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Highlights:
e Post hoc analysis on colon polyps in patients with SBS-IF from the 3 STEPS studies
e Data from colonoscopies before and after 24—36 months treatment with teduglutide
e Baseline colonoscopy detected and removed colorectal polyps in 9 (12%) patients

e Colorectal polyps detected in 9 (18%) patients, 2 (22%) of whom had baseline polyps

e Supports prescribing recommendations for colonoscopy before and during teduglutide
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Abstract

Background & Aims: Teduglutide, a GLP-2 analogue, promotes intestinal growth and is approved for
the treatment of short bowel syndrome and intestinal failure (SBS-IF).%? Colonoscopy is
recommended before and after teduglutide therapy but there are few data on the development of
colorectal polyps in this population. The aim of this study is to report the occurrence of colorectal
polyps in adult patients with SBS-IF who received teduglutide in clinical studies conducted to-date.
Methods: A post hoc analysis of the completed Study of Teduglutide Effectiveness in Parenteral
Nutrition-Dependent Short Bowel Syndrome Subjects (STEPS) clinical study series (NCT00798967,
EudraCT 2008-006193-15; NCT00930644, EudraCT 2009-011679-65; NCT01560403) evaluated
electronic case report form data for baseline colonoscopies (performed before treatment) and for
surveillance or end-of-study (performed after treatment with teduglutide 0.05 mg/kg/day for 24 and
36 months) procedures.

Results: Of the 98 patients in the STEPS studies population, 73 patients had a baseline colonoscopy
and 50 patients had a surveillance/end-of-study colonoscopy. Colon polyps were reported at baseline
in 12% (9/73) of patients and at the surveillance/end-of-study in 18% (9/50) of patients. Of these
patients, two had polyps both at baseline and at the surveillance/end-of-study. Histology, available
for seven samples, reported no malignancy. One patient had serrated and 4 patients had tubular
adenomas.

Conclusion: These data support recommendations for colonoscopic screening before teduglutide
therapy and subsequent on-therapy colonoscopic surveillance, for patients with SBS-IF. Further
studies are required to assess the risk of polyp formation in these patients with SBS-IF and the most

appropriate colon polyp surveillance strategies.

Keywords: clinical; colon; adenoma; polyp; risk; surveillance
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Introduction

Teduglutide, an analogue of glucagon-like peptide 2, is approved for the treatment of patients with
short bowel syndrome (SBS) dependent on parenteral support.? Based on the pharmacologic
activity and preclinical findings, teduglutide has the potential to cause hyperplastic changes.? The
prescribing information and product monographs recommend that patients have colonoscopy of the
entire colon with removal of polyps before the initiation of treatment with teduglutide and follow-
up colonoscopies during treatment.>? This brief communication reports data from three completed
adult studies in the Study of Teduglutide Effectiveness in Parenteral Nutrition-Dependent Short
Bowel Syndrome Subjects (STEPS) clinical trial series®® for all patients who underwent colonoscopy

and had polyps at baseline or during subcutaneous administration of teduglutide 0.05 mg/kg/day.

Material and methods

This post hoc analysis included all individual colonoscopy data from the double-blind,
placebo-controlled STEPS (NCT00798967; EudraCT 2008-006193-15) study® and its two open-label
extension studies; STEPS-2 (NCT00930644; EudraCT 2009-011679-65),* and STEPS-3
(NCT01560403).> The flow of patients across the STEