groups, worldwide, that conduct clinical studies to evaluate products,¢
indications not yet approved for commercialization or are required for regulatory pugg;@ﬁes.

PURPOSE -
The purpose of this policy is to establish requirements for a set of standard opbtating
procedures to be developed and used by clinical groups conducting human.sftdies for
regulatory purposes, “”'

POLICY

Clinical groups will establish and maintain written operating proced
conduct of human clinical studies used for regulatory purposes. .2
REFERENCE DOCUMENTS o
CCRA-008 Policy on Review and Conduct of Clinical Studies;~

Consult laws and regulations of the countries where stud'eé‘@iﬂ be conducted.

DEFINITIONS AND ABBREVIATIONS

Clinical Investigational Plan (CIP) or Investigatio|
encompass the components of the study and appli
Protocol — A subsection of the IP that describ
statistical considerations and conduct of the
SOP -- Standard Operating Procedures
MDR - Medical Device Reporting

4
i Plan (IP) — The document(s) that
e regulatory requirements.
objectives, design, methodology,

REQUIREMENTS

1. Clinical groups will establish andnfaintain written standard operating procedures (SOPs)
for conducting studies deﬁned{,@iﬁe scope of this policy. The appendices of this
document provide a list of regiiired SOP topics and required slements to be addressed in
the SOPs. if the clinical g}gﬁ@p follows one or more SOP(s) authored by another functional
area within the business; gﬁb adherence to the SOP must be documented.

2. SOPs will be form_ggéji‘ according to the style used by the business. The organization,
title and specific cottent may vary from how they are described in this policy. However,
all of the requing’topics and elements must be addressed in SOPs.

s %ay develop additional SOPs and requirements beyond those listed in this

4, Clinica?:’management will ensure training of clinical personnel to their department SOPs as
appr@riate to their job function. Training must be documented.

5 “g;ﬁhtcal groups will review SOPs at least every two years and update as needed.

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000250
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RESPONSIBILITY:

The management for each Medtronic business is responsible for implementing, training, and

complying with this policy.

CHANGE HISTORY

REVISION DATE

DESCRIPTION OF CHANBE

A 2/08/2003 Initial Release

2

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX A — REQUIRED SOP TOPICS

Appendix TOPIC
B SOP Development and Revision
C Clinical Project/Management Plan
D Investigational Plan
E Investigator/Site Selection
F Site Initiation
G Sponsor Files
H Site Monitoring
| Statistical Aspects of Study Development
J Study Report Generation for Re;gu‘atory Agencie&
K Data Handling/Management
L Data Management System
M Study Deviation Management
N Adverse Event Management
0 Training of Site Personnel o
P Investigator and Subject Compejﬁﬁion
Q investigational Product Accouﬂiébitity
R Study, Closure i
S Training of Medtronic P sonnel
T Document Control

IRECOMMENDED SOP Topics: gﬁhé following topics are recommended, but not required, if a clinical
lgroup engages in these activifies.

U Preparing ?éﬂnspections by External Agencies
VQutsourcing .4» Activities
w Emeré‘“ency and Compassionate Use

X Pn‘ ician Advisory Committees (e.g., Data Monitoring Committee, Adverse Event
mittee)

Y Publidation Policy

Medtronic Confidential - Provided to the Cormmittee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000252
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N
NOTE: Q

Sources — The documents cited in the appendices were used to develop the Requlr
Elements” and are listed only for informational purposes to assist clinical groups in , %
developing department SOPs. &

-~
Required Documents — These documents are created as a result of followmg ﬂ'@respectwe
SOP and are expected to be included in the department SOPs.

x__
o
Required Elements — These processes or requirements are expected to@ addressed in
department SOPs. S
N

Suggested Tools and Templates — These materials are provided?}écommendaﬁons but are
not required by clinical groups unless listed under Required Do% ents.

&

£

Q‘\
I
f"!‘
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APPENDIX B

oF

o

Topic: SOP Development and Revision

2

e

Purpose: To describe the process for developing, reviewing, approving, revising ang;@f:umenting

deviations to SOPs.

e

Sources: CQRA-015 Document Control System
CQRA-020 Personnel Training Policy
CQRA-028 Quality Records Palicy

CCRA-037 Policy on Control of Clinical Documentation

o

Required Documents: Standard Operating Procedures; SOP Tempialy

Required SOP Elements:

#

nggested Tools/Tempiates:

1. Development process
+  SOPtemplate
+ Version control system used

+ SOP template specific for the
business

2. Revision process
« Periodic review and update
+ Change control
» Obsolescence

3. Review, Approval, and Distribution
+ Internal review
s Approval process
» Effective  date
+ Document controf process
« Distribution requirements

4. Training

Describe the process for dete: ng the need for training on the new
SOP and how training will hejcdmpleted and documented.

Staff training matrix

5. Deviation from a SOP.y"

Describe documentatioﬁ‘fé\éauirements for planned/unplanned
deviations to SOPs: ™

« Description’ef deviation

Template for reporting deviations
to SOPs

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIXC

Topic: Clinical Project/Management Plan

Purpose: To describe the process for developing, reviewing and approving Clinical Pf@gect Plan.

Sources: CFR 820.30(b) Design and Development Planning

e

T
Required Documents: Clinical Project/Management Plan 2*
Required SOP Elements: Suggest“&i i|'oolslTemplates:
1. Development Process Plan te‘?hpiate
Describe the process to develop a Clinical Project/Management Plan, x,.
Address the following elements: Bﬁr&‘get and Resource Plan
o Clinical strategy and scope of study: 1 <gmplate
- Purpose, duration, size and geographic location i
- Product description, indications for use Study Schedule template

- Medtronic and regulatory strategy and commercial re lgﬁe
requirements by geography

- Required reports

» Projects  risks

e Study schedule

+ Budget & resource requirements

s Training requirements for the study

* Regulatory requirements for use of com:ﬁ%maliy approved
products in a clinical study, including gétérmination of
investigational status, labeling, advefsé event/MDR and
complaint reporting

Specify the point in time when the clmlc@pro;ect plan is required

(e.g., specific phase of the product dgvempment cycle, prior to study
startetc.).

2. Review and approval
Review and approval proce:

&

he Clinical Project Plan

Approval template

3. Revision process
Requirements for updatipgthe Clinical Project Plan

Version Control template

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX D o
Topic: Investigational Plan N N
Purpose: To describe the process for developing, reviewing, approving and amendtggfan
Investigational Plan.
Sources: 21CFR 812.25 Investigational Plan; 21CFR 812.27 Report of Prior ln@éﬁ?ﬂgaﬁons

21CFR 50 Protection of Human Subjects; 21CFR 54 Financial Disgg§§ure

21CFR 812.43 Selecting Investigators and Monitors

(CCRA-008-G02 Guidance on Safety Endpoint Determination for Finat Val:dan@bhmcal Studies

(CCRA-008-P01 Procedure on Clinical Studies Monitoring

(CCRA-025 Managing Clinical Study Deviations (Investigational Sites)
ICCRA-037 Policy on Control of Clinical Documentation
(CCRA-037-G01 Guideline on Example Templates for Control of Cli :
CCRA-031-G01 Guideline on investigational Plan Development a@“
CCRA-036 Policy for investigational Device/Product Accoung&lﬂr@

sal Documentation
Review

CCRA-036 G01 Guideline on investigational Devtce/Produc%*%ccountablluty

5,

Required Documents: Investigational Pian o

Required SOP Elements:

Suggested Tools/Templates:

1. Development of the investigational Plan

Specify the requirements and process for develof}?ﬁg an IP. Include
the foliowing: Aﬁ

» Purpose of the study
» Protocol (methodology and sc&enté‘ie
» Procedures for study conductu
« Statistical Methods and Anal;?'s

+ Product description, mcludf““identlﬁcat;on of investigational
and commercially-releaséd components

* Device accountability.requirements
¢ Risk analysis

soundness)

 Deviations 4
« Study monitgii‘ng
» Labeling

« Informell.tonsent template

. Othb - institutions where & part of the investigation will be
»conducted (e.g., core laboratories, data monitoring committee)

¢
\“Requ:red records and reports (investigator and sponsor)
}f Report of Prior investigations (device studies)
Investigator Brochure (drug or device studies)

Sample case report forms

&
L

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX

IP Checklist or template (see
CCRA-031-G01)

Standardized definitions
Consent checklist
CRF templates / guidelines

Report of Prior Investigations
template

investigator Brochure template

investigator Agreement template
(see Legal)

Financial Disclosure template
(see Legal)
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« (Confidentiality agreement, if used by study
« Researchfinvestigator Agreement
» Financial Disclosure

+ Release/authorization of medical information, if not included in
an informed consent document.

2. Review and Approval Process

Specify who will review and approve the 1P and how approval
documented. Address the following:

+ Required elements of IP checklist

* Scientific soundness

« Statistical  aspects

« Protection of human subjects

« Specific geographic laws and regulations -
+ Compliance to Medtronic policies and department Spas

+ Elimination of unnecessary protocol requirements gfiﬁ data
collection 0\»

* Consistency of requirements between componepts
« Version control

3. Revision Process
Process for updating the 1P, including:
* Review and approval of amendment
groups). o
+ identification of other documents‘affected as a resulf of the
change.

nternal and external

Version Control template
Change History Record template

4, Distribution and Maintenan
Requirements for
s Assessment of trai
» Distribution of app{qved documents

e Records masmeﬁéhce for master copies (original and
revisions)

Investigator and IRB/EC letter
templates for amendments

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX E Fod

Topic: Investigator/Site Selection G

Purpose: To describe the process for identifying and selecting qualified investigatorgih"d sites.

Sources: 21CFR 812.43(a) Selecting Investigators and Monitors

Required Documents: Site nomination/profile form
Approved list of potential investigators

Required SOP Elements: Suggéﬁ%d Tools/Templates:

1. Study Criteria &

Require establishment of criteria that investigators/sites must meet in
order to be selected for a study. e

2. Site Nomination/ldentification Site Nomination or Profile Form
Process to identify potential investigators/sites. template with study criteria

Describe how information is to be collected and documented.
3. Confidentiality Agreements ’
Determine the need for confidentiality agreements.

Confidentiality Agreement
template (pre-approved by Legal)

4. FDA Sanctions (US investigators only)
Verify that nominated/identified investigators are not de
of investigators who have been disqualified, restric
from conducting clinical studies. See FDA websi

5. Site Selection ) f’k\

Process for reviewing and deciding who willgpgrticipate in the study.

6. Investigator List ot Approved fist of potential
Documentation and maintenance of lavBstigator list investigators

Medtronic Confidential ~ Provided to the Commiittee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000258
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APPENDIX F

Topic: Site Initiation

Purpose: To describe the process for activating an investigational site.

Sources: 21CFR 812.40 General Responsibilities of Sponsors

21CFR 812.42 FDA and IRB Approval
21CFR 812.43(c) Selecting investigators and Monitors -~
21CFR 812,140 Records

Obtammgg%reements
s

Required Documents:

Site activation record with required documentaugh

Regulatory approval in the country where stgﬁfy is to be conducted

Required SOP Elements

‘Svi:ggested Tools/Templates

.

»

« IRB/EC approval

1. Describe the process for developing, collecting and trackmg; ]
required site activation documents ]

Clinical study agreement
Compensation agreement, if separate from study ag«r’eément
Confidentiality agreement, if required by busonessﬁf*
Financial disclosure for investigators, if required ﬁﬁ?‘ regulations

IRB/EC/MDT approved informed consent-
IRB/EC chairman {IDE sites only) .
IRB/EC roster or letter of comphanc%\’iébnonal)
Investigator curriculum vitae

Investigator delegation or task a(&honzanon form
(recommended, but optional fﬁﬁaevnce studies)
Site training documentatioq\:i*

Regulatory agency apprey,a!

Site tracking system and site
activation checklist

Template for investigator
delegation or task authorization
form

2. Study Materiat
Define required study mateneﬂs to be provided to each site.

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX G

Topic: Sponsor Files

Purpose: To describe the requirements for sponsor fites.

Sources: 21CFR 812.140b Spensor Records
21CFR 812.140d Retention Period
21CFR 812.140e Records Custody
CQRA-028 Quality Records Policy

Required Documents: None

Required SOP Elements:

Siigested Tools/Templates:

1. File Requirements

Documents required by regulation, business, and corporate pohcses,m
and procedures must be maintained. Describe requirements for f !é
contents and organization, such as:

» Clinical Project File
e inv  estigator records
o Subject data records
« Monitoring  records

T

-Ehecklist of required contents

+ Compensation records
2. Filing Procedures J:‘“

Describe requirements for maintaining and fi lmg*study documents in
the sponsor files. Inciude the following:

« Person or job title responsible for ﬁimg study documents
» Location to be utilized for fi lmg dotuments

» Procedure for maintaining files Ze'ectronxc and/or paper
documents)

» Process for ensuring sgﬁject confidentiality

3. Record Retention

Describe the process for gy&wnng sponsor files at study closure.
Include: “W

» Retention penod & records custody

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX H

Topic: Site Monitoring

Purpose: To describe the process for defining, documenting and implementing site nfémtonng
activities for clinical studies.

Sources: 21CFR 812.46 Monitoring Investigations
21CFR 812.140(a) Investigator Records
CCRA-008-P01 Procedure For Clinical Studies Monitoring ,;*3 )
CCRA-008-G01 Guidance on implementing a Monitoring Progfgrﬁ CAPA Process

Required Documents: Monitoring Plan or written procedures if dsffe:kg‘it from SOP
Documentation of training/qualification ogmahttors
Monitoring report
Monitoring visit log ,,w

Required SOP Elements: Suggested Tools/Templates:

1. Monitoring plan or written procedure

Describe the requirements for developing a monitoring ptaﬁj‘
monitoring plan will include:

« Who will perform monitoring and required quabﬁ
* Criteria for determining the timing and freq:
s Regulatory and study management docun;énts 1o be reviewed
»  Amount of subject data to be monxtora&?““‘

» CRF data requiring source documgngwenf ication

« Define tools used for monitoring,
communications)

+ Qutsourcing, if used

Monitoring Plan template

Note: Monitoring Plans or otherWritten procedures are required
when there are significant y specific details that cannot be
described in a SOP.

o

2. Monitor Qualification.
Address documenunqtqvaliﬁcations of monitors
Identify required slsms and training

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000261
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B

3. Monitoring Procedure
Describe the following processes:
» Notifying the study site prior o visit
» Conducting the monitoring visit
« Review of regulatory and study management documents
+ Data elements requiring source document verification
« Documenting the monitoring visit
+ Notifying investigators and site personnel of observations
» Documenting protocol deviations

+ A “closed-loop” system to verify that  issues identified durigg
monitoring are addressed and closed L]

» Internal review and sign-off of monitoring reports Fo

Monitoring Report tem}ﬁéfé

Monitoring Visi l:.dfg?"’template

4. Periodic Review

Address requirements for documented periodic reviews of gﬁfpﬁi?br
findings. Include: %

R
+ Trend analysis on action items associated with t@ monitoring

reports N
« Management review of corrective and pre» a@‘\}e (CAPA)
items i“

Review templates

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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APPENDIX | e
Topic: Statistical Aspects of Study Development ]

Purpose: To describe the elements of the statistical section of a protocol, the proces§§{€or validating
computer programs used for statistical analyses and the process for gene.ra ing
randomization schedules.

Sources: 21CFR 812.25(b) Protocol Methodology and Scientific Soundness&
21CFR 11.10(a) Validation of systems e,
CCRA-031-G01 Guideline on Investigational Plan Developmen ban
CCRA-008-GO2 Guidance on Safety Endpoint Determinationd

Studies
Required Documents: Statistical Section of Protocol
Statistical Program Validation Report
Randomization Schedules
Required SOP Elements: Suggested Tools/Templates:

1. Statistical Design and Analysis
Address reguirements for:

« Identifying the statistical hypotheses to be test
statistical parameters to be estimated

* Sample size calculation
» Statistical analysis y
« Identifying subjects for analysis - ;‘;’
» Presenting statistical results |
» Review and approval of the stat(x!rcal methods
+ Revising the statistical metho%s

2. Validation of Statistical Prqgﬁms Validation Plan

Address requirements for:
« Validating a statistical.program
» Ensuring the integy nd protection of the program
* Reviewing, apm@vmg and revising the program

3. Randomization_ ~ Validated statistical program

Statistical analysis checkliist (See
also 1P checklist)

§ king compliance to the randomization assignments

Unbhnd:ng a randomization assignment in case of an
emergency
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APPENDIX J e
Topic: Study Report Generation for Regulatory Agencies G
Purpose: To define the process for developing, reviewing, approving and revising sty reports.
Sources: 21CFR 812.36(f) Treatment Use of an investigational Device

21CFR 812.150 Reporis

21CFR 814.84 Reports
Required Documents: Documentation of Report Approval Ty
Required SOP Elements: Sugg@%ted Tools/Templ
1. Report Development Process Rgi%‘ort ternplates with required

Identify type of report and required elements (e.g., progress, PMA(s),¢’ -glements
final, or post-approval reports).
2. Report dataset
Define the requirements for creating report dataset, include:
« Schedule
« Database cut-off
» Discrepancies resolution
+ Freeze/store dataset
« Statistical  analysis
» Other requirements based on departmi
3. Report Approval :

S,

.

&
eritprocess

Report approval template
g

Address requirements for: 3
» Review and approval of reports (ilentify reviewers/approvers
by functional roles) s

« Approval documentation regtiirements
4, Report Distribution &
Identify requirements for intefnat and external distribution.
5. Report Revisions -

Define process for mar
distribution.

ing report revisions subsequent to initial
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APPENDIX K

Topic: Data Handling/Management
Purpose: To describe the process to be followed for managing study data.
Sources: 21CFR 50.25 (a)(5) Elements of informed Consent
45CFR 160 and 164 (“HIPAA Final Rule ")
Required Documents: None e

Required SOP Elements: Sug eﬁéd Tools/Templates:
1. Requirements Tem%ate for data clarification

Address the following:

» Process for maintaining confidentiality of information about e
each subject i

e Process to allow changes to CRF data to be made only by}
authorized personnel, initialed and dated, and the original~

entry retained for comparison e
« Describe how data is collected, processed and mai g
house
s Process for identifying and resolving missing of
data
o Procedures for database management, dataarchiving, and
retention period (see Appendix L) A

2. Data Management Plan (DMP) - Optionaf“: ~
If a separate data management plan is us;ec% equire the following:
+ Development of the plan -
» Required content
+ Internal review and approyg“l;}
« Revising or updating the@MP

« Distribution (e.g., idgﬁtﬁzby functional role)
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APPENDIX L o

Topic: Data Management System 2,
Purpose: To describe the process of developing, validating and maintaining a clinicagﬁa
management system (DMS), £
Sources: 21CFR 11 Electronic Records and Electronic Signatures "
MIT-001 System Development and Validation Life Cycle Policy (SVDi
Guidance for Industry, Computerized Systems Used in Clinical an\l@‘\Apn! 1999; US Food
And Drug Administration
Required Documents: Data Management System Requirements Documsm
Validation Plan and Test Report
Change Conirol Management Records ¢
Required SOP Elements: ﬁxggested Tools/Templates:
1. Study Requirements MS requirements document
Process for establishing database specifications and developing a " template
Data Management System (DMS) Requirements Document that
includes the following elements:
+ Data points to be captured, e.g., data point on the CRE~8ata
points captured by the device, data points mamtaungd*b“i/ the
core lab
» Data validation checks, e.g., required fields, rangm:hecks
intrafinter CRF checks
» Data extract requirements, e.g., requ;rementgf@r the
statisticians such as SAS variable names;
2. DMS Development

Software specific work

Address development of the DMS apphcatson{m%ludmg instructions
» Selection of hardware and software tequirements
»  Construction of the DMS applicatién for a new study Template for validation plan and
s Validation plan, testing and appr@tgai {e.g., peer review, and report
user acceptance)

« Required documentation
» Release for production qs'
3. Training
Address the need for trainingthe study team and end users and how
training is be documented. "
4. Report Generation
Process for developmg@hé validating reporis derived from the
database for study mafizgement.
5. System Mamtenance
Describe proceduf@s to be followed for system maintenance. Include:
» Periodic Back-up

« Charigé control procedures
» _Digaster contingency plan
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APPENDIX M e
Topic: Study Deviation Management e i
Purpose: To describe the process for defining, documenting, reviewing, reporting an@mamtammg
records of study deviations that occur at investigational sites. e

Sources: CCRA-025 Managing Clinical Study Deviations (investigational Sltes)m g
CCRA-008-GO1 Guidance on Implementing a Monitoring Programﬁ@PA Process
21CFR 812.150(a)(4) Deviations From the Investigational Plan "K
21CFR 812.46 (@) Securing Compliance -

Required Documents: Deviation Report Form (may be part of a CRE-0r separate form)
Required SOP Elements: P @ggest&d Tools/Templates:
1. Definition "~} See CCRA-025

Provide the definition of a study deviation and examples of typical {
study deviations. Define any classification system used by the ¢ inical

group.

2, Records Deviation Report Form Template
Describe how information on deviations will be co!!ectad éﬁd (may be partof a CRF or a
recorded. Include: separate document)

« Required information
+ investigator review and acknowledgement
» Data management system (e.g., forms ﬁgtabase)

3. Internal Review -
Describe the process for internal review %@v;atnom
» Upon discovery B
» Follow-up and resolution (CAFA)
* Management review — tr@ﬁ&ﬁg and analysis

4. Reporting ‘
Define the process for exter epomng of deviations to regulatory
agencies, investigator snes@nd IRB/EC required by geographic
regulations. L

Require periodic snte-specmc reports summarizing deviations to be
provided fo investigators.

5. Prior Appro\lal Deviation “prior approval form”

ess for obtaining and documenting clinical study template
Approval prior to the investigator initiaing changes in or
the investigational plan or protocol.

6. Sﬁguﬁhg Compliance
Deschibé the process to securé compliance or suspend/terminate the

invastigator if not compliant.
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APPENDIX N o

Topic: Adverse Event Management
Purpose: To describe the process for identifying, defining, classifying, reviewing, aanﬁ’gpomng
adverse events (AE) during a clinical study.

Sources: 21CFR 812.3(s) Unanticipated Adverse Device Effects o~ xfff
21CFR 812.150 (@)(1), (b)(1) Reports

Required Documents: Adverse Event Repotting Form (e.g., CRF) e
Required SOP Elements: Suggested Tools/Templates:
1. Identifying and defining adverse events Matrix'af reporting requirements
Define key types of events and classification systems, if used. For by ggwgraphy
instance: =

* Anticipated adverse event §;andardxzed definitions and

« Unanticipated adverse device effect (UADE) ' classifications based on

» Device-related adverse event therapeutic area
2. Investigator Reporting Template for standard protocol
Address information to be provided in study materials (e.g., prot&zot language
CRFs). Include the following:
+ List of anticipated AEs
= Types AEs requiring reporting (e.g., every adversgevent vs. a
subset of product or study-related events) oy
+ Methods to report AEs
s Obligations for reporting events (e.g., IRB/E
regulatory authority) \35
+ Information required by sponsor (E.g., e\zgnt description, date
of onset, severity or AE classification, 6ﬁ‘tcome or resolution
status) )
« Time frame for investigator repomhg
3. Adverse Event Review
Describe the internal review processv
« Ev ent classification Guidelines for a Data Safety
» Who is responsible for revléw ng (monitor, study team, Committee or Adverse Events
regulatory) Committee
* Time frames for revge
+ Documentation reqmments
« Trend —analysns t amow prompt knowledge of potential safety
issues
Describe the externai grw“mew process, if used (e.g., adverse event
committee, data monitoring committee)
4. Unantnclpateg:i\dverse Device Effects
Describe spem fis-procedures for reviewing and reporting
unanticipated, ‘gdverse device effects
5. Extemfég:Reportmg
Define reqiirements for:
. §;%‘pedited and routine reporting to regulatory agencies
» “Reporting to IRB/EC and investigators

o £

Flowchart for AE repbrting

Noie‘* Consult laws and regulations of the countries where studies are to be conducted for
gg@graphy—speth ic requirements.

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-RO21612-000268



108

APPENDIX O

Topic: Training of Site Personnel

Purpose: To describe the process for developing, implementing and documentrng st
training of site personnel involved in clinical studies.

Sources: 21CFR 812.43(a) Selecting Investigators
21CFR 812.45 Informing Investigators
Required Documents: Training Documentation Form
Required SOP Elements: Sugg%ted Tools/Templates:
1. Developing Training Requirements e
Address the following elements:
~» Topics and materials to be covered
+ Study-specific training needs {e.g., protocol, product)
+ Personnel to be trained based on responsibility in the st

* Methods of training (i.e., investigator/coordinator megh
conference call, on- sxte)

« Timing and frequency of training

» ldentification of trainers by functional role
2. Required Training Components
Training materials will include the following:

» Technical overview of product(s)

* Protocol  overview

« Study procedures %

* Managing investigational pro&?ﬁgi\‘disposition

« [nvestigational dewce/proc{ud accountability procedures

» Procedures for returnin @used/explanted product(s)

e CRF completion and mahagement

* Investigator's requ?\tabx!mes

« Sponsor's resgoﬁs%nhtnes

» Procedures for o\atammg informed consent

* IRB/EC  rol

pecific

Training materials checklist

for adverse event reporting

s  Procedifes for study deviation reporting

* Monitoring requirements and expectations

o .Btential for regulatory inspection

ézte record maintenance and retention

Reimbursement information (based on geographic regulation)

Regulatory requirements for commercially approved products
used in a clinical study, including adverse event and complaint
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reporting
Other regulatory requirements not listed above such as
geography-specific regulations.

3. Documentation of Training

Describe the process for documenting training. The following items
must be included on fraining documentation form(s) used:

.

Study name or meeting title
Attendees name, signature and date of training
Name and signature of trainer(s)

General nature of training (e.g., protocol, product technology,
regulations, efc.)

Maintain a copy of training materials o7

4. On-going Study Training
| Process for identifying and training new site personnel when s@f?
L=

changes occur during a study.
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APPENDIX P o
Topic: Investigator and Subject Compensation T ’
Purpose: To describe the process and requirements for issuing investigator ap@‘“subject

compensation.
Sources: FDA Information Sheet “Payment to Research Subjects”
Required Documents:  Fully executed investigator compensation agreéfﬁént
Subject compensation information in consenﬁfbgcument

Required SOP Elements: Suﬂﬁ”ésted Tools/Templates:
1. Investigator/Site Compensation Q@Vmenthheck Request Form
Process for issuing investigator/site compensation. Include the )

following:

Study compensation letter

o Fully executed investigator compensation agreemen : template

available, included the amount and schedule of .
payments “‘\

» General criteria for determining when paymengsare due
o Internal payment authorization and check I adests

» Requirements for correspondence acccmﬁanymg
investigator compensation .

« Documentation required for record reténtion
2. Subject Compensation '
Describe the process for payments to study subjects if
applicable to a study. Include the foﬁiiwmg Study compensation letter
» Process to determine if pa;ﬁxent is appropriate for study | template

e The amount and scheq@larof payments must be set forth
in the informed cons it-document

o Internal payment aultiorization and check requests
Requnrementsf rrespondence accompanying subject

Payment/Check Request Form
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APPENDIX Q

Topic: Investigational Product Accountability
Purpose: To establish the requirements forinvestigational product accountability and H&ékmg
Sources: 21CFR 812.100 General Responsibilities of Investigators

21CFR 812.110 Specific Responsibilities of Investigators

21CFR 812.140 Records

CCRA-036 Policy for Investigational Device/Product Accountability .

CCRA-036-G01 Guideline on Investigational Device/Product Acc; ability
Required Documents: List of sites authorized to receive investigational g(r&duc’(

Investigational Product Disposition Log

Required SOP Elements Suggested Tools/Templates
1. Product storage at sponsor £
if investigational product is stored by clinical personnel, specify the
procedures for secure storage and access by only authorized B
personnel,
2. Authorizing shipment Checklist for shipment
Define process for authorizing shipment to investigational sne§,‘;ﬁé|d authorization
and-clinical personnel. e
Identify method to track on-going site status for recewmg
investigational product.

Shipping request form template

3. Inventory tracking
Define requirements for a product tracking system anﬁtﬁaceabmty
docurmentation.

Include provisions for determining when commergal !y released
product enters the clinical study and is conmdgt:gﬁ to be
investigational. . .
4. nventory manag it at investigational sites Product disposition log
Describe how investigational product will | be maintained and tracked
at sites. Include the following:
* Inventory storage requ:remen!t%asecunty
* Product dispositionlog
» - Documentation requ:red ,er dtsposai of investigational product
5. Returned Product Investigational product return
Describe the process for retu{ and receipt of investigational product | form template
by the sponsor. o
6. Inventory Raconc:llghén Template for reconciliation report
Describe the process fqg mventory reconciliation, including all
investigational products shipped from finished goods, field and
consignment invenfory, and end/use disposition.
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APPENDIX R

Topic: Study Closure

Purpose: To describe the process 1o close a completed study or to prematurely susp@ad or terminate
3 clinical study at the site, at the sponsor, and with the regulatory agenc&eé“*

Sources: 21CFR 812,150 Reports g
21CFR 812.30 FDA Action on Applications
CCRA-008-P0O1 Procedure for Clinical Studies Monitoring
CQRA-028 Quality Records Policy

Required Documents: Notification to regulatory agencies
Required SOP Elements: . §i!ggested Tools/Templates:
1. Types of study or site closure 4

Define the types of study or site closure:

« Completed Site/Study — When sponsor and/or regulatory;
requirements have been satisfied per the mvestrgahon@fﬁan
and/or decision of the business

» Suspended Site/Study — Temporarily postponememOf study
activities related to enroliment and distribution oﬁﬂae
investigational product

* Terminated Site/Study - Discontinuation by ONSOr of by
withdrawal of IRB/EC or FDA approval ofé!ﬁ investigation
before completion fm)

2. Completed Site/Study Checklist for investigator
Describe the process for closing a complétedl study Identify notification requirements
responsibilities, procedures, and required.documentation to close the

study at the site, at the Sponsor, anci@ regulatory agencies.
Include:

+ ldentify who is involved i ?‘.he decision making process and
required documentation.(e'g., rationale, approvals)
+ Notification to regu!a,t\my agencies

* investigator nonﬁgﬁm requirements (e.g., study closure date,
rationale for closuze discontinuation of data requirements,
and d:sposxtron‘bf products, record retention requirements,

IRB/EC notificition
»  See closuré-activities below
3. Suspendedi&telsmdy Checkiist for investigator
Describe th&brocess for suspending a clinical study or site: notification requirements

thy who is involved in the decision making process and
uired documentation (.g., rationale, approvals)

“Procedure 1o notify the sites, IRB/EC and regulatory agencies

Identify the process for reactivating or terminating the study or
site

* Address follow-up for existing patients
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4. Terminated Site/Study Checklist for mvesugatﬁ
Describe the process for prematurely stopping a clinical study or site; | notification require

+ ldentify who is involved in the decision making process and
required documentation (e.g., rationale, approvals)

« Identify the procedure to notify the sites, IRB/EC
* Require regulatory agency notification

« identify the closure activities at the site and at the sponsor that
will be required (see below)

« Address follow-up for existing patients
5. Site closure activities éheckhst with study closure

Define the activities to be performed at an investigational site during 3»  onitoring report
study closure visit for a “completed” study and a “permanently
terminated” study. Include the following:

» Iinvestigator/study files are complete and accurate
» All CRFs, clarification and missing data received

« Annual and interim reports (as required by regu!atmn) are up
to date

» Deficiencies resolved or closed (e.g., admini
+ Investigational product accountability is cqm ete
* Equipment {o be returned to sponsor f\
+ Record retention requirements agree({%y investigator

+ Obiligation for finai reporis to be sibriitted by investigators as
required by regulations

» Other activities defined by thaip sor or protocol

6. Sponsor closure activities sk Lx Close-out checklist (sponsor)
Describe the process for study ﬂ;sure at the Sponsor. Include the
following: Template for final clinical report

* Project, subject, an e files are complete and accurate

« Reconciliation g{gﬂh ed, used or explanted investigational-
labeled productg

» Final compensation and contractual obligations

. Complete & final report for submission to sites, IRB/EC and
regulatqg’y«?bgencues

»  Probéss to track financial disclosure after study closure (as
re?mred by regulation)
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APPENDIX §
Topic: Training of Medtronic Personnel

Purpose: To describe the process for training and documenting training of Medtroni
involved in a clinical study.

Sources:; 21CFR 812.43 Selecting Monitors
CQRA-020 Personnel Training Policy

Required Documents: Training Plan, Training Record

Required SOP Elements:

1. Definitions

Department Training File — A central file for each Clinical
Department containing training records, such as, department trammg
attendance rosters and presentations. In the US, the files may also{s
contain the individual employee training record, job description %{:;F
CV/resume.

Training Plan — A document that outlines the specific trainis
employee needs and will recsive in order to perform hls/heﬁob
function. The Training Plan may be a separate documenfbr part of
the Individual Plan (IDP).

Training Record — A record (hard copy or e!ec’trome fsed to
document training received.

2. Training requirements — clinical personnet Jobftraining matrix

Identify training requirements and frequency‘hg%"ed on functional role
(include both employee and contractor). .

3. New hire assessment
Address requirements to assess ne\r(gemployee skills and needs.
4. Documentation Training record template

Describe how training will be documented and how records will be
maintained.

Training plan template
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APPENDIX T o
Topic: Document Control N

Purpose: To describe the process for the approval, revision and maintenance of cogg‘iﬁfed clinical
documents and records.

Sources: CQRA 015 Document Controf System
CCRA 037 Policy on Control of Clinical Documentation
CCRA-037-G01 Example Templates for Control of Clinical Documemataon
21CFR 820.40 Document Controls, Quality System Reguiation £

Required Documents: Approval Documentation
Change History Documentation

Required SOP Elements: ~-Suggested Tools/Templates:
1. Draft Documents :‘ Routing Sheet template

Identify document control procedures to create, review and edit neWs hal
documents. N

Address requirements for draft.
tdentify system used to track routing of documents.
2. Approval Approval Record template

.
Process for document approval, including documentaggn, sffective Change History Record tempiate
date, and initiation of change history records.

3. Version Control Format

Describe document requirements for version col}t o! (e.g., footer,
pagination, etc).

4. Document Maintenance and Retentm

Describe where the original master wuluﬁé maintained in a secure
lacation.

5. Training

Determine the need for training g‘s} the new or modified document and
how this training will be comp[e%d and documented.

6. Distribution
identify requirements fo deument distribution and traceability.
7. Revisions )

Describe the process and requirements for initiating changes fo
approved docume?ﬁ’s

» Draft, review,"and edit process

« Updatin Pt change history records
. Documenf’ approval

. lden;&ﬁcanon of affected documents

. Qgcument maintenance, retention, training, and distribution (see
“above)

it

Document Change Order
template

o3
.+ Disposition of retired documents
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APPENDIX U
Topic: Preparing for Inspections by External- Agencies
Purpose: To describe the process for preparing and managing inspections performeg’% external

parties.
Sources: CQRA-029 Regulatory Inspection Policy

Corporate Directive: Dotted Line Relationship Between Corporate am
Business/Geography Clinical Heads

21CFR 812.145 inspections
Required Documents: None B
Required SOP Elements: iuﬁgested Tools/Templates:
1. Preparation for sponsor inspection. Ereparation checklist
Include the following requirements:

« ldentify qualified individual(s) to serve as the clinical
representative or clinical inspection coordinator

» identify who to contact when notice of an inspection’is
received. Include notification to business managemfght and
Corporate Regulatory Affairs and Comphance

inspection
» Describe the process to train personnel foﬁé involved in
inspections s

2. Dunng the sponsor inspection

& wded to the mspector(s)

o Alist of documents and copie; 1
o Notes on each day's progreség‘k

* Informing Corporate ancLb%%Tness management on major non-
compliance issues, unraasonable requests, prolonged delays,
or other unusual deve*o;;ment before or during the inspection

3. Upon completion of t@}ponsors inspection
* {dentify who wilLﬁfé{s\oﬁﬁed of the results of the inspections.

Finspection (482)

- Obseryations  (483)

aft and final responses to observations and exhibits or
chments

stablishment Inspection Report (EIR)

Warning or untitied letters and responses
4. ln%§t|gator IRBIEC inspections (study related) Preparation chacklist

Desbnbe the process to be followed for an intended inspection by a
repulatory agency. Include the following:

Standard training information

» Clinical and other sponsor personne! to be notified

Medtronic Confidential -~ Provided to the Committee on Finance Pursuant to Senate Rute XXIX MSD-R021612-000277



117

+ Medtronic inspection contact

s Site training

* Investigator/site support during inspection, if requested

« Reporting observations and response (see ltem 3 above)
5, CRO inspections (study related)

Describe the process to be followed for an intended inspection by a
regulatory agency. Include the following:

« Clinical and other sponsor personnel to be notified
+ Medtronic inspection contact
« CRO support during inspection

» Reporting observations & response to sponsor (seeitem3 .,
above) N
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APPENDIX V

Topic: Qutsourcing Activities
Purpose: To describe the process for selecting, managing, training and communlcatiggwnh
outsourcing vendors used for clinical studies.
Sources: 21CFR 312.52 Transfer of Obligations to a Contract Resource Organig"“abbn
No specific regulation for outsourcing requirements in device studuei"*«c
Required Documents:  Qualification/evaluation checklist
Confidentiality agreement-for proprietary informati
Fully executed contract or agreement
Qualification, CVs or resumes of subcontractory and proféssional services
Required SOP Elements: 4 Suggested Tools/Templat
1. Outsourcing Plan
Define how decision will be made to pursue outsourcing activiti
2. Confidentiality Agreement ,
Require confidentiality agreement for proprietary information.

Template from legal

3. Qualtification of Qutsourcing Vendor 'ii;»’ Evaluation checklist

Describe the process for identifying outsourcing candgg@tes and the

process for documenting the screening and qualifi caﬁon of each. CVs or resumes of prospective
Include a process for evaluating vendor SOPs to.b}é“ used for the candidates

study. This review will be documented.
4. Selection of Qutsourcing Vendor
Describe the process for reviewing outsol é”ﬁg candidates and final

selection.

5. Contract/Project Agreement ' Example work order checklist or
Describe the process for draftmg agd executing the contracts or tegal template

agreements,

6. Training of OutsourcingRémonne) Training logs

Describe how outsourcing pefsonnel will be trained and managed
(may refer to clinical man@ément plan/monitoring plan for study
specific details). &

7. Evaluating Performance

Describe requnrem§¢ts for evaluating the activities performed by the
outsourcing venddr. Document the evaluation,

8. Correctn\@ahd Preventive Action

Describe agrocess for communicating and documenting issues and
corrective’adtions.
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APPENDIX W

Topic: Emergency and Compassionate Use ot
Purpose: To describe the procedures to be followed for emergency and oompassion?%use of an
investigational device (US regulations). s

Sources: 21CFR 812.35(a) Supplemental applications o 3
FDA Guidance on IDE Policies and Procedures (January 20, 1998}, éﬁ?pter il ~ Expanded
Access to Unapproved Devices, Emergency Use of Unapproved @@ Devices
Required Documents: None ~
Required SOP Elements: Suggg?ted Tools/Templates:
1. Definitions: i
Emergency Use - Use of an investigational device in a patient that
has a life-threaténing condition that needs immediate treatment and:
(a) no generally sicceptable alternative treatment for the condition <,
exists and (b)-bécause of the immediate need to use the device, tha@ ]
is no time to use existing procedures to get FDA approval for the ue”

Compassionate Use -- Use of an investigational device in a patient
with a serious, but not life threatening condition. Foa

2. Emergency Use "
Describe the redquirements and process relating to:

+ Required documentation from physician and
hospital/institution R Emergency Use consent

» Sponsor and regulatory review and pre-apgli}bvai when template
possible (e.g., investigational product rejeise)

» Communicating physician obligations a‘,@&' emergency use

« Consideration for including a site o a'patient in the clinical
study, the extent to which the protégé will be followed and
how patient data will be reported-,

» Documenting relevant physiciafiiSite training

o Notifying FDA of the emergency use

« _Internal review of patient datd and status

3. Compassionate Use o

Emergency Use requirements
checklist

oy Compassionate Use

Describe the requirements and;iirocess refating to: requirements checklist

* Required documentés}vh from physician and
hospitalﬁnstitutiom~§“’ Compassionate Use consent

pre-approval : template

| on a case-by-case basis or implementation
ofa compaiﬁbnate use protocol

. Commquq%gﬂng physician obligations after compassionate use

. Consida;\ﬁion for including the site or patient in the clinical
stud)ft\:ﬁ}é extent to which the protocol will be followed and
how.pdtient data will be reported

. Qo\i;’amenting relevant physician/site training

I%fternal review of patient data and status
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APPENDIX X
Topic: Physician Advisory Cc i -

Purpose: To describe the process for identifying and selecting members for physiciag%wéﬂmmittees
used for activities such as adverse event review, data monitoring and.study-oversight.

Sources: FDA Draft guidance: On the Establishment and Operation of Clinical ThidrData Monitoring

Committees -
Required Documents: Membership roster, meeting documentation . S
Required SOP Elements: Suggés?ed Tools/Templates:
1. Committee Role -

Describe the purpose and role of the committee. Indicate when this B
committee is used. Examples of physician advisory committees &
include: T

s Adverse event committee
+ Data monitoring committee
» Physician steering committee .

2. Membership Criteria o

» Establish criteria that individuals must meet in ofder to be
selected as a committee member
+ Committee composition, including chair |
+ Requirements for confidentiality and cong \““‘tting agreements
3. Committee Procedures &
« Specific processes to be followed gy@ommiﬁea
» Frequency and format of meetingm

« Requirements for documentiny hand filling meeting minutes

7

Guideline for committee
operations
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APPENDIXY

Topic: Publication Policy
Purpose:  To establish requirements governing the publication of study data.s
Sources: None

Required Documents:  None o

Required SOP Eiements: Sug\gé%ted Tools/Templates:
1. Publication Strategy g&gﬁﬁ?rdized publication
Establish requirements for creating study publication %“ndehnes

plans/strategy. Consider the following:
« Determine the need for a formal publication plan

+ Whether preliminary study results can be released p
to study compietion ;

» Extent to which study results will be offered for ¢
publication to investigators and ncm-mvestrgatgfs

o Use of a publication committee, if desired
s Process for identifying and selecting a
» Sponsor guidelines provided to inves @a
» Expected timelines for manuscript sﬁbm»ssnons

+ Process for identifying Medtrowc isersonne! to assist the
author(s) and their responsnbximes

2. Review, Approval & Submissi

* Process for identifying andsetectmg individuals to review
publications

» Process for reviewingsand documenting approvat

+ Expected timelin r reviewing, approving and
submitting pubhgalions

¢+ Process for su&mmmg publications, including who will be
notified of publications (Medtronic personnel and others)

N

3. Ad Hoc Rquests

Describe thed \grocess for approving and responding to ad hoc
data requesiﬁ that are outside of a previously defined
pubhcatcemblan

Publication/abstract approval
form

Cons;deﬁntemal and external requests.
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SCOPE
Medtronic Worldwide
PURPOSE

The purpose of this policy is to establish requirements for written standard opefatng
procedures (SOPs) for conducting human clinical studies when study data w;lLbé submitted
to a regulatory authority. For other types of studies, this document may be tﬁ%ed as guidance
in developing SOPs.

POLICY

Businesses and geographies will establish and maintain written ﬁe?ating procedures that
govern the conduct of human clinical studies when study data will be submitted to a regulator
authority This includes both pre- and post-market studies. Shéh procedures will be
designed to reflect Medtronic’s responsibility for protecting | w?é rights, safety and welfare of
study subjects and for ensuring the integrity of study data@

DEFINITIONS AND ABBREVIATIONS

Clinical Investigation Plan (CIP) or Investigal Plan {IP) = The document(s) that
encompass.the components of the study and QWIcable regulatory requirements. (Also
known as Investigational plan)

Protocol — A subsection of the {P that des!mbes the objectives, design, methodology,
statistical considerations and conduct qf"tbe studies.

SOP — Standard Operating Procedur
MDR — Medical Device Reporting

REQUIREMENTS .

1. Medtronic businesses agg geographies will establish and maintain written standard
operating procedures §80Ps) for conducting studies as defined the policy statement The
appendices of this, cseument provide a list of required SOP fopics and required elements
to be addressed idhe SOPs. SOP{s) authored by anocther group or functional area may
be used and the required adherence to such SOP{s) must be documented.

2. 8OPs may.f Efe formatted according to the style used by the Medtronic entity. The
orgamzam% title and specific content may vary from how they are described in this
policy. *Bi8wever, all of the required topics and elements must be addressed in SOPs.

nal SOPs and requirements may be developed beyond those listed in this policy.

> anagement will ensure training of personnel to their department SOPs and other
applicable documerts as appropriate to their job function. Training must be documented.
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R
5. SOPs will be reviewed at least every two years and updated as needed. e

RESPONSIBILITY:

The management for each Medtronic business and geography is responsible fgr;}
implementing, training, and complying with this policy.

-
e,
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APPENDIX A ~ REQUIRED SOP TOPICS

Appendix | Topic

S0P Development and Revision
Clinical Project/Management Plan -~
Investigation Plan and Related Documents ]
investigator/Site Selection

Site Initiation

Sponsor Files

Site Monitoring

Statistical Aspects of Study Development
Study Report Generation for Regulatory @Jﬁﬁorities

Data Handling/Management
Data Management System
Study Deviation Management
Adverse Event Management
Training of Investigation Sitg@éfsonnel
investigator and Subject Eompensation
Investigational Product‘«A?;bountability
Study Closure -

Training of Med@pic Personnel
Document Cqﬁtﬁgoi

sinspections by External Agencies
Qutsourging Activities

Emesﬁ@ncy and Compassionate Use/ Humanitarian

si<l|cl-|w|m|o|vjo|z|Blr|X|«|—|T|0|m|m|OjO|®

RECOMMEND@Q; OP Topics: The following topics are recommended, but not required, if a
clinical groupgngages in these activities.

Advisory Committees (e.g., Data Monitoring Committee, Adverse Event
Committee)

Publication Policy
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N
NOTE: Q:;}

iZ)
Required Documents — These documents are created as a result of following the r tive

SOP and are expected to be included in the department SOPs. QZ:

Required Elements — These processes or requirements are expected to be a d ssed in
department SOPs.

Suggested Tools and Templates — These materials are provided as recatg:nendauons but are
not required unless listed under Required Documents. Cj

N
"

<
§
§
ii
&

$
S

i
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APPENDIX B

Topic: SOP Dévelopment and Revision

Purpose:  To describe the process for developing, reviewing, approving, rey@ing and
documenting deviations to SOPs. &

Related Corporate Policy, Procedure, or Guidance:
CQRC-015 Document Controt System
CQRC-020 Personnel Training Policy
CQRC-028 Quality Records Policy
CCRA-037 Policy on Control of Clinical Documentation
Required Documents:  Standard Operating Procedures; SQP Temp!ate‘
Required SOP Elements: ~ Suggested Tools/Templates:
1. Development process SOP template specific for the
« SOP template business
s Version control system used
2. Revision process
+ Periodic review and update
» Change control
« Obsolescence
3. Review, Approval, and Dlstnbutm
* Internal review
e Approval process
» Effective date
¢ Document control
» Distribution requirgifients
4. Training

Describe the process for determining the need for training on
the new SOP and-how training will be completed and

Staff training matrix

documented.

5. Devnatmqgrom a SOP Template for reporting
Descnbeqbéumentation requirements for plannedfunplanned deviations to SOPs
devnatxor&?to SOPs:

o Descnptron of deviation
¢: Reason or justification for deviation
Documentation requirements for prior approval
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APPENDIX C

Topic: Clinical Project/Management Plan

Purpose:  To describe the process for developing, reviewing approving angk
Project Plan. o

Related Corporate Policy, Procedure, or Guidance: e

Required Documents: - Clinical Project/Management Plan. This dog “’ fent may also be
known as a "Clinical Strategy Plan’ or be part of an overall product devélopment process.

Required SOP Elements: si}ﬁgested Taols/Templates:
1. Development Process i Plan template
Describe the process to develop a Clinical Project/Managemgﬁiﬁ
Plan. Address the following elements: o Budget and Resource Plan
« Clinical strategy and scope of study: ‘ template
- Purpose, duration, size and geographic locafion
- Justification fqr the s’fudy . ks Study Schedule template
- Product description, indications for use )
- Regulatory strategy and Medtronic copifaercial o
release requirements by geography. = Roles and Responsibility
- Required reports Matrix
e Project risks (Identification of potente issues that could
have significant impact the pro’ec@ﬁc!uding budget,
schedule, and resources.) -
o Study schedule .
* Budget & resource requiré*?ﬁ%nts
» Training requirements e study
+ Regulatory requirem ‘or use of commercially
approved products.ffva clinical study, including
determination ofljzﬁestigational status, labeling, adverse
event/MDR agﬂébmplaint reporting
« Specify the pp??wt in time when the clinical project plan is
required (;egg specific phase of the product development
cycle, priprto study start etc.).
.
2. Revigggaﬁd approval Approval template
Reviem@éﬁd approval process for the Clinical Project Plan
3. Béyision process Version Control template
Réquiirements for updating the Clinical Project Plan
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APPENDIX D

Topic: Investigation Plan and Related Documents

Purpose:  To describe the process for developing, reviewing, approving ar}el@?nendmg an
Investigation Plan.

Related Corporate Policy, Procedurse, or Guidance:
CQRC-008 Policy on Conduct and Review of Clinical Studies
CQRC-008-P0O1 Procedure on Clinical Studies Monitoring
CRRC-009 Policy on Adverse Event Reporting to Regulatory Authortggs
CCRA-025 Managing Clinical Study Deviations (Investigational Sa(es)

CCRA-031-G01 Guideline on Investigational Plan Developmeaﬁand Review
CQRC-036 Policy for Investigational Device/Product Accouggabmty

CQRC-036 G01 Guideline on Investigational DewcelProqgﬁf Accountability

CCRA -037 Policy on Control of Clinical Documentaﬂon‘%

CQRC-037-G01 Guideline on Example Templates fqm@ontroi of Clinical Documentation

Required Documents:  investigation Plan
Change History &écord
s,

Required SOP Elements: Suggested Tools/Templates:
1. Development of the Investigation_Plan 1P Checklist or template (see
Specify the requirements and proceg8for developing an IP. CCRA-031-G01)

Include the foliowing: )
» Purpose of the study _ '
» Objectives and duratiés of the study

Hypotheses and er ints

hodology, and scientific soundness

+ Procedures fdastudy conduct

» Data Managgment

. Statnshcal;Methods and Analysis

LGt descr:pﬂon include identification of
ational and ccmmerc:a!!y-released components

Standardized definitions

*

N\,)Jstifica‘tion for the study

¢ Risk analysis

Adverse event definitions and requirements for reporting
» Deviation reporting
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Sponsor identification
Study monitoring procedures
IRB/Ethics Committee information:

Other institutions where a part of the investigation will be
conducted {e.g., core laboratories, data monitoring
committee)

Required records and reports (investigator and sponsor)
Investigation plan amendments
» Publication  policy

2. Global Regulatory Requirements for Clinical Studies and
Clinical Data. 5
Address a process to identify unique requirements for the
countries where:

the study is conducted

the product is in market use RN
the product is intended to be marketed (eg, datdwill be
used to support future regulatory submissior@\‘

£

o4
. £

Such country-specific requirements may inclu@gg@f(t are not
limited to) the following: o

« regulatory authority notification or apg%Val

reports of clinical experience outsidﬁg‘of the current study
adverse event reporting requireﬁ%%s and timeframes
data integrity assurance procedures

subject protection provisiong~.:

@C‘J(RC‘OOQ Policy on Adverse
E vent Reporting To
Regulatory Authorities

. Related Documents
» Informed consent tepiblate

tigations, if used

+ Report of Prior Inv:
» Literature revig@
Preclinical a‘:alaboratory testing
Previous qelln{cal experience
!nvestfégﬁé; Brochure, if used
Instrugtions for use

. Inyg‘ tigational  Labeling

» ~Gase report forms
N :"Conﬁdentiality agreement, if used

Investigator agreement

Disclosure

» Financial

Consent checklist
CRF templates / guidelines

Report of Prior Investigations
template

Investigator Brochure template

Investigator Agreement
template (see Legal)

Financial Disclosure template
(see Legal)
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» Releasefauthorization of medical information, if not
included in an informed consent document.

4. Review and Approval Process

Specify who will review and approve the IP and related
documents, and how approval is documented.

Address the following:
s Required elements of IP checklist
» Scientific soundness
« Statistical .. aspects
s Protection of human subjects
» Regulatory review
. Specmc geographic laws and regulat;ons

e legal review

- Elimination of unnecessary protocol reqmremeqj% and
data collection

» Consistency of requirements between cogngibnents
g St

» Document control procedures

» Externalreview and approval proce$§f\

5. Revision Process “‘“ Version controf template
Process for updating the IP and refated,éocumen’ts including: Change History Record
+ Review and approval of amgrgients (internal and template

external groups).

+ ldentification of other dotuments affected as a result of

the change.
6. Distribution and Mai Investigator and IRB/EC letter
Reguirements for templates for amendments

* Assessment eftfaining needs
. Dlstnbutxo%of approved documents
» Recordsimiaintenance for master copies (original and

revisiqﬁ%
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APPENDIX E

Topic: Investigator/Site Selection

Purpose:
sites.

To describe the process for identifying and selecting qualified mye§§ﬁgators and

Related Corporate Policy, Procedure, or Guidance:

Required Documents:

Approved list of potential investigators

Required SOP Elements:

Suggested ToéIsIT emplates:

1. Study Criteria

Require establishment of criteria that
investigators/sites must meet in order to be selected
for a study.

2. Site Nomination/identification

Process to identify potential investigators/sites.

Describe how information is to be collected and
documented.

mﬁlominatim or Profile Form template
)ﬁm study criteria

ol

3. Confidentiality Agreements
Determine the need for confidentiality agreer}a@ﬁts.

Confidentiality Agreement template (pre-
approved by Legal)

e
."\‘;*

4. FDA Sanctions

Verify that nominated/identified mvest(ga;zﬁrs are not
on the FDA lists of investigators who have been
disqualified, restricted or debarred fx&iﬂ conducting
clinical studies. o

See FDA website:
hitp:/iwww fda.gov/ocigep/clinenforce. himi

5. Site Selection

Process for reviewing and dgbidi
participate in the study.

As appropriate, commupi ate confirmation back to
the nominators, stud @am and business
management as to which sites will be invited to
participate in the study or are intended to be
activated.

6, Investuga;éﬁ.xst

Documentahgan and maintenance of Investigator list.

Approved list of potential investigators

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rufe XXIX

MSD-R021612-000294




134

APPENDIX F

;;:

Topic: Site Initiation
Purpose: . To describe the process for activating an investigation site.
Related Corporate Policy, Procedure, or Guidance:

Required Documients:  Site activation record with required documentation
Regulatory approval/clearance/notification as required by regulations inithe country where study
is to be conducted

Required SOP Elements Sﬁggested Tools/Templates

1. Describe the process for developing, collecting and % ﬁgite tracking system and site
tracking required site activation documents activation checklist

» Investigator  agreement

» Compensation agreement, if separate from mvest;gator Template for investigator
agreement delegation or task

s Confidentiality agreement, if required by busi authorization form

« Financial disclosure for investigators, if requiréd by
regulations

» IRB/EC approval
* RB/EC/MDT approved informed cac:%ent
» IRB/EC chairman (IDE sites OU!V);J
s IRB/EC roster or letter of comgifﬁhce {optional)
¢ Investigator curriculum vsta@x

* Investigator delegation a&fksk authorization form
(recommended, but o Qnal for device studies)

s Site training documeéfétlon

* Regulatory au’(hoﬂiy'approva! clearance, or notification
as required by.régllations.
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iHE
2. Study Mate

rial Examples:
Define required study materials to be provided to each site. Study Documentis B‘:ﬁéwér
(A general list can be defined along with flexibility to tailor to « Contact inf@ﬁaﬁon
individual studies as needed ) ; . Screeningiwégs (if used)

» Protocgl™

. Authgj}i@d (current}
informed consent.
g

* Gorrespandence

“’f:ﬂm’ Delegated task list (if
used)

4 e Etc

Patient Data Binders with
CRFs
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APPENDIX G

Topic: Sponsor Files

Purpose:  To describe the requirements for sponsor files.

Related Corporate Policy, Procedure, or Guidance:
CQRC-028 Quality Records Policy

Required Documents: None

Required SOP Elements:

-Suiggested Tools/Templates:

1. File Requirements

Documents required by regulation, business, and corporate !
policies and procedures must be maintained. Describe
requirements for file contents and organization, such as

« Clinical Project File

« Investigator records
« Subject data records
« Monitoring records

« Compensation records

e

Checklist of required contents

2. Filing Procedures

50
Describe requirements for maintaining.ahd filing study
documents in the sponsor files. Inclgde the following:

» Procedure for maintainingﬁész (electronic and/or paper
documents) b

» Process for ensuring i}bject confidentiality

3. Record Retention

Describe the process fi
closure. Include:

;chiving sponsor files at study

See CCRC-028 Quality
Records Policy

7~
» Retention period & records custody
N
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APPENDIX H

Topic: Site Monitoring

Purpose:  To describe the process for defining, documenting and |mp!eme§§§g site
monitoring activities for clinical studies,

Related Corporate Policy, Procedure, or Guidance:
CQRC-008-P01 Procedure For Clinicail Studies Monitoring
CQRC-008-G01 Guidance on Implementing a Monitoring Program CAEKA Process
Required Documents:  Monitoring Plan or written procedures n‘@{ﬁerent from SOP
Documentation of ‘(ramlnglquahﬂcat!bﬂ of monitors
Monitoring report
Monitoring visit log
Required SOP Elements:
1. Monitoring plan or written procedure

Describe the requirements for developing a monitoxi'}' plan.
The monitoring plan will include:

»  Who will perform monitoring and requu'egi ualifications
¢ Criteria for determining the timing anfﬁrequency of visits

» Regulatory and study managemenf’documents to be
reviewed

* Amount of subject data to be (yomtored
* CRF data requiring source‘ﬁbcument verification

s Define tools used for mam%rmg {e.g., checklists, logs,
reports, communucatnoQ§)

s OQutsourcing, if use

Suggested Tools/Templates:
Monitoring Plan template

Note: Monitoring Plal “or other written procsdures are required
when there are s;gn;f“tant study specific details that cannot be
described in a SQ;EL

2. Monitor Qu@ii’ ication See CQRC 008-P01 for

identify requ)géd skills and training training elements

Documeni: uahf cations of monitors
training completion
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3. Monitoring Process
Describe the following processes:
» Notifying the study site prior to visit
+ Conducting the monitoring visit
* Review of reguiatory and study management documents
» Data elements requiring source document verification
s Documenting the monitoring visit
» Notifying investigators and site persannel of observations
s Documenting protocol deviations
» Internal review and sign-off of monitoring reports <

» A ‘closed-loop” system to veri fy that issues identified:,
during monitoring are addressed and closed

4. Periodic Review

Address requirements for documented perjodic reviews

monitor findings. Include:

» Trend analysis on action items associated with the
monitoring reports

» Clinical study management review of ¢i

preventive (CAPA) items

Review templates
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APPENDIX |

Topic: Statistical Aspects of Study Development

Purpose:  To describe the elements of the statistical section of a protocol, mgiprocess for
validating computer programs used for statistical analyses and the process for
generating randomization schedules.

Related Corporate Policy, Procedure, or Guidance:
CCRA-031-G01 Guideline on Investigation Plan Development and Rewgw
Required Documents:  Statistical Section of Protocol
Statistical Program Validation Reportf““ 4

Randomization Schedules &

Required SOP Elements:
1. Statistical Design and Analysis (for powered stqd'{%ﬁ’)
Address requirements for:

« ldentifying the statistical hypotheses to be t%fed and/or
statistical parameters to be estimated

» Sample size calculation

» Statistical analysis

» ldentifying subjects for analysis

» Presenting statistical results ¢

* Review and approval of the s&

« Revising the statistical methdds
2. Validation of Statistical Er‘é‘g?ams Validation Plan
Address requirements for

+ Validating a statlshda* program

o Ensuring the mtegnty and protection of the program

+ Reviewing, apﬂrovmg and rev:smg the program

Suggested Tools/Templates:

Statistical analysis checklist
(See also IP checklist)

Validated statistical program

. Gener@@ég randomization assignments

. Dgefbg/ing the randomization assignments

P%btecting the randomization assignments

racking compliance to the randomization assignments

Unblinding a randomization assignment in case of an
emergency
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APPENDIX J

Topic: Study Report Generation

Purpose:  To define the process for developing, reviewing, approving and F iﬂsmg study
reports ,

Related Corporate Policy, Procedure, or Guidance:

Required Documents:  Documentation of Report Approval o
Required SOP Elements: Syé‘gésted Tools/Templates:
1. Report Development Process } Fieport templates with required

Identify type of report and required elements (e.g., internal <{ élements
report, progress report, PMA(s), final, or post-approval reportsis
etc.).

2. Report dataset £
Define the requirements for creating report dataset, ms}gde
* Schedule N

« Database cut-off
» Discrepancies resolution
» Freeze/store  dataset
 Statistical analysis

3. Report Approval

Address requirements for:

* Review and approval of reﬁ‘éi‘ts (identify
reviewers/approvers by fdmttonal roles)

+  Approval documentagmrequtrements
4. Report Distribution -
Identify requirements fqn;ntemai and external distribution.
5. Document Contml
* Address requ:rements for document control
+ Define pfébess for managing report revisions subsequent

Report approval template

See CCRC-028 Quality
Records Policy

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rufe XXIX MSD-R021612-000301



141

APPENDIX K

Topic: Data Handling/Management
Purpose: - To describe the process to be followed for managing study data,
Related Corporate Policy, Procedure, or Guidance:
Required Documents: None

Required SOP Elements: Suggj}iﬂed Tools/Templates:
1. Requirements Template for data clarification
Address the following: fgrms

» Process for maintaining confidentiality of information
about each subject f

» Process to allow changes to CRF data to be made aﬁiy
by authorized personnel, initialed and dated, andﬁe

original entry retained for comparison {w\
+« Describe how data is collected, processed anq@
maintained
s Process for identifying and resolving m
questionable data

¢ Procedures for database managemght data archiving,
and retention period (see Appendixi)

2. Data Management Plan (DMP) - Optional
53

if a separate data management pia 48 used, require the
following:

+ Development of the pl
s Required content ¢
» Internal review anc”tfapproval

¢ Revising or updauhg the DMP

« Distribution (e“g identify by functional role)
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APPENDIX L o

Topic: Data Management System

Purpose:  To describe the process of developing, validating and maintaining aé@hlca! data
management system (DMS).

Related Corporate Policy, Procedure, or Guidance:
MIT-001 System Development and Validation Life Cycle Policy (SDVLC),

Required Documents:  Data Management System Reqmrement%{iocument
Validation Plan and Test Report
Change Control Management Recor‘ag )

? | Suggested Tools/Templates:

DMS requirements document
template

Required SOP Elements:
1. Study Requirements
Process for establishing database specifications and de
a Data Management System (DMS) Requirements Doe;ument
that includes the following elements: ¢ \Q
» Data points to be captured, e.g., data pomt n ' the CRF,
data points captured by the device, da
maintained by the core lab

* Data extract requirements, e.g Jequxrements for the
statisticians such as SAS varigble names, etc.
2. DMS Development <3 Software specific work
Address development of the DMS’ application, including: instructions
o Selection of hardware.and software requirements
* Construction of the.BMS application for a new study

« Validation plan, tgsting and approval (e.g., peer review,
and user acce@ance

* Required dgcumentatxon
. Release‘fq production use
3. Training .

Address thé'need for training the study team and end users and
how the ing is to be documented.

4. Re‘ﬁ}ﬁ"t Generation

Progess for developing and validating reports derived from the
datéf)ase for study management.

System Maintenance
Describe procedures to be followed for system maintenance

Template for validation plan
and report
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include:
o Periodic  back-up
» Security measures
s Change control procedures
» Disaster contingency plan

e Archiving data and retention period, if not covered
elsewhere
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APPENDIX M

Topic: Study Deviation Management

Purpose:  To describe the process for defining, documenting, reviewing, re Q’ﬁng and
maintaining records of study deviations that ocour at mvestsgatl [sites.

Related Corporate Policy, Procedure, or Guidance:
CCRA-025 Managing Clinical Study Deviations (Investigational Sites)
CQRC-008-G01 Guidance on Implementing a Monitoring Program CA 3

Process

Required Documents:  Deviation Report Form (may be part«:’ﬁfé‘ CRF or separate form)
Required SOP Elements: + | Suggested Tools/Templates:
1. Definition Ses CCRA-025

Provide the definition of a study deviation and examp!es\%
potential study deviations. Define any classification sygtem
used for the study. ¢

2. Records

Describe how information on deviations will b
recorded. Include:

* Required information
* Investigator review and acknow!edgement
» Data management system (e. Q ~fbrms database) .
3. Internal Review
Describe the process for intern:
* Upon discovery

* Follow-up and resolt
process)
o Comprehensiveisummary review by clinical study

management and the clinical study team on a periodic
basis.

Deviation Report Form
Template {(may be partof a
CRF or a separate document}

view of deviation:

tion (e.g., monitoring CAPA

Define thegmcess for external reporting of deviations to
regulatoq@uthontxes investigators, and IRB/EC required by
geog;a%ibw regulations.

Requ ré periodic site-specific reports summarizing deviations to
bé:provided to investigators.
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5. Prior Approval

Describe the process for obtaining and documenting clinical
study management approval prior to the investigator initiating
changes in or deviations from the investigation plan or protocol.

Devi
template

n“p

6. Deviations resulting from emergency situations
Describe the process for documenting and reporting deviations
from the investigation plan to protect the life or physical well-
being of a subject in an emergency.

7. Securing Compliance

Describe the process to secure compliance or
suspendfterminate the investigator if not compliant.
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APPENDIX N

Topic: Adverse Event Management

Purpose:  To describe the process for identifying, defining, classifying, revie g, and
reporting adverse events (AE) during a clinical study.

Related Corporate Policy, Procedure, or Guidance:
CQRC-009 Policy on Adverse Event Reporting to Regulatory Authoriti% !

CQRC-008-P01 Clinical Adverse Event Reporting in Japan )
Required Documents:  Adverse Event Reporting Form {(e.g., CRFf
Required SOP Elements: 4 Suggested Tools/Templates:

Matrix of reporting
requirements by geography

1. Identifying and defining adverse events
Define classification systems For instance:
» Anticipated/expected and Unant\cxpated/unexpectaa
« Device/procedure relatedness
» Seriousness of event

Standardized definitions and
classifications based on
therapeutic area

2. investigator Reporting Tempilate for standard protocol

Address information to be provided in study fgterials (e.g., language
protocol, CRFs). Include the following: ,;g

« List of anticipated/expected AEs

+ Types of AEs requiring reportlng {“e g., every adverse
event vs. a subset of produg@‘ﬁ study-related events)

+ Methods to report AEs "“:“

s Obligations for reporung*\é&?@ents {e.g., IRB/EC, sponsor,
regulatory authority)

* Information requlreqby sponsor (E.g., event description,
date of onset, sevgﬂty or AE classification, actions taken,
outcome or resdﬁzilon status)

s Time frame for investigator reporting
3. Adverse EventReview Flowchart for AE reporting
Describe the internal review process for:

Guidelines for a Data Safety

Committee or Adverse Events

Committee

g me frames for review
Documentation requirements

» Trend -analysis to allow prompt knowledge of potential
safety issues
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Describe the external review proces
event committee, data monitoring committee)
4. internal Reporting
Describe procedures for reporting adverse event information to
Product Assurance groups or other functional groups required
by the business. Consider the following:

- AEs associated with the investigational device/study

- AEs associated with commercially released product

- Product complaints that may represent AEs A
5. External Reporting CQ&@—OOQ Paolicy on Adverse
Define requirements for: ent Reporting to Regulatory

pAtithorities

» Expedited and routine reportihg to regulatory authorities
» Reporting to IRB/EC and investigators

Note: Consult laws and regulations of the countries wher
geography-specific requirements. ’
For example:
* EMEA requirements, forms, and templates »sée BRC quality website
http:/fintranet brc. medtronic.com/quality/qdidcum#forms/clin_genfforms/clinical. htm

Studies are to be conducted for

-

N
e Japan requirements - See CQRC-068°P01
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APPENDIX O

Topic: Training of Investigation Site Personnel

Purpose:  To describe the process for developing, implementing and documgg”nng study-
specific fraining of investigation site personnel involved in clinicatBtudies.

Related Corporate Policy, Procedure, or Guidance:

Required Documents:  Training Documentation Form L
Required SOP Elements: . Suggested Tools/Templates:
1. Developing Training Requirements S;t“e Training plan

Address the following elements:
¢ Topics and materials {o be covered
» Study-specific training needs (e.g., protocol, produc;lﬁ’

* Personnel to be trained based on responsibility m{ﬁé
study o

« Methods of training {i.e., investigator/coordi
meeting, conference call, on-site)

+ Timing and frequency of training )
+ |dentification of frainers by functiona k&e
2. Required Training Components
Training materials will include the fo!lquiﬁ:
* Technical overview of producg(g‘)
« Protocol  overview
» Study procedures
+ Managing investigati product disposition
« Investigational  devigefproduct accountability procedures
s Procedures forv ‘iyrning unused/explanted product(s)
o CRF completian and management
. )nvestigator’s\‘f responsibilities
» Sponsol esponsibilities
. Proc\qun'\es for obtaining informed consent
iRBIEC role
bcedures for adverse event reporting
Procedures for study deviation reporting
- Monitoring requirements and expectations
« Potential for regulatory inspection and audit by sponsor
» Site record maintenance and retention

Training materials checklist
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Reimbursement information (based on geographic
reguiation)

¢ Regulatory requirements for commercially approved
products used in a clinical study, including adverse event
and complaint reporting

s Other regulatory requirements not listed above such as
geography-specific regulations.

3. Documentation of Training

Describe the process for documenting training. The foliowing
items must be documented:

» Study name or training title
s Date of training

» Attendees name

s Name of trainer(s)

o General nature of training (e.qg., protocol, produé&
technology, regulations, etc.)

» Maintain a copy of training materials

Trainiia?“documentation form

4. On-going Study Training
Process for identifying and training new s:te
staff changes occur during a study.
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APPENDIX P B
)
Topic: investigator and Subject Compensation R

Purpose:  To describe the process and requirements for issuing investigatpr'and subject
compensation. =

Related Corporate Policy, Procedure, or Guidance: 5
Required Documents:  Fully executed investigator compensation aggeEment

Subject compensation information in congiﬁ document
Required SOP Elements: ‘S;uggested Tools/Templates:
1. Investigator/Site Compensation 4 F;‘ayment/Check Request Form

Process for issuing investigator/site compensation. include th
following: N

o Fully executed investigator compensation agreen}e it is
available, included the amount and schedule of’¢ ™~
payments o

» General criteria for determining when payments are due

e Internal payment authorization and che ,‘ ?ae

» Requirements for correspondence a
investigator compensation &\\

» Documentation required for recgd retentxon
2. Subject Compensation e

Describe the process for paymentsd‘@ ‘study subjects if
applicable to a study. Include tha fbﬁiowmg Study compensation letter

+ Process to determine r{ payment is appropriate for study | template

» The amount and schﬁ*&ule of payments must be set forth
in the informed conéent document

o Internal payment authorization and check requests
. Requirementé«fo} correspondence accompanying subject
compensatipn
. Documen{a“ﬁon required for record retention
3. Busmess;C;onduct Standards

ﬁﬁvéstigator and patient compensation to adhere to
usiness Conduct Standards.

Study compensation letter
template

Payment/Check Request Form
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APPENDIX Q

Topic: Investigational Product Accountability

Purpose:  To establish the requirements for investigational product accounta@rty and
tracking.

Related Corporate Policy, Procedure, or Guidance:
CQRC-036 Policy for Investigational Device/Product Accountability £
CQRC-036-G01 Guideline on Investigational Device/Product Accountagi\“ ity

Required Documents:  List of sites authorized to receive inves tgfé%onal product

Investigational Product Disposition Loy
Required SOP Elements  Suggested Tools/Templates
1. Product storage at sponsor RN
if investigational product is stored by clinical personnel specrfy
the procedures for secure storage and access by only» e
authorized personnel. i -
2. Authorizing shipment W Checklist for shipment
Define process for authorizing shipment to mves@’géhon sites, | authorization
field and clinical personnel.
Identify method to track on-going site stat ig.for receiving Shipping request form
investigational product. template
3. Inventory fracking
Define requirements for a product traékmg system and
traceability documentation.
Include provisions for determin{:j@ rwhen commercially released
product enters the clinical stud and is considered to be
investigational. .
4. inventory manageméh*i’at investigational sites Product disposition log
Describe how lnvestlgajmna! product will be maintained and
tracked at sites. Incmgde the foliowing:

» Inventory stgrage requirements, security

*» Product "wséosition log

. Docg@féntation required for disposal of investigational

produet

5. Retglfﬁéd Product Investigational product return
Desdiibe the process for return and receipt of investigational form template
prpduct by the sponsor.
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2 B, 2 it B
6. Inventory Reconciliation
Describe the process for inventory reconciliation, including all

investigational products shipped from finished goods, field and
consignment inventory, and end/use disposition.

Lo
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APPENDIX R {j&}

Topic: Study Closure

Purpose:  To describe the process to close a completed study or to prematutﬂy suspend or
terminate a clinical study at the site, at the sponsor, and with thé f’egulatory
authorities.

Related Corporate Policy, Procedure, or Guidance:
CQRC-008-P01 Procedure for Clinical Studies Monitoring
CQRC-028 Quality Records Policy L

Required Documents:  Notification to regulatory authorities -
Required SOP Elements: -, | Suggested Tools/Templates:
1. Types of study or site closure

Define the types of study or site closure:

« Completed Site/Study — When sponsor and/or rznglatory
requirements have been satisfied per the mvestxgatnon

plan and/or decision of the business o

s Suspended Site/Study — Temporarily postqmement of
study activities related to enroliment andwdlstnbutlon of
the investigational product

o Terminated Site/Study — D|scontim{a on by sponsor or
by withdrawal of IRB/EC or reguldtory approval of an
investigation before completiol

2. Completed Site/Study & Checklist for investigator
Describe the process for closin acompieted study. Identify notification requirements
responsibilities, procedures, an Fequired documentation o

close the study at the site, at.ife Sponsor, and with regulatory
authorities. Include:

s Identify who is rr;vaed int the decision making process
and required dottimentation (e.g., rationale, approvals)

. Nonﬂcatxon to“‘egulatory authorities

. Invesngat snotification requirements (e.g., study closure
date, ratiganate for closure, discontinuation of data

requirements, and disposition of products, record
fon requirements, IRB/EC notification

[

* See closure activities below
3. Sdspended Site/Study Checklist for investigator
Degribe the process for suspending a clinical study or site: nofification requirements

» identify who is involved in the decision making process
and required documentation (e.g., rationale, approvals)
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Procedure to notify the sites, IRB/EC and reguiatory
authorities

« Identify the process for reactivating or terminating the
study or site

» Address follow-up for existing patients
4. Terminated Site/Study

Describe the process for prematurely stopping a clinical study
or site:

* ldentify who is involved in the decision making process
and required documentation (e.g., rationale, approvals)

+ Identify the procedure to notify the sites, IRB/EC
« Require regulatory authority notification

» ldentify the closure activities at the site and at the {} ’
sponsor that will be required (see below)

» Address foliow-up for existing patients £
5. Site closure activities L Checklist with study closure
Define the activities to be performed at an tnvesugaitrbn site monitoring report

during a study closure visit for a “completed” stqgfand a
‘permanently terminated” study. Include the fa!bawmg

* Investigator/study files are compiete ahd accurate
s Al CRFs, clarification and mxssnnq{iéta received

» Annual and interim reports (as re,quared by regulation)
are up to date I

+ Deficiencies with the adminiistrative (or regulatory) binder
are resolved or closed i

» Investigational product.accountability is complete
s Equipmentto be rexj\.lmed to sponsor
quirements agreed by investigator

« Obligation forfinal reports to be submitted by
investigatqgf as required by regulations

« Other actiVities defined by the sponsor or protocol
6. Sponsor giﬁgure activities Close-out checklist (sponsor)
Describe # ?ﬁrocess for study closure at the Sponsor. Include

} Template for final clinical
ject, subject, and site files are complete and accurate | report

econciliation of unused, used or explanted
investigational-labeled products

Final compensation and contractual obligations
Complete the final report for submission to sites, IRB/EC
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and regulatory authorities

. N
* Record retention procedures Q=
e Process to track financial disclosure after study closure ,@i

(as required by regulation) 3

ial - ded to the C on Finance to Senate Rule XXIX
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APPENDIX 8§

Topic: Training of Medtronic Personnel

Purpose:  To describe the process for training and documenting training of- dtronic
personnel involved in a clinical study.

Related Corporate Policy, Procedure, or Guidance:
CQRC-020 Personnel Training Policy

Required Documents:  Training Plan, Training Record 6,‘;».:‘%“
Required SOP Elements: §nggested Tools/Templates:

1. Definitions 4
Department Training File ~ A central file for each Clinical ¢ o
Department containing training records, such as, departme,af
training attendance rosters and presentations. Files may@so
contain the individual employee training record, job degcH

and CV/resume.

Training Plan — A document that outlines the specif‘?: training
an employee needs and will receive in order to g@ﬁorm his/her
job function. The Training Planmaybe a separ%t% document or
part of the Individual Development Plan (IDPQQ&

Training Record ~ A record (hard copy or‘é?ectromc) used to
document training received.

2. Training requirements — chmcal personnel Jobftraining matrix

Identify training requirements and { uency based on
functional role (include both emplgyee and contract labor).

Note: For outsourcing {eg, C (’))‘tralmng requirements see
Appendix V.

3. New hire assessment.

Address requirements tgassess new employee skills and
needs.

4. Documentatlon

Describe the prof S$s for documenting training. The following
items must bey

Training plan template

Training record template

. Studygﬁame or training title
. D ibc;f training
og\t%endees name

Ne ‘Name of trainer(s)

F;;?:; General nature of training {e.g., protocol, product
technology, regulations, etc.)
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APPENDIX T

Topic: Document Control

Purpose:
clinical documents and records.

To describe the process for the approval, revision and mamtenqn

Related Corporate Policy, Procedure, or Guidance:
CQRC-015 Document Control System
CCRA-037 Policy on Control of Clinical Documentahon

Required Documents: Approval  Documentation
Change History Documentation .

Required SOP Elements: Suggested
Tools/Templates:

1. Documents requiring document control & CQRC 037 Palicy on Control

identify documents that are subject to document cog%rol of Clinical Documentation

procedures.

2. Review of Draft Documents

Identify document control procedures to cr
new documents.

Draft documents should be clearly ide{n«ti{@ﬁ as such,
Identify system used to track routing of-documents.

& review and edit

Routing Sheet template

3. Approval Wi

Process for document approval m;c:ludxng documentation,
effective date, and change history record.

Approval Record template

Change History Record
template

4. Version Control Form

Describe document requi
footer, pagination, etc)

ents for version control (e.g.,

CQRC-037-G01 Example
Templates for Control of
Clinical Documentation

5. Document Maiménance and Retention

Describe where the original master will be maintained in a
secure locatior

6. Trainin
Determxng“t%e need for training on the new or modified
documeﬁt and how this training will be completed and
docu{ng*ﬁted

ldgnt;fy requirements for document distribution and traceability.
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8. Revisions Document Change Orggf
e

Describe the process and requirements for initiating changes to | template e
approved documents:

» Draft, review, and edit process

+ Updating the change history records
» Document approval

» Identification of affected documents

+ Document maintenance, retention, training, and distribution
(see above)

+ Disposition of retired documents l:f‘*
9, Records Retention “{ See CCRC-028 Quality
Describe the process for archiving study records, including Records Policy

Retention period & records custody
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APPENDIX U

Topic: Preparing for inspections by External Agencies

Purpose:  To describe the process for preparing and managing inspection§
external parties.

Related Corporate Policy, Procedure, or Guidance:
CQRC-029 Regulatory Inspection Policy

Required Documents:  None

Required SOP Elements: Sfyggested Tools/Templates:
1. Preparation for sponsor inspection. - F;reparation checklist

Include the following requirements:

o Identify qualified individual(s) to serve as the clinicals:
representative or clinical inspection coordinator . o
+ Identify who to contact when notice of an inspef)&lon is
received. Include notification to business ma@‘gement
and Corporate Quality, Regulatory and Clir}\iﬁaﬂ {CQRC)
W
s Identify other team members to prepare ghd assist with
the inspection
» Describe the process to train perso!
inspections
2. During the sponsor inspection
Describe requirements to be followeduring the inspection,
such as: o
* A list of documents and ‘€ppies provided to the
inspector(s)
+ Notes on each day;i fogress
s Informing Corpor fa'and business management on major
non-compliaqsg?[ sues, unreasonable requests,
prolonged de}“éys, or other unusual development before
or during the inspection

| to be involved in
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3. Upon completion of the sponsors inspection
« ldentify who will be notified of the results of the
inspections. Corporate review is mandatory.
» Provision to forward Corporate the following documents if
available:
- Notice of inspection (482)
- Observations (483}
- Draft and final responses to observations and exhibits
or attachments
- Establishment Inspection Report (EIR)
- Warning or untitled letters and responses

4. Investigator, IRB/EC inspections {study related)

Describe the process to be followed for an intended :nspectlon
by a regulatory authority. Inciude the following:

« Clinical and other sponsor personnel to be notified
» Medtronic inspection contact .
» Site training

» Investigator/site support during inspection requested

» Reporting observations and response (séé?fem 3 above)

e
“Breparation checklist

Standard training information

5. CRO inspections (study related) f& ‘

Describe the process to be followed for ag@?ended inspection
by a regulatory authority, Include the foliowing:

o Clinical and other sponsor pegﬂsbﬂnel to be notified
* Medtronic inspection contagg\v
» CRO support during ansgictlcn

+ Reporting observahonﬁw& response to sponsor (see item
3 above)
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APPENDIX V

Topic: Qutsourcing Activities .
Purpose:  To describe the process for selecting, managing, training and cqm "unlcahng with
outsourcing vendors usad for clinical studies. s
Related Corporate Policy, Procedure, or Guidance:
Required Documents: Qualification/evaluation checklist
Confidentiality agreement-for proprietary unfoc?ﬂ’*‘éuon
Fully executed contract or agreement *«

Qualification, CVs or resumes of subcor { ctors and professional
services

Required SOP Elements:
1. Outsourcing Plan

Define how decision will be made to pursue outsourcnng
activities.

2. Confidentiality Agreement -
Require confidentiality agreement for proprietagyr information.
3. Qualification of Qutsourcing Vendor m:» Evaluation checklist

Describe the process for identifying outsou@ﬁr\g candidates and
the process for documenting the screef ujﬁand qualification of | ovs or resumes of prospective
each. A candidates

Include a process for evaluating ve dor SOPs to be used for
the study. This review will be doctinented.

4. Selection of Outsourcing Vendor

Describe the process for reviewing outsourcing candidates and
final selection.

fm

Suggested Tools/Templates:

Template from legal

5. Contract/Project Aggeement Example work order checklist
Describe the processfbr ‘drafting and executing the contracts or | ©F legal template
agreements.

6. Training o ourcing Personnel Training logs

Describe how, ourcing personnel will be trained and
managed (may refer to clinical management plan/monitoring
plan for stuH\\? specific details).

7. Evamatmg Performance

Descxaﬁe requirements for evaluating the activities performed by
the Hutsourcing vendor. Document the evaluation.
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8. Corrective and Preventive Action S»

Describe a process for communicating and documenting issues ‘Q"
and corrective actions.
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APPENDIXW 5“;»

Topic: Emergency and Compassionate Use/Humanitarian

Purpose:  To describe the procedures to be followed in special cwcumstanqeéwv'
investigational product is usad outside of the approved mvest;ggtncn
plan/protocol. Examples include (but not limited to): emergenes‘ﬁuse (FDA),

compassionate use {(FDA), and Humanitarian (EU). ~
Related Corporate Policies, Procedures, Guidance {2?"
Required Documents:  Required documentation from physician, jgﬁ/Ethics Committee
and regulatory authorities e
Required SOP Elements:  Stggested
I Tools/Templates:
1. Definitions: ‘

Consult applicable country regulations, for example:

« Emergency Use: (FDA)

« Compassionate Use (FDA)

« Humanitarian Use (EU)

e Others, as appropriate to product and geogrgpﬁy

2. Regulatory Requirements N Checklist of requirements
identify specific regulatory requirements an;;t\gescnbe applicable to specific

procedures for each category of use. Congider the following: | category of use

e Required documentation from pé\’?ér ian

o Documentation of patient condg,;mn supporting use of | gponsor approval form
the investigational product applicable to specific

e Regulatory authority notification or pre-approval category of use
+ IRB or Ethics committee. 0 fication or pre-approval
+ Sponsor notification enpre—approva! Informed consent template

specific to category of use
« Sponsor process fohtelease of investigational product and addressing clinical study

. Documentatnonoﬂ“elevant physician/site training if applicable.
. Communlcanan of physician obligations after use,
such as f up care and reporting patient status
» Considera n of including the site and patient data in
the clm;@al study. This includes the extent to which a
protow will be followed and how patient data will be
repcﬁed to the sponsor.
. {trgfcrmed consent and data release
«.lntemal (sponsor) review of patient status

" Inclusion of data in clinical reports and regulatory
submissions
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APPENDIX X

Topic: Advisory Committees

Purpose:  To describe the process for identifying and selecting members for gtvisory
committees used for activities such as adverse event review, da‘t
study oversight.

Related Corporate Policy, Procedure, or Guidance:

Required Documents:  Membership roster, meeting documentation"’imﬁdentiality and
consulting agreements o

Required SOP Elements:

-Suggested Tools/Templates:
1. Committee Role

Describe the purpose and role of the committee. Indicate whi ﬁ
this committee is used. Examples of advisory committees -
include:

¢ Adverse event committee
o Data monitoring committee
o Study steering committee
» Publication committee

2. Membership Criteria

+ Establish criteria that individuals myst meet in order to be
selected as a committee memb#ry”

+ Committee composition, mcluﬁmg chair

+ Requirements for confndenﬁ%hty and consulting
agreements

confidentiality and consuiting
agreements

Guideline for committes
operations

3. Committee Procedures
» Role of the sponse
* Specific processes o be followed by committee
* Frequency aancmat of meetings

» Requireme ts for documenting and filling meeting
minutes
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APPENDIX'Y

Topic: Publication Policy
Purpose:  To establish requirements governing the publication of study data
Related Corporate Policy, Procedure, or Guidance:
Required Documents:  None

Required SOP Elements: Sug&s“ted Tools/Templates:
1. Publication Strategy Pybiication guidelines and
Establish requirements for creating study publication e sitendards (www.icmie.org)

plansistrategy. Consider the following:

» Determine if prior registration in a public study regist
required and desirable P

+ Determine the need for a formal publication plan. Q\

+ Determine how the publication strategy will be “«\\.,
communicated to investigators (eg, explalneg@r the
protocol, investigator agreement or another dacument)

«  Whether preliminary study results can ‘released prior
to study completion

e Extent to which study results will be@ffered for
publication to investigators and n&ﬁﬁwvestxgators

« Use of a publication commmee Lifidesired

+ Process for identifying and 5efiebttng authors

« Sponsor guidelines provnded“to investigators

« Expected timelines for anuscnpt submissions

» Process for identifying Medtronic personnel to assist the
author(s) and theifge$ponsibilities

2. Review, Approv . Submission of Publications Publicationfabstract approval

« Process for identifying and selecting individuals to review | form
publicationsx

*  Process.fi kreviewing and documenting approval

. Expeotéﬁ timelines for reviewing, approving and
subnitfting publications

ss for submitting publications, including who will be
ified of publications {Medtronic personnel and others)
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3. Ad Héc Requests

Describe the process for approving and responding to ad hoc
data requests that are outside of a previously defined
publication plan.

Consider internal and external requests.

« End of Document

N
H
CHANGE HISTORY L
_EEVISION DATE DESCRIPTION 0‘%
A Feb 6, 2003 Initial Release o

3.0 Periodic Update !
1. Scope Change — Medteoslic Woridwide
2. Applicability — Studge%w‘ﬁere data will be submitted to
regulatory aumoriﬁ‘éé This includes both pre- and post-
market studies. g,
Global focus —~ Q‘g}regulatory specific
Three topics %Bgraded from “recommended” to “required”
- Prepgring for Inspections by External Agencies
« Outsburcing  Activities
+ Emergency and Compassionate Use/ Humanitarian
pdate and editing throughout document
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SCOPE: Medtronic Worldwide

PURPOSE
The purpose of this policy is to establish content requirements for written standard oper;
procedures (SOPs) that govern the conduct of Medtronic-sponsored clinical studies ifvalvi
subjects. Written operating procedures are required regardless of the functional ary i
study.

This policy covers all types of Medtronic-sponsored clinical studies, including c research, product
development, pre-market, and post-market studies. A clinical study is defined’as an investigation that
involves one or more human subjects about whom an investigator conducﬁng research obtains:

1. Data through intervention or interaction with the individual, Q{ 7 "

2. identifiable private information.

Written standard operating procedures will be designed to reflect méﬁtromc s responsibility for
protecting the rights, safety and welfare of study subjects, ensuridg the integrity of study data,
meeting regulatory obligations where applicable, and protecgng}ﬁledtmmc business practices.

POLICY L
Businesses and geographies will establish and maintain wmten operating procedures that govern the
conduct of Medtronic-sponsored clinical studies.

Note: Nothing in this policy is intended to contrad;ég‘“}focal laws, regulations or other Medtronic
Policies. In cases of conflicting direction, local | ast and regulations where the study is being
conducted have precedence.

REQUIREMENTS

1. Medtronic businesses and geogra wm establish and maintain written standard operating
procedures (SOPs) for conductings edtromc-sponsored clinical studies. The appendices of this
document provide the required tap;cs and elements to be addressed in the SOPs. SOP(s)
authored by another group, eqt“i‘y or functional area may be used if the decision, required
training, and adherence to sush SOP(s) is documented.

2. SOPs may be formatted, z{pcordmg to the style used by the Medtronic entity. The organization,
title and specific Comeritmay vary from how they are described in this policy. However, all of the
required fopics anmé}ements must be addressed in SOPs.

s

3. Additional SOP nd requirements may be developed beyond those listed in this policy.

4. Business or gjeography management will ensure training of personnel to their relevant SOPs and
other appk(}able documents as appropriate to their job function. Training must be documented.

5. SOPs \Mi)“ be reviewed at least every two years and updated as needed.

g;:.

ness or geography does not engage in a specific SOP topic listed in this policy (see
-Appendix A}, it need not maintain procedures for that activity. Each business or geography must

- \keep a list of those SOP topics for which it does not have procedures and document the rationale

“for why they are not needed. The following conventions are used in the appendices;
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SOP Deliverables (header) - required documents that are created as a result of following-the
respective SOP. .

<&

Required SOP El (left col ) — processes and elements that are requivg?i’to be
addressed in SOPs unless otherwise noted (See requirement 6). Common proté’%es may be
used across studies or alternatively, tailored to specific types of studies. Ci)

Suggested Tools and Templates (right column) — items are provided a‘i‘ﬁ%ommendations
and are not required. (\\

&
g
RESPONSIBILITY: "Ej
The management for each Medtronic business and geography is resp@Si\ﬂe for implementing,
training, and complying with this policy. @ g
j ]
&
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APPENDIX A - SOP TOPICS

Appendix SOP Topic
SOP Development and Revision

Clinical Project/Management Plan
Investigation Plan and Related Documents
investigator/Site Selection

Site Initiation

Sponsor Files

Site Monitoring

Statistical Aspects of Study Development
Study Report Generation
Data Handling/Management
Data Management System
Study Deviation Management
Adverse Event Management {
Training of Investigation Site Personneli™
Investigator and Subject Compensatioh’
Investigational Product Accountabiléijﬁ
Study Closure L
Training of Medtronic Personngl™
Document Control Ny

Qutsourcing Activities
Emergency Use, Com? ssionate Use, and Humanitarian Use
External Advisory Commitiees

<Ix[gl<lcl4leBio|vjoZIZ|r X |- |- |T{O MmO 0w
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APPENDIX B

Topic: SOP Develop t and Revision
Purpose: To describe the process for developing, reviewing, approving, revising and dqsigmenhng
deviations to SOPs.
Related Corporate Policy, Procedure, or Guidance:
CQRC-015 Document Control System
CQRC-020 Personnel Training Policy
CQRC-028 Quality Records Policy
CCRA-037 Policy on Controt of Clinical Documentation
SOP Deliverables:

s Standard Operating Procedures

[
Required SOP El t: Suggested Tools/Tempi
1. Development process .1 SOP template specific for the
a. SOP template business
b, Version control system used

2. Revision process
a. Periodic review and update
b. Change control
¢. Cbsolescence

3. Review, Approval, and Distribution
Internal review

Approval process
Effective date

Document control process
Distribution requirements

popop

4. Training ’“\1'“ Staff training matrix
Describe the process for detenm;}mg the need for training on the
new SOP and how training wil ‘e completed and documented.

5. Deviation from a SO|
Describe documentati
deviations to SOPs:

Template for reporting
quirements for planned/unplanned deviations to SOPs

a. Description-of deviation
b. Reason pqﬁ}‘stlf cation for deviation
¢. Documentation requirements for prior approval
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APPENDIX C

Topic: Clinical Project/Manag t Plan b
Purpose: To describe the process for developing, reviewing approving and revising a Gtinicat
Project/Management Plan.
Related Corporate Policy, Procedure, or Guidance:
CQRC-002 Commercial Rel Policy
SOP Deliverables:

« Clinical Project/Management Plan. This docliment may also be pa

Plan” or an overall product development process.

Required SOP El t Suggested Tools/Templates:
1. Development Process <Plan template

Describe the process to develop a Clinical Pro;ect/Management ol
Plan. Address the following elements: Budget and Resource Plan
template

a. Clinical strategy and scope of study: -
1. Purpose, duration, size and geographic location m\“’ Study Schedule template
2. Justification for the study, including factors relate(ﬁ:fo
« use of human subjects
« scientific soundness,
» alignment with business strategy cé‘;g strategic

Roles and Responsibility Matrix

interest in therapy or R&D and/oc;iherapy CQRC-009 Policy on Adverse

development opportunities) ,:;m Event R_epomng To Regulatory
+ clinical evidence planning (mcl@dmg cost- Authorities

effectiveness)

3. Product description, indications \‘Q% use
4. Global Regulatory strategy aWedtmnnc commercial
release requirements.™™ Address reqmrements for the
countries where:
« the studyis condgmad
» the product i
« the product n_‘mtended to be marketed (e.g., data
will be usedfo support future regulatory
submss”’bhs)
5. Re:mbursemer;t%trategy by geography**, including
. relntg)ursement considerations during clinical study
i onsiderations of applicable laws or policies
iy-govemment and other third party payors)
quirements for clinicat evidence upon market
release (e.g., clinical and cost effectiveness data
needed to support reimbursement decisions by
government and other third party payors)

\Rgequured reports (e.g., interim and/or final report)
- m}
*Mf the strategy is completed in a separate document, then itis
:“-~appropriate to reference the strategy document.
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Required SOP El 1 Suggested Tools/Templates: |
b. Project risks (Identification of potential issues that could have

significant impact the project, including budget, schedule, and

resources.

Study schedule

. Budget & resource requirements

. Expectations for device/product reimbursement during study

Training requirements for the study

. Regulatory requirements for use of commercially approved
products in a clinical study, including determination of
investigational status, labeling, adverse event and complaint
reporting

h. Specify the point in time when the clinical project plan is

required (e.g., specific phase of the product development

cycle, prior to study start)

© o0

2. Review and approval

Documented review and approval process for the Chmc,a S
Project/ Management Plan. e
b. Documented review and approval process for decuswrﬁo fund
and initiate the study. "

Approval template

o

3. Revision process Version Contrb( template

Requirements for updating the Clinical Pro;ecVMQ@gement Plan.
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APPENDIX D

Topic: | tigation Plan (IP) and Related D¢ t
Purpose: To describe the process for developing, reviewing, approving and amending at
Investigation Plan.
Related Corporate Policy, Procedure, or Guidance:
ICQRC-008 Policy on Conduct and Review of Clinical Studies
ICQRC-008-P01 Procedure on Clinical Studies Monitoring
ICRRC-009 Policy on Adverse Event Reporting to Regulatory Authorities
CQRC-025 Managing Clinical Study Deviations (investigational Sites)
CQRC-031-G01 Guideline on Investigational Plan Development and Revie
CQRC-036 Policy for Investigational Device/Product Accountability KN
CQRC-036 GO1 Guideline on Investigational Device/Product Accounta@f?ty
CQRC-037 Policy on Control of Clinical Documentation
ICQRC-037-G01 Guideline on Example Templates for Control of Clm?&al Documentation
SOP Deliverables:

« Investigation Plan with Change History Record

Required SOP El 1 Suggested Tools/Templal
1. Development of the Investigation Plan 5 Pian checklist (see CCRA-031-
Specify the requirements and process for developing wﬁP G01)
Include the following:
a. Purpose and objective of the study clearty §Qecn‘ymg the Plan template
research question A

Standardized definitions

b. Duration of the study

c. Hypotheses and endpoints

d. Protocol design, methodology, and menttﬁc soundness

e. Procedures for study conduct o

f. Data management, including Mi?{ﬁlf ication of steps where
a computerized system will be'ased to create, modify,
mainiain, archive, retrievexoriransmit source data.

. Statistical methods and *ha!ysis

Product description, inglide identification of investigational

and commerc‘ally-retQGSed components

i. investigational devcge/product accountability requirements

j. Justification f e-study

k. Risk analysis

l

m

o

. Adverse event definitions and requirements for reporting
. Data Momt(f?ng Commitiee (DSMB), Clinical Events

commltt&@(CEC or other advisory group if used for study

n. Deviatidn teporting

o. Sponsdf identification

p. Stu&v monitoring procedures

q. lRB Ethics Committee requirements
Other institutions where a part of the investigation will be

onducted (e.g., core laboratories, data monitoring

commitiee)
Required records and reports (investigator and sponsor)
investigation pian amendments

u. Publication policy
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Required SOP Elements:

Suggested Tools/Tempjates: |

2. Global Regul ¥ Requi ts Pertaining to the Study.
Such country-specific requirements may include {but are not
limited to) the following:

a. regulatory authority notification or approval

b. reports of clinical experience outside of the current study

c. adverse event reporting requirements and timeframes

d. data integrity assurance procedures

e, subject protection provisions

3. Related Documents

Specify the requirements and process for developing the

following:

informed consent template

Report of Prior Investigations, if any

Literature review

Preclinical and laboratory testing

Previous clinical experience related to the product

study objectives

investigator Brochure, if any

. Instructions for use
Investigational device/product labeling
Case report forms
Confidentiality agreement, if used
Investigator/site agreement Sy
Financial Disclosure (if required by regbiations)

. Release/authorization of medical inforation, if not
included in an informed consentgb@mem.

oo o

g a ™

Consgpt-ehecklist

G@\,ﬁ%}i\émplates / guidelines

eport of Prior Investigations
template

Investigator Brochure template

investigator/Site Agreement
template (see Legal)

Financial Disclosure template
(see Legal)

4. Review and Approval Process %5

Specify who will review and apprqﬁgﬁ?he IP and related
documents, and how approval is,dotumented. Address the
following: ¢
Required elements of IF
. Scientific soundness.™
Statistical aspects,
Data handling/fiahagement

Protection of hurhan subjects

Regulatory review

. Specific g}%‘éﬁraphic laws and regulations

. Compliafieé to Medtronic policies and department SOPs
Legal.fet
Elimhibdtion of unnecessary protocol requirements and
date y’collection

«@Snsistency of requirements between components
~Bocument control procedures

i External review and approval process

checklist

T T@O R0 TE

k.

Approval Record template

Investigator and IRB/EC letter
templates for review and
approval for initial submission
and amendments

:5. Revision Process
"Process for updating the IP and related documents, including:

Version control template
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Required SOP Elemen Suggested Tools/T emﬂ%ﬁ_‘_
a.- Review and approval of amendments (internal and Change History Record,, ™
external groups). template
b. ldentification of other documents affected as a result of
the change
Ly
6. Distribution and Maintenance Investigator apd IRB/EC letter
Requirements for: templates for-afendments
a. Assessment of training needs S
b. Distribution of approved documents
¢. Records maintenance for master copies (original and
revisions)
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Topic: 1Site Selecti

Purpose: To describe the process for identifying and selecting qualified investigators apé[«sues

Related Corporate Policy, Procedure, or Guidance:
Business Conduct Standards

SOP Deliverables:
s Investigator/site list

Required SOP El 1

1. Study Criteria for | igator/Site Selecti
Redquire establishment of criteria that investigators/sites must
meet in order to be selected for a study. Include factors related
to:

investigator's qualifications, education and experience
interest in product/disease

patient population/referral base
adminisirative support and facilities

past experience in conducting clinical studies
study specific requirements as determined by thé.
investigational plan.

¢« ¢ o 5 5 0

>riSite N tion /identificati
Process to xdenm‘y potential mvestxgatq@su:es
Describe how information is to be collétted and
documented in accordance with Medtronic Business
Conduct Standards {eg, role of sales limited to providing
information regarding interes ddrqualification of
investigators and sites.) N

oe

Site Nomination or Profile Form
template with study criteria

3. Confidentiality Agreement:
Determine the need for confides

Confidentiality Agreement
template (pre-approved by
Legal)

Verify that investigato ave no restrictions on their clinical
research activities im| d by a government agency. Examples:
» FDAList~ dlsquahf ied, restncted or debarred from
conductin
s HHS (OIG} - Excluded from participation in all Federal
ire programs (e.g., Medicare, M Card)

See FDA website:

http//www fda.gov/oc/gep/cline
nforce htmi and

hitp://www fda.goviora/compl

iance refidebar/

See HHS wabsite:
hitp:/iexclusions.oig.hhs.gov/

5. Investigator/Site Selection
a{ l?rocess for reviewing and deciding who will be invited to
partlczpate in the study.
As appropriate, communicate confirmation back to the
nominators, study team, and business management as to
which sites will be invited to participate in the study or are
intended to be activated
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Required SOP El Suggested Tools/Tem

6. Investigator/Site List
Documentation and maintenance of Investigator list.

Yoy
N
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APPENDIX F

Topic: Site Initiation

Purpose: To describe the process for activating an investigation site.

Related Corporate Policy, Procedure, or Guidance

SOP Deliverables:
= Site activation record with required documentation
« IRB/EC approval as required by regulations
* Regulatory approval/clearance/notification

Required SOP Elements:

1. Describe the process for developing, collecting and
tracking required site activation documents, including:
a. Investigator agreement
b. tnvestigator/site compensation agreement, if separate from
investigator/site agreement .
c. Confidentiafity agresment, if required by the business ™%,
d. Financial disclosure for investigators, if required by rggplatlons
e. IRB/EC approval of the study and related matenals,“e?‘
documeantation of IRB/EC determination if approyahis not
required. Include the following when used for-dhe “study
« Study protocol or investigational :‘ Ty
* MDT approved informed consegﬁ“\‘om or medical
information release if a consedtdocument is not
used. {
investigator’s brochure
Materials to be used to; raci'uxt subjects
Materials to be provzded to subjects.
Provision {if any) fcma*ayments to be made to
subjects, such agwreumbursement of expenses,

%@ested Tools/Templates
ite tracking system and site
Factivation checklist

Template for investigator
delegation or task
authorization form

Template to obtain permission
for access and use of medical
information {medical
information release).

f. Name of IRB/EC chair (nfre(;h;red by regulation}
g. IRB/EC roster or letter afcémplxance (if available)
h. Investigator cumculuyq{ydae
i, Investigator de!egaﬁo\n or task authorization form
j. Site training documéntation
k. Reguiatory authierity approval, clearance, or notification as
required by ulations.
2. Study M ial Study Documents Binder
Define requlréd study materials to be provided to each site. + Contact information

(A generallist can be defined along with flexibility to tailor to
mdmgu:gf studies as needed.)

+ Screening log

+ Protocol

e Authorized (current)
Informed consent or
medical information
release template (if

used)
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Suggeéted Tools/Tem,
s Correspondence.,
« Delegated tasiiist

Patient Data Binde
CRFs e
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APPENDIX G

Topic: Sponsor Files

Purpose: To describe the requirements for sponsor files.

Related Corporate Policy, Procedure, or Guidance:
CQRC-028 Quality Records Policy

SOP Deliverables: None

Required SOP El t

1. File Requirements
Documents required by regulation, business, and corporate
policies and procedures must be maintained. Describe
requirements for file contents and organization, such as:

a. Clinical project file

b. Investigator records

c. Subject data records

d. Monitoring records

e. Compensation records

Suggg;siéa Tools/Templal

Check]is of required contents

2. Filing Procedures 7
Describe requirements for maintaining and filing stl,;c}jé ‘documents
in the sponsor files. Include the following:
a. Procedure for maintaining files (e(ectrorq% and/or paper
documents)
b. Process for ensuring subject conﬁde@%ahty

3. Record Retention
Describe the procass for archiving sg&@[jsor files at study closure.
Include retention period and records,clistody

o

See CCRC-028 Quality
Records Policy

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX

MSD-RD21612-000343



183

APPENDIX H

Toplc: Site Monitoring ol
Purpose: To describe the process for defining, documenting and implementing sxte mwmtormg
activities for clinical studies.

Note: Monitoring Plans are required when there are significant study specific d that cannot be

described in a SOP.

Related Corporate Policy, Procedure, or Guidance:
CQRC-008-P01 Procedure For Clinical Studies Monitoring
CQRC-008-G01 Guidance on Implementing a Monitoring Program CA??& Process
SOP Deliverables:

* Monitoring Plan

¢ Monitoring report and monitoring visit log

» Documentation of training/qualification of monitors

Required SOP Elements:
1. Monitoring plan or written procedure
Describe the requirements for developing a momtonng fan. The
monitoring plan will include:
a. Who will perform monitoring and reqmredéyé ifications
b. Criteria for determining the timing and fcequency of visits
¢. Regulatory and study management doéi}ments to be
reviewed
d. Amount of subject data to be moni! Q?ed
8. CRF data requiring source docu@ent verification
f. Define tools used for monnormg“(e ¢., checklists, logs,
reports, commumcat:ons)
g. Outsourcing, if used

Suggested Tools/Templates:
Monitoring Plan template

2. Monitor Qualification See CQRC 008-P01 for training
a. Identify required skillg’@nd training elements
b. Document gualifi cgﬁons of monitors

¢. Document training.Completion
S
3. Monitoring Visif, Process Monitoring Report template
a. Describe the following processes:
b. Notlfymgﬂhe site Monitoring Visit Log template

Condugtihg the monitoring visit
of regulatory and study management documenis | Letter templates
Data elements requiring source document verification
“Mmmtormg visit documentation

HNotifying investigators and site personnel of observations
Documenting protocol deviations

internal review and sign-off of monitoring reports

A "closed-loop” system to verify that issues identified
during monitoring are addressed and closed

@=oap

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000344



184

Required SOP El Suggested Tools/Templates
4. Periodic Review Review templates
Address requirements for documented periodic reviews of
monitor findings. Include:

a. Trend analysis on action items
b. Corrective and preventive actions (CAPA)

Y
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APPENDIX |

Topic: Statistical Aspects of Study Devel t ?
Pumpose: To describe the elements of the stat;stucal section of a protocol, the process;{or
validating computer programs used for statistical analyses and the process for genemﬂng
randomization schedules. &

Note: All studies should have a statistical plan (even if the plan is limited to degﬁhptxve statistics) to
identify how the data will be used and analyzed, and the results presented, /¥

Related Corporate Policy, Procedure, or Guidance:
CCRA-031-G01 Guideline on investigation Plan Development and Rg\?}em‘w
SOP Deliverables:
» Statistical Section of Protocol {and/or Statistical Analysis
+ Statistical Program Validation Report -
s Master Randomization Schedule

Required SOP Elements:
1. Statistical Design and Analysis
Address requirements for:

a. ldentifying the statistical hypotheses to be teﬁed and/or
statistical parameters to be estimated
Sample size calculation and justificatiol
Statistical analysis
Identifying subjects for analysis
Presenting statistical resuits
Review and approval of the stati
g. Revising the statistical methagé

Suggested Tools/Templates:
Statistical analysis checklist
(See also IP checklist)

mppoc

cal methods

2. Validation of Statistical Programs Validation Plan
Address requirements for:
a. Validating a statistic: gram
b. Ensuring the integrifisand protection of the program
¢. Reviewing, approyiig and revising the program

Validated Statistical Program

fandomization assignments

ng“the randomization assignments

ng the randomization assignments

g compliance to the randomization assignments

Upblinding a randomization assignment in case of an
&rmergency
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APPENDIX J e

Topic: Study Report Generation N
Purpose: To define the process for developing, reviewing, approving and revising stugyreports
Related Corporate Policy, Procedure, or Guidance: J
CQRC 011 - Submission Integrity Policy
SOP Deliverables:

s Study repori(s) with documentation of approval

Note: A final internal report is required at a minimum, regardless of the tyg‘ie”of study.
B

Required SOP El 1t Suggested Tools/Templates:
1. Report Development Process {Report templates with required
Identify type of report and required elements (e.g., internal report.;ielements

progress report, PMA(s), final, or post-approval reports).

2. Report dataset o
Define the requirements for creating report dataset, inclugding:
. Schedule 3

. Database cut-off
Discrepancies resofution
. Freeze/store dataset

. Statistical analysis

cao o

3. Report Approval

Report approval template

Address requirements for: ol

a. Review and approval of reports (identify
reviewers/approvers by functignal roles)
b. Approval documentation re%gréments

4. Report Distribution
Identify requirements for inte

and external distribution.

5. Document Control % See CCRC-028 Quality
a. Address requité] ts for document conirol Records Policy
b. Define process for managing report revisions subsequent
to initial distribution
c. Describe’ § process for archiving the data set and
report( Sinclude retention period and records custody.
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APPENDIX K

Topic: Data Handling/Manag t o
Purpose: To describe the process to be followed for managing study data and respor!gmg toad
hoc requests for access to data

Related Corporate Policy, Procedure, or Guidance:

SOP Deliverables: .
Required SOP Elements: Suggestéd Tools/Templates:
1. Requirements Template for data clarification

Address the following:
a. Process for maintaining confidentiality of information
about each subject
b. Process to allow changes to CRF data to be made only b g L
authorized personnel, initialed and dated, and the ongma
entry retained for comparison s
Describe how data is collected, processed and mamt@ned
Process for identifying and resolving missing or
questionable data
e. Procedures for database management, data arqmvmg,
and retention period (see Appendix L}
f. Training requirements for internal staff a
sites

Qo

2. Data Management Plan (DMP) Template for DMP

Development of the plan
Required content

internal review and approva”j
Revising or updating the BMP

Distribution (e.g., id y functional role)

PaoTe

3. Ad Hoc Requests for,Study Data Access to Data Request Form
Describe the process faﬁ sponding to ad hoc requests for study
data from internal (Medtromc) and external (investigators,
regulatory au!horme\s) sources.

Address requlrements for the following:

a. Guids ines regarding access to raw and summary data
’Ensure integrity of study is not jeopardized (e.g.,
pre-mature release)

Procedures to maintain subject confidentiality
Ensure use within permission given by subjects
regarding private medical information
« Alignment with businesses objectives
b. Formal written request for purposes outside of normal
study-related activities
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Required SOP El
» Description of data or analysis requested
+ Proposed use of data

c. Documented review and approval of requests

d. Require confidential disclosure agreement

e. Identification of Medtronic resources to assist with the
request

f. Development of data set.(e.g., data cleaning, freeze,
export)

g. Documented review and approva! of dataset
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APPENDIX L

Topic: Data Manag t System
Purpose: To describe the process of developing, validating and maintaining a clinical dal
management system (DMS). [
Related Corporate Policy, Procedure, or Guidance:
MIT-001 System Development and Validation Life Cycle Policy (SDVLC)
SOP Deliverables:

« Data Management System Requirements Document

s Validation Plan and Test Report

» Change Control Management Records

N

Required SOP El ts: Suggested Tools/Templates:
1. Study Requirements (BMS requirements document

Process for establishing database specifications and developing a-template
Data Management System Requirements Document that inc!udg?
the following elements: =
a. Data points to be captured, e.g., data point on the @;B?‘;
data points captured by the device, data points maintained
by the core lab 3
b. Data validation checks, e.g., required fields, range checks,
intrafinter CRF checks
c. Data extract requirements, e.g., requirem
statisticians such as SAS variable name%k
o

A
2. Data Management System Developr;gggvj‘ Software specific work
Address development of the DMS applicatich, including: instructions

a. Selection of hardware and software requirements

b. System set-up/installation (ingiifiing the description and Template for validation plan

specific use of software, hardware, and physical and report

environment and the relatidhship)

System operating manual

Data collection and ha

assessment) N

e. Construction of the:DMS application for a new study

f. Validation and‘ﬁiﬁké“tionaﬁty testing and approval {e.g.,
peer review, and user acceptance)

g. Required docdmentation

h. Release fofiptoduction use

i. Roles apiresponsibilities of sponsors, clinical sites and

othe(\;gvg?ties with respect to the use of computerized

systarng in clinical trials.

Regulatory requirements (e.g., FDA Part i}

ap

jling (including audit trail, and risk

3. Training
Aqggqss the need for training the study team and end users and
hgwthe training is to be documented.
~
Report Generation
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Required SOP Elements:
Process for developing and validating reports derived from the
database for study management.

5. System Maintenance
Describe procedures to be followed for system maintenance.
Include:

a. Security measures

b. Change control procedures

¢. Periodic back-up and recovery

d. Alternative recording methods (in case of system
unavailability)
Disaster contingency plan
Archiving data and retention period, if not covered
elsewhere
g. System decommissioning

baull <]
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APPENDIX M

+

Topic: Study Deviation Manag sk
Purpose: To describe the process for defining, documenting, reviewing, reporting an@amtammg
records of study deviations that occur at investigation sites.
Related Corporate Policy, Procedure, or Guidance:
CCRA-025 Managing Clinicat Study Deviations (Investigational Sites)
CQRC-008-G01 Guidance on Implementing a Monitoring Program CAPA Procé&s
SOP Deliverables: }

» Deviation Report Form (may be part of a CRF or separate form)

Required SOP El ts: §gg_gpsted Tools/Templat
1. Definition 8ee CCRA-025

a. Provide the definition of a study deviation and examples o

potential study deviations.

b. Define any classification system used for the study.

2. Records Deviation Report Form
Describe how information on deviations will be collected;“ahd Template (may be partof a
recorded. Include: CRF or a separate document)
a. Required information
b. Investigator review and acknowledgemen
c. Data management system (e.g., forms, ﬂ“ [atabase)
N

3. Internal Review
Describe the process for internal review df i Q‘evnatton
a. Upen discovery
b. Follow-up and resolution (e.
c. Comprehensive summary reviéw by clinical study
management and the stqd%é:zéam on a periodic basis.

4, Reporting
a. Define the process | for“ xternal reporting of deviations to
reguiatory authorifiés; investigators, and IRB/EC required
by geographic ) reﬁ fations.
b. Require penodl&sne—spemf ic reports summarizing
deviations g Be provided to investigators.

5. Prior Approvéi Deviation “prior approvat form”
Describe the, Qgpcess for obtaining and documenting clinical study | template

i approval prior to the investigator initiating changes
ns from the investigation plan or protocol.

6. Déviations resuiting from emergency situations
Destribe the process for documenting and reporting deviations
fggm the investigation plan to protect the life or physical well-
&ing of a subject in an emergency.
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Required SOP Elements:
7. Securing Compliance
a. Describe the process to secure compliance or
suspend/terminate the investigator if not compliant.
b. Address process if fraud or fraudulent misconduct is
discovered, include legal counsel involvement.
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APPENDIX N

"

Topic: Adverse Event Manag: <
Purpose: To describe the process for identifying, defining, classifying, reviewing, and reperting
adverse events (AE) during a clinical study. £
Related Corporate Policy, Procedure, or Guidance:

CQRC-009 Policy on Adverse Event Reporting to Regulatory Authorities
CQRC-009-P01 Clinical Adverse Event Reporting in Japan

SOP Deliverables: :
» Adverse Event Reporting Form (e.g., CRF) N
Required SOP El 4 Suggested Tools/Templat
1. Identifying and defining adverse events “
Define classification systems For instance: Standardized definitions and

a. Anticipated/expected and Unanticipated/unexpected
b. Device/procedure relatedness
c. Seriousness of event

d. Product complaints

i} Classifications based on
therapeutic area

o

2. Investigator Reporting o Tempiate for standard protocol
Address information to be provided in study materialsie.g., language
protocol, CRFs). Include the following: i

a. List or statement of anticipated/expected ﬁg‘s Template for standard CRF

b. Types of AEs requiring reporting (e.g., evary adverse elements for AE reporting

event vs. a subset of product or study.ffated events)
c. Methods to report AEs .
d. Obligations for reporting events (6. IRB/EC, sponsor,

regulatory authority)

e. Information required by spon:
date of onset, severity or AE ¢
outcome or resolution statusy

f. Time frame for investigalor reporting

Qg(é.g., event description,
ssification, actions taken,

3. Adverse Event Review -
Describe the internal revi@igprocess for:
Event classification %" Guidelines for a Data Safety
Who is responsible forfeviewing (monitor, study team, regulatory) | Committee or Adverse Events

a. Time frames for review Committee

b. Documentalibn requirements

c. Trend apglysis to allow prompt knowledge of potential

safety issues

Describe 3 Sxternal review process (e.g., clinical event
committeg;:data monitoring committes)

Flowchart for AE reporting

4. Infernal Reporting
Desetjbe procedures for reporting adverse event information to
Pradiict Assurance groups or other functional groups required by
tﬁ‘ business. Include the following:

AEs associated with the investigational device/study
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Required SOP Elements:
» AEs associated with commercially released product
« AEs that may represent product complaints

Suggested Tools/Templ:

5. External Reporting CQRC-009 Poligy;;QﬁAdverse
Define the process and requirements for: Event Reporting- Regulatory
a. Expedited and routine reporting to regulatory authorities Authorities

b. Reporting to IRB/EC and investigators -

c. Post-markst or vigilance reporting Matrix ofegp'éﬁing

d. Reporting AEs from other clinical studies or complaints requirenignts by geography
from all countries for the product or therapy being ot
evaluated

Note: Consult laws and regulations of the countries where
studies are to be conducted for geography-specific requirements ¢
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APPENDIX O

Topic: Training of | tigation Site Per: |
Purpose: To describe the procass for developing, implementing and documenting sttgdy speclﬁc
training of investigation site personnel involved in clinical studies. £
Related Corporate Policy, Procedure, or Guidance:
SOP Deliverables:

« Training Documentation Form

L
Required SOP El: t Suggested Tocls/Templat
1. Developing Training Requirements Q'te;jTaining plan
Address the following elements: #
a. Topics and materials to be covered
b. Study-specific training needs (e.g., protocoi, product)
c. Personnel to be trained based on responsibility in the
study
d. Methods of training {i.e., investigator/coordinator méeﬁng,
conference call, on-sxte)
e. Timing and frequency of training
{. Identification of trainers by functional role

A

2. Required Training Components
Training materials will include the following:
. Technical overview of product(s}
. Protocol overview
Study procedures
. Managing investigational produgkdisposition
. Investigational device/product amcountabmty procedures
Procedures for returning unyséti/explanted product(s)
. CRF completion and management
. Investigator's responsnblﬁtses
Sponsor's responsibili i@s
Procedures for obtaming informed consent
. IRB/EC requirements
Procedures for.adverse event reporting
. Procedures for siudy deviation reporting
Monitoring requnrements and expectations
Potentsal fe?i‘egulatory inspection and audit by sponsor
Site recgfdmaintenance and retention
. Dewcelﬁrroduct reimbursement information (based on
sphic regulation)
stigation site and subject compensation
2 utatory requirements for commercially approved
‘oducts used in a clinical study, including adverse event
nd complaint reporting

Training materials checklist

LVWOTGTATTTOMNO OO

[

Other reguiatory requirements not listed above such as
geography-specific regulations.
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Suggested Tools/Tem|
Training documentatiol

Required §
3. Documentation of Training
Describe the process for documenting training. The following
iterns must be documented:

Study name or training title

Date of fraining

Attendees name

Name of trainer(s}

General nature of training {e.g., protocol, product
technology, regulations)

f.  Maintain a copy of training materials

sapop

4. On-going Study Training
Process for identifying and training new site personnel when staff
changes occur during a study.
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APPENDIX P

Topic: Investigator and Subject Comp
Purpose: To describe the process and requirements for issuing investigator and &gbject
compensation.
Related Corporate Policy, Procedure, or Guidance:
Medtronic Busi Conduct Standards
Required Documents (Deliverable as a result of following SOPs)
SOP Deliverables:
o Fully executed investigator/site compensation agreement
« Subject compensation information in consent document

Required SOP Elements: &ug_ggsted Tools/Templ

1. Investigator/Site Comp tion Payment/Check Request Form
Process for issuing investigator/site compensation. Include th “

following: " | Study compensation letter

a. Fully executed investigator/site compensation agreement template
is available, including the amount and schedule of~,
payments o

b. General criteria for determining when payments are due

c. Determination of general market rate or fai
for the work product and services perform

d. Internal payment request and authonzamm

e. Requirements for correspondence act "}npanymg
investigator compensation 3

f.  Documentation required for record, rétention

2. Subject Compensation or relml;u{sement Payment/Check Request Form
Describe the process for payments. tg@tudy subjects if applicable
to a study. Include the following; *¥=" Study compensation letter

template

a. Process to determm yment is appropriate for study,
fahy) for payments to be made to

lodging, mlleagke{ﬁ)od, efc.)
b. The amount anﬁnscheduie of payments must be set forth

e. Doguthentation required for record retention

3. Bushiess Conduct Standards
Requirglall investigator and patient compensation to adhere to
Megdfronic Business Conduct Standards.
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APPENDIX Q

Topic: Investigational Product Accountability
Purpose: To establish the requirements for investigational product accountability andgjréckmg

Note: Device/product accountability procedures are required for mvestxgatlonal P
in the policy CQRC-036, regardless of the type of study
Related Corporate Policy, Procedure, or Guidance:
CQRC-036 Policy for Investigational Device/Product Accountability
CQRC-036-G01 Guideline on Investigational Device/Product Accountabilif
SOP Deliverables:
o List of sites authorized to receive investigational product
+ Investigational Product Disposition Log

Required SOP Elements: FeS
1. Product storage at sponsor 4‘\”
If investigational product is stored by clinical personnel, spegfy
the procedures for secure storage and access by only aulhonzed
personnel. )]

Suggested Tools/Templates

2. Authorizing shipment
a. Define process for authorizing shipment t
sites, field and clinical personnel,

b. Identify method fo track on-going site gtatus for receiving | Shipping request form template
investigational product.

Checklist for shipment
authorization

3. Inventory tracking
Define requirements for a product tragkihg system and traceability
documentation. -

Include provisions for determiniig-when commercially released
product enters the clinical st@dy and is considered fo be
investigational.

4. Labeling Clinical Product
“Caution, Federal law, hmts this product to investigational use.”
4. Inventory maﬁagemem at investigational sites Product disposition log
stigational product will be maintained and
tracked at sitggy Include the following:

a. lnvem@ry storage requirements, security

b. Prpduct disposition log

c. 3,@cumentanon required for return of investigational
&, groduct

Documentation required for disposal of investigational
product (eg, documented method of disposal)
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Required SOP El Suggested Tools/Tem

5. Returned Product Investigational product
Describe the process for return and receipt of investigational form template

product by the sponsor.

6. Inventory Reconciliation Template for rebehciliation
Describe the process for inventory reconciliation, including all report

investigational products shipped from finished goods, field and
consignment inventory, and end/use disposition.
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APPENDIX R

Topic: Study Closure

Purpose: To describe the process to close a completed study or to prematurely si J)end or
terminate a clinical study at the site, at the sponsor, and with the regdlatory
authorities.

Related Corporate Policy, Procedure, or Guidance:

CQRC-008-P01 Procedure for Clinical Studies Monitoring

CQRC-028 Quality Records Policy

SOP Deliverables:
« Notification to regulatory authorities st
o
Required SOP El 1 Suggested Tools/Templates:
1. Types of study or site closure Ui
Define the types of study or site closure: »f:

a. Completed Site/Study — When sponsor-and/or regula(w
requirements have been satisfied per the mvestxgamm
plan andfor decision of the business -

b. Suspended Site/Study ~ Temporarily postponemgm of
study activities related to enroliment or distribution of the
investigational product

¢. Terminated Site/Study - Discontinuation
withdrawal of IRB/EC or regulatory approV
investigation prior to completion.

2. Completed Site/Study Checklist for investigator
Describe the process for closing a comgieted study. ldentify notification requirements
responsibilities, procedures, and requifed documentation to close
the study at the site, at the Sponsor, and with regulatory
authorities. Include the following > «‘
a. Iidentify who is involved i e decision making process
and required documentation (e.g., rationale, approvals)
b. Regulatory authoritieg-fotification, if required by
regulations
. Investigator nofifithtion requirements (e.g., study closure
date, rationale™ for closure, discontinuation of data
requirements,“and disposition of investigational products,
record retefition requirements, IRB/EC notification
d. See clostie activities below

3. Suspended Site/Study Checklist for investigator
Describe itig*process for suspending a clinical study or site: notification requirements
Identify who is involved in the decision making process
nd required documentation (e.g., rationale, approvals)

, Procedure to notify the sites, IRB/EC if required by

" regulation or institutional policy

Regulatory authority notification, if required by regulations
Identify the process for reactivating or terminating the
study or site
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equire : Suggested Tools/Tem
e. Address follow-up for existing patients

¥
4. Terminated Site/Study Checidist for investigator
Describe the process for prematurely stopping a clinical study or | notification requfi mients

site: b

a. Identify who is involved in the decision making process
and required documentation {e.g., rationale, approvais)

b. Identify the procedure 1o notify the sites, IRB/EC, if
required by regulation or institutional policy

¢. Regulatory authority notification, if required by regulations

d. identify the closure activities at the site and at the sponsor
that will be required (see below)

e. Address foliow-up for existing patients

5. Site closure activities
Define the activities to be performed at an investigation sﬂe
during a study closure visit for a “completed” study and a
“permanently terminated” study. Include the following:
a. Investigator/study files are complete and accurat
b. All CRFs, clarification and missing data receivg(f
©. Annual and interim reports (as required by regulation) are
up to date
d. Deficiencies with the administrative (or
are resolved or closed
Investigational product accountability,
Equipment to be returned to spongot:
Record retention requirements agﬁeéd by investigator
. Obligation for final reports to be.gibmitted by investigators
as required by regulations
i. Other activities defined b

2" Checklist with study closure
monitoring report

e o

6. Sponsor closure activities:;
Describe the process for studyiclosure at the Sponsor. Include
the following: ;
a. Project, subject, site files are complete and accurate
b. Reconciliation i{f‘ uhused, used or explanted
mvestugaﬂonahlabeled products
c. Final compa@sanon and contractual obligations
d. Completeitfre final report for submission o sites, IRB/EC
and reg tory authorities
e. Recard-fetention procedures
PFGCQSS to track financial disclosure after study closure (if
ired by regulation)

Close-out checklist {sponsor)

Tempilate for final clinical report

-
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APPENDIX S ”“

Topic: Training of Medtronic Personnel
Purpose: To describe the process for training and documenting training of Medtromc Qgtsonne(
involved in a clinical study.
Related Corporate Policy, Procedure, or Guidance:
CQRC-020 Personnel Training Policy
SOP Deliverables:

e Training Plan

* Training Record

P

Required SOP El 1

1. Definitions

Training Plan ~ A document that outlines the specific training al
employee needs and will receive in order to perform hisfher jo
function. The Training Plan may be a separate document or%éﬁ
of the Individual Development Plan (iDP).

Training Record — A record (hard copy or electronic) use{&to
document training received. O

2. Training Plan
identify and document fraining requirements and
on functional role (include both employee and cc?nfract fabor) as
part of an overall training plan.
Note: For outsourcing (e.g., GRO) fraining ré@uwements see
Appendix V.

Job/training matrix

3. New hire assessment
Address requirements to assess new emptoyee skills and needs
as part of an overall training plai

Training plan template

4. Training Record .
Describe the process for d “Bmentmg training in the department
training file.

Training record template

The following items munét be documented in the training record
. Study nam%qr training title

Date of traifing

3 Aﬁende@ﬁ‘hame

Name @t trainer(s)

af nature of training (e.g., protocol, product
te¢hiology, regulations)

popTe
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APPENDIX T

Topic: D t Control ol
Purpose: To describe the process for the approval, revision and maintenance of contm?led clinicat
documents and records.
Related Corporate Policy, Procedure, or Guidance:
CQRC-015 Document Control System
CCRA-037 Policy on Control of Clinical Documentation
CQRC-037-G01 Example Templates for Control of Clinical Documentation
SOP Deliverables:

o Approval and Change History Documentation

Required SOP El t fSug_gested Tools/Templat

1. Documents requiring document control :CQRC 037 Policy on Control of
identify documents that are subject to document control Clinical Documentation
procedures.

S
2. Review of Draft Documents o Routing Sheet template
a. ldentify document control procedures to create, (éi?iew
and edit new documents.
b. Draft documents should be clearly :dent:ﬁedi& “such.

c. ldentify system used to track routing of do@hents

3. Approval
Process for document approval, including d
effective date, and change history recon

EY

Approval Record template
Change History Record
template

4, Version Control Format CQRC-037-G01 Example
Describe document requsrements for, version control (e.g., footer, | Templates for Control of
pagination, control number). Clinical Documentation

5. Document Mamtenance“a‘hd Retention
Describe where the original ister will be maintained in a secure
location.

6. Training
Determine the need».{or training on the new or modified document

and how this trait ftjg will be completed and documented.

7. Distributiéif
Identify ﬁiéﬁemems for document distribution and traceability.

8. Revisions Document Change Order
Descﬁbé the process and requirements for initiating changes-to template
appreved documents:

Draft, review, and edit process
b. Updating the change history records
c. Document approval
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Suggested Tools/Tem

B

Required SOP Element:
d. identification of affected documents
e. Document maintenance, retention, training, and
distribution (see above)
f. Disposition of retired documents

Loy
9. Records Retention See CCRC-028, Quality
Describe the process for archiving study records, including Records Pgélj%»}f

Retention period & records custody L
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APPENDIX U

Topic: Preparing for inspections by External Agencies
Purpose: To describe the process for preparing and managing inspections perforqggéﬂ by
external parties.

Note: For low risk situations, this may be a statement or reference to the organiz: fon's general
procedure.

Related Corporate Policy, Procedure, or Guidance:
CQRC-028 Regulatory and Enforcement Policy
SOP Deliverables: None

Required SOP El ts:
1. Preparation for a study-related sponsor inspection
Include the following requirements:
a. identify qualified individual(s) to serve as the climcaL\;
representative or clinical inspection coordinator U
b. Identify who to contact when notice of an inspectfoh is
received. Inchude notification to business ma ement
and Corporate Quality, Regulatory and Ciinm:‘g‘\ﬁé CQRC)
c. ldentify other team members to prepare an assist with
the inspection o,
d. Describe the process to train personneﬁé be involved in
inspections

Suggest d Tools/Templal
Preparation checklist

2. During the sponsor inspection
Describe requirements to be fo!lowed diifing the inspection, such
as:
a. A list of documents and cogxgs prov1ded o the
inspector(s)
b. Notes on each day’s pro@r‘ess
¢, Informing Corporata{QQRC) and business management
on major non-complm?\ce issues, unreasonable requests,
prolonged delastg,}or other unusual development before or
during the mspe@tmn

3. Upon complggmh of the sponsor inspection
will be notified of the results of the

5. Corporate (CQRC) review is mandatory.
to forward Corporate {CQRC) the following
ents if available:

Notice of inspection

Observations

« Draft and final responses to observations and
exhibits or attachments

Establishment Inspection Report (US)
Warning or untitled letters and responses
IRB/EC i ctions (study related

Preparation checklist
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Required SOP El

Suggested Tools/Tem|

Describe the process to be followed for an intended inspection by
a regulatory authority. Include the following:

a. Clinical and other sponsor personnel to be notified

b. Medtronic inspection contact

c. Site training

d. Investigator/site support in preparation for or during

inspection, if requested
e. Reporting observations and response (see ltem 3 above)

Sa

Standard training infc}r;é%tion

i
o
s

Yonbenrd}

5. CRO insp {study r
Describe the process to be followed for an intended inspection by
a regulatory authority. Include the following:
a. Clinical and other sponsor personnel to be notified
b. Medtronic inspection contact
c. CRO support in preparation for or during inspection
d. Reporting observations & response to sponsor (see :te i
above)
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APPENDIX V

Topic: Outsourcing Activities
Purpose: To describe the process for selecting, managing, training and commumcanqggwrth
outsourcing vendors used for clinical studies.
Related Corporate Policy, Procedure, or Guidance:
SOP Deliverables:
« Confidentiality agreement-for proprietary information
» Fully executed contract or agreement J
» Documented qualifications of subcontractors and professncnal semibé’s

Required SOP El 1t Stiggested Tools/Templa
1. Outsourcing Plan Plan template

Define how decisions will be mads to pursue outsourcing
activities.

2. Confidentiality Agreement
Require confidentiality agreement for proprietary mformattm
§’ s

Template from legal

3. Qualification of Outsourcing Vendor Evaluation checkfist
Describe the process for
a. identifying outsourcing candidate(s)
b. documented screening and qualification~
c. documented evaluation of vendor SOPsM“to be used for the

study

CVs or resumes of prospective
candidates

4. Selection of Outsourcing Vendor
Describe the process for reviewing o«Qsourcmg candidate(s) and
final selection.

5. Contract/Project Agreem Example work order checklist
Desoribe the process for dratztf}g and executing the contracts or or legal template
agreements.

£,
6. Training of Outsodrcing Personnel Training logs
Describe how outsourcitig personnel will be trained and managed
{may refer to clini qt\management plan/monitoring plan for study
specific details),

7. Eva!uatm@Performance
Describe réguirements for evaluating the activities performed by
the outspiifcing vendor. Document the evaluation.

8. Corrective and Preventive Action
Deseribe a process for communicating and documenting issues
corrective actions.
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APPENDIX W

Topic: Emergency Use, Comp te Use, and ¢

ian Use

Purpose: To describe the procedures to be followed in special circumstances when g
investigational product is used outside of the approved investigation planﬁ;jfb ocol.
Examples include (but not limited to): Emergency Use (FDA), Compassgtmate Use (FDA)},

and Humanitarian Use (EU, FDA).

Related Corporate Policies, Procedures, Guid

SOP Deliverables:
¢ Required documentation from physician
» IRB/Ethics Commitiee and regulatory authorities

)

Required SOP El ts:

~f-Suggested Tools/Templates:

1. Definitions:
Consult applicable country regulations, for example:
a. Emergency Use: (FDA)
b. Compassionate Use (FDA)
c. Humanitarian Use (EU, FDA)
d. Others, as appropriate to product and geograp!

2. Regul y Requirt
!dentn‘y specific regulatory requirements and desmbe procedures
for each category of use. Address the followtngm

a. Required documentation from phystcua;,:

b. Documentation of patient condition'sypporting use of the
investigational product
Regulatory authority notificatiofyor pre-approvai
IRB or Ethics committee notification or pre-approval
Sponsor notification or pre-é{Sprova!

Sponsor process for releaae of investigational product

Documentation of relevanf physician/site training

Communication of phys‘ictan obligations after use, such

as follow-up care and teporting patient status

i. Consideration ofificluding the site and patient data in the
clinical study, THis includes the extent to which a protocot
will be followeg "and how patient data will be reported to
the sponser.

Feampaon

Checklist of requirements
applicable to specific category of
use

Sponsor approval form
applicable to specific category of
use

informed consent template
specific to category of use and
addressing clinical study if
applicable.
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APPENDIX X

Topic: External Advisory Committees

Purpose: To describe the process for identifying and selecting members for exterqg”radvlscry
committees used for activities such as adverse event review, data monitonng and
study oversight. -

Note: Corporate Policy does not require the use of Advisory Committees. Ho@ever if such
committees are used, SOPs must address the following elements. &

Related Corporate Policy, Procedure, or Guidance:
Medtronic Business Conduct Standards
SOP Deliverables:
» Membership roster and meeting documentation
= Confidentiality and consulting agreements

Required SOP Elements:
1. Committee Role
Describe the purpose and role of the committee. Ind»ca{g%vhen
this committee is used. Examples of advisory commut@es
include:
a. Adverse event commitiee
b. Data monitoring committee
c. Study steering commitiee
d. Publication committee

Suggested Tools/Templates:

2. Membership Criteria Confidentiality and consulting
a. Establish criteria that mdrvndu@ls‘must meet in order to be | agreements
selected as a committee member

b. Committee composmon,gﬁs?ﬂdmg chair See MDT Business Conduct
c. Requirements for confi amxamy and consulting Standards
agreements

d. Amrangements for Cqmpensat|on

3. Committee Proceﬁpres Guideline for committee
a, Role of the sporisor operations
b. Specific procgsses to be followed by commitiee
c. Frequency‘and format of meetings
d. Requireménts for documenting and filling meeting minutes
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APPENDIX Y

Topic: Publication Policy

« Study publication plan (may be part of another document)

Purpose: To establish requirements governing the publication of study data. o
Related Corporate Policy, Procedure, or Guid 3
SOP Deliverables:

Required SOP El

Sug_ges(éd Tools/Templal

1. Publication Strategy
Establish requirements for creating study publication plans.
Address the following:

a. Determine if prior registration and/or results posting in a
public database is required by reguiation, Medtronic polic
or from a business strategy perspective. s
Process to ensure that clinical trial outcomes, whether"
positive or negative, will be made pubiic in an apprepf"ate
manner.(e.g., scientific literature, key therapeutic ~, "~
meetings, public database of irial outcomes mfot;mahon)
Determine the need for a publication govemanﬁg
committes.
Determine the need for a formal pubhcat:a{gpian that is
separate from other study documentatiop{See #2 below)
Determine how the publication plan wuu% communicated
to investigators (e.g., explained in theprotocol
investigator agreement or another. d@cument)

Determine the process for Medtgeg:c review and approvais
required for release of any study-information into the
public domain, including reg1 stration in a public study
registry.

}

Publidation gwdehnes and
s{gqﬁ rds www.icmie.orq

orid Health Organization
ternational clinical Trials
Registry Platform
www.who.inlfictrp/en/

NIH (FDA)database
www.clinicaltrials gov

2.Publication Plan Content
Address the following:
Objectives of the pablication(s)

Targeted audiendes, recommended journals, medical
congresses andanmmg of these activities.

Whether prefiminary study results can be released prior to
study complstion

Extent tolwhich study results will be offered for publication
to mvesﬁgators and non-investigators.

Study” poncy regarding publications based on a single-~
ce;i\‘r experience or other subsets of the full data set.
Q%cess for identifying and selecting authors {e.g.,
authorshlp criteria).

Sponsor guidelines provided to investigators, including the
requirement for outcomes {o be presented without bias
and with full disclosure,

h Expected timelines for manuscript submissions.

Medtronic Confidential ~ Provided to the Committee on Finance Pursuant to Senate Rule XXIX
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Suggested Tools/Tem

egulred P El

i. Process for identifying Medtronic personnel to assist the
author(s) and their responsibilities

3. Review, Approval & Submission of Publicat
a. Process for identifying and selecting individuals to review
publications

b. Process for reviewing and documenting approval

c. Expected timelines for reviewing, approving and
submitting publications

d. Process for submitting publications, including who will be
notified of publications (Medtronic personnel and others)

e. Tracking of requests, draft manuscripts and progress
toward publication.

Publication/abstragt:approval
form <

4. Ad Hoc Publication Proposal Requests

Describe the process for approving and responding to ad hoc

publication proposais that are outside of a previously defined=;

publication plan. Address the following for intemal (Medtrotfic)

and external requests.

a. Formal written requests, including the following:
+ Type of publication {e.g., abstracts, poster,

Objective of the analysis

References or supporting articles

Targeted journals

Timelines to meet publication goals

Data fo be provided 4
« Medtronic resource needs, if any»

b. Documented review and approvahgffequest

c. Procedures regarding access tomé\aﬁta (see also Appendix K).

Publication Proposal Form
Access to Data Request Form

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rufe XXIX

MSD-R021612-000372



212

CHANGE HISTORY "

REVISION DATE DESCRIPTION of CHANGE
A Feb 6, 2003 initial Release
10-20 Conversion to MCRS Document Control System. No changes
made.

3.0 Jan 24, 2007 Periodic Update
1. Scope Change - Medtronic Worldwuie
2. Applicability ~ Studies where da be submitted to
regulatory authorities. This mctuQes both pre- and post-~
market studies.
3. Globat focus — not regu!atoné s‘pemf [
4. Three topics upgraded from‘“é“recommended" to “required”
» Preparing for Inwgctsons by External Agencies
» Outsourcing Acﬁ\ﬁtxes
+  Emergencys Compassionate Use/ Humanitarian
5. General update a editing throughout document

4.0

. Expanded pol@'fo cover all types of studies
. Changed tntt@“*to “Policy On Standard Operating
Procedure%xi'-'or Clinical Studies”
Changaéiii\Purpose and Policy
Added: tequirement #6 and #7
X De!eta‘a Definitions and Abbreviations per Corporate format
Qﬁé?iﬂged “Required Documentation” to “SOP Deliverables”
dded reimbursement strategy to Appendix C
ded BSC considerations to Appendix C & E
8. Added sections on data access to Appendices K &Y
.1.10. Expanded elements for publication policy
"11. Expanded elements for electronic databases
12. Two topics upgraded from “recommended” to “required”
X. Externai Advisory Committees
Y. Publication Policy
13. Extensive editing though out document

R -

ﬁﬂ@mP@
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TITLE: Policy on Medtronic Clinical Trial Principles

SCOPE: Medtronic Worldwide

W .
PURPOSE: To establish common principles that guide the design, condugg‘ahd reporting of
Medtronic-sponsored clinical trials, £

\:
3
iy

the design, conduct and

POLICY: The Medtronic Clinical Trial Principles will be used to guide
reporting of Medtronic-sponsored clinical trials.

REQUIREMENTS:

A. Al Medtronic businesses and geographies will incorporz;]ik‘év\ihe Medtronic Clinical Trial
Principles into standard operating procedures for ciinig}ﬁﬁ?fria!s.

%
B. Clinical trials include Medtronic-sponsored humamg#jnical studies that are prospectively
designed to develop safety and efficacy data thatokill directly impact clinical practice.

C. The Medtronic Clinical Trial Principles:

L

1) Medtronic clinical trials will be oqp&ucted to provide relevant data in order to help
answer important open questiop&%ertaining to product safety, efficacy, cost-
effectiveness and appropriatg utilization.

2) Medtronic clinical trials
scientific rigor to ensure

e designed without bias and with the necessary
t results are statistically meaningful and defensible.,

3) Medtronic clinical tgi;éls will be conducted in compliance with all governing laws and
regulations, and with adequate oversight to ensure that outcomes are valid and
ented.

4) Medtronic efinical trial outcomes, whether positive or negative, will be made public
in an appropriate manner.

clinical trial outcomes will be presented without bias and with full

6) ladividuals and institutions involved in designing and conducting Medtronic clinical
trials and presenting clinical data from them will be compensated fairly and
equitably, taking into account all circumstances surrounding the particular trial,
including general market rates for similar trials as well as market compensation
paid to the individuals and institutions by other parties (in this regard, Medtronic .
stock or stock options will not be used as compensation).

Medtronic Confidentiat - Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R0O21612-000374
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7Y All consultation with Medtronic that is provided by an investigator will comply*with

the "Medtronic Business Conduct Standards” on consulting, research, a

&rlvisory
arrangements that establish work product and compensation rates.

8) A listing of all pivotai Medtronic clinical trials will be maintained and rfig] e public,
including required registration on official public databases. "

RESPONSIBILITY:
The management for each Medtronic business and geography is resg
implementation of and training, and compliance with this policy.

CHANGE HISTOR'
VERSION | SUMMARY OF CHANGES 5
2.0 New Policy

Owner: Lisa Griffin Vincent
Department: Corporate Clinic

Medtronic Confidential - Provided to the Committee on Finance Pursuant to Senate Rule XXIX MSD-R021612-000375
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@ Medironic | conFpenTAL DOCUMENT/RECORD

&xs
w5

This document/record is siectronically controlied, printed copies are considered uncontrofied

Name Version Author
032. ic Clinical Trials Principl 30 Debra Pederson
Title: Medtronic Clinical Trials Principles
Approvais
Signed By Meaning of Signature nai“gmme (GMT)

Lisa Griffin Vincent CQRC Clinicat }%2908 173417

Chip Whitacre CQRC Operations 6@1‘9/2008 22:02:18
Michae| Morton CQRC Regulatory »fim ;02/22/2008 19:33.03
Sandy Kalter CQRC Legat 03/05/2008 19:19:58
Susan Alpert Chief Quality and Regulatory Officer i ’ 05/22/2008 13:27.40
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TITLE: Policy on Medtronic Clinical Trial Principles

SCOPE: Medtronic Worldwide

PURPOSE: To establish common principles that guide the design, condug| d reporting of

Medtronic-sponsored clinical trials. &
POLICY: The Medtronic Clinical Trial Principles will be used to guide ﬂize destgn conduct and
reporting of Medtronic-sponsored clinical trials.

REQUIREMENTS:

A. All Medtronic businesses and geographies will mcorporasgihe Medtronic Clinical Trial
Principles into standard operating procedures for clml@&ﬁna!s

B. Clinical trials include Medtronic-sponsored humanitﬂmccal studies that are prospectively
designed to develop safety and efficacy data thatwill directly impact clinical practice.

C. The Medtronic Clinical Trial Principles:

1} Medtronic clinical trials will be conQucted to provide relevant data in order to help
answer important open questlon&L"penalnlng to product safety, efficacy, cost-
effectiveness and appropriate’

2) Medtronic clinical trials wﬂ{‘ﬁé designed without bias and with the necessary
scientific rigor to ensurg that results are statistically meaningful and defensible.

3) Medtronic clinical
regulations, and
appropriately d

will be conducted in compliance with all governing laws and
adeqguate oversight lo ensure that outcomes are valid and
ented.

4) Medtronic efinical trial outcomes, whether positive or negative, will be made public
in an approptiate manner.

ials and presenting clinical data from them will be compensated fairly and
‘equnab|y, taking into account all circumstances surrounding the particular trial,
including general market rates for similar trials as well as market compensation
paid to the individuals and institutions by other parties. In this regard, Medtronic
stock or stock options will not be used as compensation.
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7) All consultation with Medtronic that is provided by an investigator will comply‘vﬁth
the "Medtronic Business Conduct Standards” on consulting, research, and, %v;sory
arrangements that establish work product and compensation rates.

8) Alisting of alf pivotal Medtronic clinical trials will be maintained and ia
including required registration on official public databases. ~

*posted on W,Medtmnicﬁia!s.com

RESPONSIBILITY: NS
The management for each Medtronic business and geography as;j;esponsnb!e for
implementation of and training, and compliance with this policy

CHANGE HISTORY
VERSION | SUMMARY OF CHANGES (%)
2.0 New Policy
3.0 1. Item #6 — Removed staterggﬁ{ from parentheses and made into a

sentence. ( in this regard, Medh:gmc stock or stock options will not be used as
compensation.”)

2. ltem #8 — Added asteg&k and explanation: ““posted on
www.MedtronicTrials

ey

Owner: Lisa Griffin Vifitént
Department: Comprat@ Clinical
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&5 Mmedtronic
Review and A))proval for Clinical Data Publication

Memphis Headquarters Local Instruction

Document ID: CLOSO Version: A

Effective Date: 12/10/2007 Owner: Barry Palier

SCOPE. -

3
RESPONSIBILITIES. 3
INSTRUCTION 5
1 Publication of Data from Single Investigator Site: {A] [B} [CITl] [E] IF] [G] 5
2 Pubication of Data from Multipie Investigator Sites of F:gtc}al Trial or Data from Entire Cohort of Pilot Trial
[A} (81 {C] D} {E] [F} {G] &
3 Publication of Data from Entire Pivotal Clinical Studptf Combined Data from Muitiple Studies [A] {B] [C] [D]
E}{F1 G} 7
4 Publication of Subgroup Analysis of Pivotal Tﬁaﬁ\h 1B) {C] (O] [E] [F) (G} 8
B Dissemination of Regulatory Progress Re ﬁs of Clinical Trial [A} {B] {C] [D} [E] {F] [G]..... -
8 Data Mining of Regulatory Clinical Trial [ [A] (B [C} DY [E] M) 9
7 Access to Clinical Raw Data [A] [B] [E.T [DﬁE} [F{a} 9
8 Approval Through E-mails [E] [F] 10
RECORDS 10
DEFINITIONS. 11
REFERENCES, 11
REVISION HISTORY 12

Pags 1 of§
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Memphis Headquarters Local Instruction

5t Meditronic ooc.10: €100

version: A
Effective Date: 12/10/2007

Review and Approval for Clinical Data Publication

The purpose of this isto a review and approval process for the publication of clifical data. The
procedure Is intended to ensure a high level of 0 the of data, aiid to maintain the
integrity of Medtronic study publications, 25 well as to reduce the impact of publications of clinical dats<dn the worldwide
regulatory approval process of the product under investigation. N

=

o
The i in this applies to alt for clinical data and the devg(qpment of publications that utilize
data from the clinical studies sponsored, initiated, and conducted by the c!inicaﬁaem departments at Medtronic's

Spinai and Biclogits Busmess These studies include, but are not limited 1o, th ucted under the FDA (IDE or IND)
and other g of clinical trial data to gow jental, regulatory, insurance, or other
agencies inside of outside the United States to seek product approval, sﬁ'}ppun continued clinical use, or support
relmbursement/coverage decision are not covered undey this procedure.

1
indicator’  Function or Role Summary of Responsy\@&
Al Pubii O i A emplgggé who is charged to coordinate a specific publication
project. 5
8] investigator/author Site mvesﬂgmar/aumor whois requestlng to publish clinical data responsible
for Tothe signed i for the study and this policy.
1] Clinical Affairs staff Medtmn}c cllnical affalr for with the request to
mmeﬂn ical data.
ju)] Regulatory staff 7 ible for ass with the request to
@g@ clinical data,
[E3 Biostatistics and Medtronlc blostatistics and strategic research employees responsible for
N ing with the request to publish clinical data,
o Study Statistici ”&.f.‘;’“ icat and | who gathers data, documents
> the request, and saves all the datasets used, programs, and output.

Medtronic employees who develop publication strategy and schedule, if
necessary, make decisions on requests for publishing clinical data, and review
afl forms of publications for a specific device, clinical study, or project. The
Publication Committee may include, but is not limited to, qualified individuals
representing areas of elinjcal affairs, biostatistics, marketing/produst

and The head of

Gl Publication

mmm&mmm or his/her designee will work with varlous
groups 1o st up the committee membership and notify each member viaa

this document to highlight responsibilities for each affected function or role.

Page 2of 8
is i trofted. Printed copies are considered
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Memphis Headquarters Local Instruction

% l" ll = document 1: CLOBO

Version: A

Effective Date: 12/10/2007
Review and Approval for Clinical Data Publication

1 Publication of Data from Single Investigator Site [A] [B] {C] {D] [E] [F] [ﬁ;

11 An investigator can publish oliot and pivotat clinical study resuits specific o his/her clinical g en desired,

12 in advance, Medtronic must be notified of this in with the signed i for the study.

13 The final draft of the abstract, manuscript, or any other form of should to N for
review.

14 The publication coordinator wilt submit the manuseript to the mn_mgg.mmmmgg for review, and send
comments, if any, back to the investigator. x@

15 Medtronic reserves its right to delay such a publication until the full study rqu“lts are published.

18 Through the publication coordinator, the investigator should supply a cqg;{ bf the published abstract or ariicle {o
Medtronic for documentation.

1.7 With the assistance and support of the publication coordinator, m jostatistics and
use the CLFO50-02, Clinical Data Publication Tracking Form to & the
alang with a copy of the final publication.

18 A ic is to provlde and/or
manually prepared, the Biog G

psearch staff will
and review,

analysls of clinical data, including summary data
g foh staff will work with the publication coordinator to
prepare the CLFO50-01, Cﬂnical Da!a Publieaﬂon Requl Form and to seek the approvais from management
responsible for the study from the Regulatory, :, and Blostatistios and Strategic Research groups,.

19 According to the approved request, the smmm;sm&m and/or other clinical staff compiste the request
and after appropriate intemal reviews, send the’results to the publication coordinator and/or directly to the
investigator, as well as those who approved Y ost.

110 The Study Statistician/Analvst or other qﬁnis"& staff should document the executed request and save all the
datasets used, programs, and output. Othérclinical staff will also make appropriate documentation if they have
provided information for the pubhcauo

144 For major data update of the publlcatioh repeat Steps 1.2 t0 1.10.

2 Publication of Data fro ?Gfultiple Investigator Sites of Pivotal Trial or Data from Entire

CohortofEdQlTrlal@{.&]LQ} [D] {E] [F] [G]

21 Investigators can p_u_hﬂpsuks from a whole pilot study cohort and pooled pivotal clinical study resuits specific
to thelr clinical sites when desired as long as the patient cohort size represents less than 50% of the total patient

popitation for th study. Further, for pivotal studies with more than one treatment group, the patient
cohort size for each treatment group being discussed cannot exceed 50% of the total number of patients per
group. w ¥
2.2 in advance. mdtromc must be notified of this in with the signed § iga for the study.
23 For these&bes of £ ic is usually to provide and/or stati analysis of

clinical;dgta. The Biostatistics and Strategic Research staff will work with the publication coordinator to prepare
1 50-01, Clinical Data Publication Request Form and to seek the approvais from the publication

24 rding to the approved request, the Study Statistician/Analvst and/or other clinical staff complete the request
nd after appropriate internal reviews, send the resuits fo the publication goordinator and/or directly to the

nvestigator{s/author(s), as well as those who approved the request.

The Study Statisticlan/Analyst should document the executed request and save all the datasets used, prograims,
and output. Other clinical staff will also make appropriate documentation if they have provided information for
the publication.

Page3 of 8
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Memphis Headquarters Local Instruction

% Mmm Documant 10; GLOBC
Version: A

Effective Date: 1271072007

Review and Approval for Clinical Data Publication

2.8 The final draft of the abstract, manusoript, or any other form of publication should be to
review.

LT The publication coordinator will seek the n_(u;@!_rqn committee for review, and send comments, if &
the feading nvestigator/author.

28 Medtronic reserves its right to detay such a publication until the full study results are published.

2.8 Through the publication coordinator, the invastigator should supply a copy of the published phstract or article 1o
Medtronio for docurmentation. .

2140 with the assistance and support of the publication coerdinater, the B_@gjﬁg@_a‘_ﬂ@g

use the CLFOB0-02, Clinical Date Publication Tracking Form to
along with @ copy of the final publication.

gug Research staff wilt
ion and raview,

211 For major data update of the publication, repest Steps 2210 2,30,

3 Publication of Data from Entire Pivolal Clinical Study or Combined Data from Multiple

Studies {A] [B} [C] (D] [E] (] {G]
3.1 For anch sueh publication projest, the Fublication Commitiee will davelon appropriate publication strategy and
schedute in advance, if and be for GET for such i

a2 Investigators cannot publish any preliminary or fina! results for-an entire pivotal clinical study without prior
approval from Medtronic. The initial publication of the finat results cannot precede:

3.2.1 & preapproval public presentation of the (esuh& for regulatory purposes, such as st an FDA Advisory
Panet mesting,

322 the receipt of an gpprovable lstter from a g
not required, of

323  adscision nolio pursue ragulatory apm‘m&a!{s} of the prothuct or technology.
B ipt can be itted before the

slatory agency i a prior pre-approval public presentation &

Because of the usual thne lapse from
aforementioned events, but should be ¥ tohe i after one of these avenis,

33 The amassing of final cfinicat results fromimore than one pivalal clinieal study for a pubiication is not permissible
without prior approval from Medirosit., The gonsiderations from Step 3.2 above apply 10 this situation and every
involved study must meet the eriterk

in Steps 3.2 and 3.3 should be approved by the Publication Commiliee. with
the justification specified on the CLFOB0-01, Clinieal Data Publication Request Form, An example for such an
exempticn 8 to publish of suxiliary study data that are neither primary nor secondary study endpoins as
defined in the study protolioh Company's strategi nesd may also justify such an examption.

an Evern if one or more of these erfieria are met, Medtronic may deny a publication reguest based on strategic
regulatory considerations such as pending approval in more than one country.

36 " A request to publish the final results for the entire pivotal clinical study or the combined final results must be
reviewed and apbroved by the Publication Commitles. The requast s documentad on the CLFDB0-04, Clinical
Data Publication Request Form. The Blostatistics and Stralegic Research staff wil prepare the CLFOS0-01,
Clinical Dals, Pubhcatson Request Form and seek the approvals from the Publicati

37 The Study istician/Analyst should the executed request and save all the dalasets used, programs,
anﬁ umput Cther clinical staff will also make appropriate documentation if they have provided information for

3.4 Any exception 10 the criteria oy

3.8 jﬁhe need arlses, staff or extems! can develop and provide the study results, along with the
jon of study iestion template, Including tables and graphs sultable for the
.. publication, 10 ensure the ascuracy and i prove the efficiency,

The publication goordinator will send the smdy resuits ami/or a template o the nvesligator{si/authors! and
coordinate activities and

Page 4 of &
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Memphis Headquarters Locsl Instrustion

@ 3 “ ..c Dogument 1B: GLOBO

version: A

Ertective Date: 12/10/2007
Review and Approval for Clinical Data Publication

340 The fingl draft of the abstract, manuseript, or any other form of ication should be i
revigw.
341 The publication coordinator will seek the publication committes for review, and send comments, if

he lead investigatorsauthor.

332 Through the publication coordinator, the lead investizator/author should supply @ copy of the pub sk‘“xed abstract
oF anticle to Medtronic for dosumentation.

343 With the assistance and support of the publisation soordinator, the gsost_gst@ jmd mmﬁm staff
should use the SLFOBG-02, Clinieal Data Publication Tracking Form to ion and

review, along with 2 copy of the final publication.
344 For rogjor dats update of the publication, repeat Steps 3.8 1o 3.43.

4 Publication of Subgroup Analysis of Plvotal Trial [A] [BI [C] [BIE] [F] 1G]

4.1 Subgroup analyses that are not prespecified In the study protocol are exploratony by sature.  Publication of
subgroup analysis results may also jeopardize the regulatory approval of the “product under investigation, because
of the issues assockated with pooling data over varinus subgroups. If ponlis‘g dats is not jusiified, the stetistical

power for ing primary and v study will be greaﬂy decreased and thus the probability to
meet the study ives witl be i 1t may aiso rastit the indications for the produst use.

4.2 Therafore, publication of subgroup analysis resulls is not pevm?%swé before the criteria deseribed In Steps 3.2
and 3.3 are mel

A3 Any of anabses, of patient dohiort, should be subject to the same level of soruting
described in Section 3 for review and approval, .

4.4 Soms examples of subgroup analyses that may im raguintory approval process are: comparing smoking
patients with non-smoking patients, patients W orker's compensation with those wihout worker's
compensation, radiculopathy patients with ryelopaily patients, patlents treated st one fovels with those troated
at two levels, and comparing patients treated ag giterent spinal levels (8.8, L4-LE versus LES1)

Dissemination of Regulatory ngrasa Reports of Clinical Trial [A] [B1 [C] D] [£] [F} G}

&1 Regmtatery pmgress reparts of a c!mxc& trlaf such as annual reports {o FOA, are periodically distributad to
and thelr i Review Boards (IRBs) according o the regulations, Such reports
and other summaties of data may alsd be distributed Inside or ouiside of Madtronic. Nevertheless, the use of

such summary information and regtets for any form of publications Is subject to the procedures outlined above.

8.2 Use of US IDE trial data for i lator i ar other pu &t any siages of the trigt
should have a separate rev weand approva! process that at mimmum mvo‘ves the Hegd Clinical Affairs,
Bi i} i and Giobal ¢

8.4 Requasis for ana‘ = of 1DE or other Topiuk triat data for i@t : in principle be imited to the sl
investigator(s). Requems from other key opinion leaders (KOLs} or for i may
also be considered, ¥
841 }({)Lfﬂcn-invesﬁgatcr surgeon has &n effective Tl with

ore is no issue for pomplying all the relevant policles and codes of Medtronic business conduct; and
The request meets strategic research needs of the company.

Greparing for such a request the publication coordinalor should first seek the nput from the
theling/product development group who sponsored the initiel clinicat study to align various publication
erests and strategy.

The publication goordinglor should work with the ive who is ile for glinical affairs or his/her
designee(s} to determing whether or not the request meets strategic research needs of the company.

8.2

Prgs Sof'§
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@ A || w» " Docurment 15 CLOBO

Version: A

Eftective Date: 12710/2007

Review and Approval for Clinicel Date Publication

8.4 The publisation coordinator is charged with the responsibiiities 1o ensure that the conditions in Section 8,1 are

met by approving the data request form,
83 Alf such reguests wili follow the procedure dafined In this docwment and other relevant company proced

7.4 Because the sensitivity of heaith nformation and refeted reguiamm.:. Medtronie will not momde Lompiets 1aw
datasels of & clinical study 1o any the
Managemant responsible for Clinical Affalrs approves the e*{emm ion, Any provision of 7 gggj@ will be subisel o
Iegal review o ensure sompliance with all applicable privagy laws. Specific queriss of d‘ oht a5 description of
adverse events of a particular fype tan be provided to the individuals who wotk on a n wiieliar publication project
that is approved by Medironie,

T2 For h i will assist in Tring and fyzing thesdlinical data and provide the

with Y k i

7.3 In any case where the supply of raw datasels of & olinical study to any ffe i wee for
purposes is desmed necessary and approved by the Exsoutive Managemen s reviewsd by legad, the Medronic
emp!cyee who gends 'he datasets xs respens!hva for ensuring that thebreciplent of the datasets is under a

Approval Through E-mails [E] [F]

81 Al the app i in this oan o i vin e-mail and by the
i and Strategic Regearch siaff.

The foliowing records will be maintained according jof ; retention standards defined by regulatory agencies, applisabls
Medtrenic Corporate Policies, and record refention frogedures:

» CLEQE2-QL
» CLEOS202
i E-mall approval documentation

Page b of &
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= Decument 10: CLOSO
& medivonic

version: A
Etective Date: 12/10/2007

Review and Approval for Clinical Date Publication

Clinlea! raw daln

By-subject data collected from clinicat studies and stored/presented In either an slectronio format or ahard-copy Tormat.
Any provision of raw data will be subject 10 legal review (o snsure & with all i privacy laivs

Piiot olintos! study

A smaliscale olinlal study fypisally having fewer than 50 patients. A pllot study is considerddido be the same a8 a

Teasibiity study.
Plvotai clinfeal study
Alarge-scale linieal study with hypothesis testing and & sample size based on stetistical,
the study are often intended to serve as primary support for reguiatory approvalis). e
Publish

This term encompasses il modes of pubfic data including, Hut n
abstracts.

fsiderstions, The resuits from

nfited 1o, jourmnal articles, books, and

CLFOSO-0Y, Clinical Data ication Request Form,

CLFOSO-02, Clinical Data ication Tracking Form

Page 7 of §
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Review and Approval for Clinical Data Publication

Desvription of Change

Version Originator

A Guorong Ma initial releass.
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Doe. 1D: CLogo

Version: B

Effective Date: 7/7/2008
Review and Approval for Clinical Data Publication

PURPOSE

is intended to ensure a high level of scientific standard
Medtronic study publications, as well as to reduce the impact of pubhcatnons of clinical data on
approval process of the product under investigation.

SCOPE

The information in this document applies to all requests for clinical data and the develabent of publications that utilize data
from the clinical studies sponsorad, initiated, and conducted by the clinical / latary departments at Medtronic's Spinal and
Biologics Business. These studies include, but are not limited to, those condycted under the FDA {IDE or IND) and other
governmental regulations. Submissions of clinical trial data to governmentalfegUlatory, Insurance, or other agendies inside
or outside the United States to seek product approval, support continued <liical 1 use, or support reimbursementfcoverage
decision are not covered under this procedure,

RESPONSIBILITIES

Indicator®  Function or Role Suramary of Res|

Al Publication Coordinator A Medtronic gimployee who is charged to coordinate a spacific publication project.

B} investigator/author Site

L] Clinical Affairs staff wic clinical affair employees responsible for assisting with the request to
clinieal data.
jial] Regulatory staff Medtronic regulatory employees responsible for assisting with the request to
* publish clinical data,
{E} Biostatistics and St Medtronic biostatistics and strategic research employees rasponsible for assisting
Research with the request to publish clinical data,

}C:‘s’h}Ana\yst Medtronic biostatistical and analytical employee who gathers data, documents
the executed request, and saves all tha datasets used, programs, and output.

¢4 Study Stati

jict Publicati ommittes Medtronic employees who develop publication strategy and schedule, if
necessary, make decisions on requests for publishing dinical data, and review afl
forms of publications for a specific device, clinical study, or project. The

Dublmanon Committee may ing! ucla bu; isnot !xml‘ed 10, qua s‘ved mdw;duals

development, heat *h e:onom)ts/reimbursemem, and [ gggla'og The head of
Biostatistics and Sirategic Research or histher desi will work with various
groups to set up the committee membership and notify each member viaa
memorandum,

ity are used this documient to highlight responsibilities for each affected funciion or role.

Page Taf
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Review and Approval for Clinical Data Publication

INSTRUCTION

1 Publication of Data from Single Investigator Site {A1[BI{C]ID][E] [ﬂ[ﬁ]

Aninvestigator can publish pilot and pivotal clinical study results specific to hisfher clinical site whe

back to the investigator,

Medtronic reserves its right to delay such a publication until the full study results are phitished.
1

ished abstract or article to Medtronic for

Through the publication coordinator, the investigator should supply a copy of the
documentation. o

5,
With the assistance and support of the gublication cogrdinator, the Qioé&a;;stscs and Strategic Research staf will use the
CLFogo-02, Clinical Data Publication Tracking Form to document the publication notification and review, along with a copy of
the final publication.

1 Medtronic is requested to provide summary andfor statistical agdlysis of dlinical data, including summary data manually
prepared, the Biostatistics and Strategic Research staff will wog the publication coordinator to prepare the CLFos0-01,
Cinical Data Publication Request Form and to seek the from 7 ible for the study from the
Regulatory, Clinicg! Affairs, and Blostatistics and Strategic Reseaich groups,.

According to the approved request, the Study Statist iAnalyst andfor other clinical staff complete the request and after

who approved the request.

The Study Statistician/Analyst or other clinical st3¥f should docisment the executed request and save all the datasets used,
programs, and cutput. Other clinical staff wi -make appropriate documentation if they have provided information for the
publication.

For major data update of the publication, fepliat Steps 1.2t0 .10,

2 Publication of Da

-om Multiple Investigator Sites of Pivotal Trial or Data from
Entire Cohort of Pilot Trial [A] [B] [C1[D1[E][F} [G]

Investigators can publish fedults from a whole pilot study cohort and pooled pivetal clinical study results specific to their
clinical sites when desired aslong as the patient cohort size represants less than 50% of the total patient population for the
pivotal study. Furthen, for pivotal studies with more than one treatment group, the patient cohort size for each treatment
group being discussed Eahnot exceed 50% of the total number of patients per group.

in advance, Medt®ni must be notified of this in accordance with the signed investigator agreement for the study.

For these typé publications, Medtronic is usually requested to provide summary sndfor stetistical analysis of clinical data.

The Biostatistics and Strategic Research staff will work with the publication coordinator to prepare the CLFoso0-01, Clinical
Data Publitation Request Form and to seek the approvals from the publication committee.

Accorflifig to the approved request, the Study Statistician/Analyst andfor other dinical staff complete the request and after
appropriate internal reviews, send the results to the publication coordinator andfor directly to the investigator(sifauthor(s), as
il 45 those wha approved the request.

e Study StatisticianfAnalyst should document the executed request and save all the datasets used, programs, and output.
ther clinical staff will also make appropriate documentation if they have provided information for the publication.
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The final draft of the abstract, manuscript, or any other form of publication should be forwarded to Medironic for revig

The publication coordinator will seek the publication commities for review, and send comments, if any, back to3he leading
investigatorfauthor,

Medtronic reserves its right to delay such » publication until the full study results are published.

o,

ticke to Medtronic for

documentation.

With the assistance and support of the publication goord; the Bigstatistics and Strategic Redearch staff will use the
CLFosgo-02, Cliical Data Publication Tracking Form to document the publication notification and teView, afong with a copy of
the final publication.

For major data update of the publication, repeat Steps 2.2 1o 2.10.
3 Publication of Data from Entire Pivotal Clinical Study
Muitiple Studies [A] [BY[CI DI [EI RV G

For each such publication project, the Publication Committee will develo)
advance, if necessary and be responsible for reviewing and approving for st

Combined Data from

ppropriate publication strategy and schedule in
publications,

Investigators cannot publish any preliminary or final resuits for an el
Medtronic. The initial publication of the final resuits cannot precede:

votal clinical study without prior approval from

331 2 pre-approval public presentation of the res\ults‘fo regulatory purposes, such as at an FDA Advisory Pane!
meeting,

332 the receipt of an approvable letter from, gulatory agency if a prior pre-approval public presentation is

not required, or

313 a decision not to pursue regulatory dpproval(s) of the product or technology.

Because of the usual time lapse from subm !‘my te publishing, a manuscript can be Ji before the o;

events, but should be reasonably expected 1o be published after one of these events.

The amassing of final clinical results from moge than one pivotal clinical study for a publication is not parmissible without prier
approval from Medtronic. The consideration: from Step 3.2 above apply to this situation and every involved study must meet
the criteria. =

Any exception to the criteria outlingdliin Steps 3.2 and 3.3 should be approved by the Publication Comumities, with the
justification specified on the CLFpgeos, Clinical Data Publication Request Form. An example for such an exemption is to
publish results of auxiliary study.gata that are neither primary nor secondary study endpoints as defined in the study protocol.
Company’s strategic need Z‘elsojustn“y such an exemption.

Even if one or more of thése criteria are met, Medtronic may deny & publication request based on strategic regulatary
considerations such as pending approval in more than one country.

A request to publish thé final results for the entire pivotal clinical study or the combined final results must be reviewed and
approved by the EQQ‘ lication Committee. The request is documentad on the CLFogo-a, Clinical Data Publication Request
Form. The Biostetistics and Strateqic Research staff will prepare the (LFogo-oa, Clinicel Data Publication Request Form and

if thewngéd arises, Medtronic staff or external consultant cen develop and provide the study results, stong with the description
of Stydy methadologies, via a publication template, including tables and graphs suitable for the publication, 1o ensure the
turacy and improve the efficiency.

he publication_coordinator will send the study results andfor 2 to the investigator{s)author(s) and coordinate
activities and communications for completing the publication draft.
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The final draft of the abstract, manuscript, or any other form of publication should ba forwarded to Medtronic fo

The publication coordinator will seek the publication comiittes for review, and send cornments, if any, b
investigatorfavthar,
Through the publication coordinator, the lead investigatorfauthor shauld supply 3 copy of the published abstract or article to
Medtronic for documentation.

With the assistance and support of the publication coordinator, the Bigstatistics and Sirategic Resediech staff should use the
CLFago-o2, Clinical Data Publication Tracking Form to document the publication notification and reviel, along with a copy of
the final publication.

For major data update of the publication, repeat Ste

& Publication of Subgroup Analysis of Pivotal Trial [ATIB] LC}[DJ [EMIFHG)

Subgroup analyses that are not pre-specified in the sturdy protocol are exploratory byfgiture. Publication
resylts may also jeopardize the regulatory approvat of the product under investigatifin, because of the issues sssociated with
pooling data over various subgroups. If pooling data Is not justified, the statisticgbgower for assessing primary and secondary
study hypotheses will be greatly decreasad and thus the probability to meet th'sfudy objectives will be drastically decreased,
it may also restrict the indications for the product use,

f subgroup analysis

Therefore, publication of subgroup analysis results is not permissive befogethe criteria described in Steps 3.2 and 3.3 are met.

Ay publication of subgroup analyses, regardless of patient cohort, stiowld be subject to the same level of scrutiny described in
Section 3 for review and approval. k

Some examples of subgroup anslyses that may impact the ¢ ry approval process are: comparing smoking patients with
non-smoking patients, patients with worker's compensatl h those without worker's compensation, radiculopathy
those treated &t two levels, and comparing patients

jiey

Regulatery progress reports of
tnvestigators and their institutional Revi
data may slso be distributed inside
for any form of publications is subjey

, such as annual reports to FDA, are periodically distributed to individual
ards (IRBs) according to the regulations, Such reports and other summaries of

Use of US IDE trial dats for internitional reguletory submissions or other purposes at any stages of the trial should bave &
separate review and approval Protess that at minimum lnvolvas the Regulstory, Clinical Affairs, Blostatistics and Strategd
Research, and Glohal Healthging Economics functions.

& Data Mining of Regulatory Clinical Trial Data [A]{B] [CHIDHELF

Requests for analy:
Requests from o

IDE or other regulatory trisf data for publications will in principte be timited to the trial investigator(s).
ey opinion leaders (KOLs) or non-investigator surgeons for Medtronic may also be considerad, if

The KOL/non-investigator sergeon has an effective confidantiality sgreament with Madtronic;

There is no issue fo

s complying ail the relevant policies and codes of Medtronic husiness conducey; and
The request meets strategic research needs of the company.

ng for such & request, the
sment group who spor the

ublication coordinator should first seek the input from the marketing/product
izt clinical study to align various publication interests and strategy.

inical &
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s or histher desigres(s) to
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The pu on coordinator is charged with the responsibilities to ensure that the conditions in Section 6.1 &

approving tha data request form.

All such requests will follow the procedure definad in this document and other relevant curmpany procedures

7 Access to Clinical Raw Rata [AT B CHDIEVIFT 6]

o the sensitivity of health information and related ragulations, Medironic will not provide «
clinical study to any non-Medtronic employee for non-regulatory purposes, unless the Executive M,

the individuals who work on 2 particular publication project that is approved by Medtronic,

For publication purposes, Medtronic will assist in summarizing and analyzing the chinical”
apcessary summsary information.

in any case where the supply of faw g ¥
deemed niecessary and approved by the Executive Management and reviewed by al, the Medtronic employee who sends
the datasets is responsible for ensuring that the recipient of the detasets is undéf's confidentiality contract with Medtronic,
Any (hard copy or electronic) farm of the raw data should either be returned e Medtronic or verified as destroyed after the
completion of an intended project.

g
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B
g
3
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<
]
3
g
2
2
g

8 Approval Through E-mails [E]1 [F]

All the approvals aforementioned in this procedure can be co
Strateqic Research staff.

ted via e-mail and documented by the Biostatistics and

E Unapproved Uses [A][CH D1 [G]

Sales personnel may not be involvad in the funding or
except as permitted under Business Conduct Standay

Foval of any publication on unapproved uses or unapproved devices,
as raquired by COCR-048 Unapproved Uses of Approved Products,

Support of publication on unapproved uses or
Standards 3 and 6 a5 required by COUR-048 Ugh

unapproved device is subject te the requirement of Business Conduct
roved Uses of Approved Products.

When Medtronic has given support to & studVof unapproved uses or an unspproved device, such support must be disclosed in

the publication of the results.

Madtronic may not reguire 3 res eito disseminate research findings prior to the approval of the unaporoved uses or an
unepproved device, other than proyiding a report of ishable quality or as permitted by the Notice of Availability. if the
physician wishes to publish the arfidte, he or she is free to do o,

The suthor of a publication may-fot be involved in premotional sctivities an behalf of Medtronic related to the subject of the
research, before approvalin? the unapproved usefunapproved device or except &S permitted by the Notice of Availability,
Legat will determine whether activities arg “promotional” as defined in Promotional Materisls Policy OM-21.

E £-mail approval documentation

Poge baf 2
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Review and Approval for Clinical Data Publication

DEFINITIONS

Clinicatraw data
By-subject data collected from dinical studies and storedfpresented in either an electronic format or a hadd“copy format. Any
provision of raw data will be subject to legal review to ensure compliance with all applicable privacy fa

Pilot clinical study
A small-scale clinical study typically having fewer than 5o patients. A pilot study is considered to.
study.

e same as a feasibility

Pivotal clinical study
A large-scale clinical study with hypothesis testing and a sample size based on statistical
study are often intended to serve as primary support for regulatory approval(s).

erations, The results from the

Publish
This term encompasses all modes of public data conveyance including, but
abstracts.

mited to, journal articles, books, and

REFERENCES

CtFoso-va, Clinjcal Date Publication Request Form 34
CLFopg0-02, Clinical Data Publication Tracking Form 34,5
CQCR-048 Unapproved Uses of Approved Product . 3
Promotional Materials Policy OM-23 &

3
3
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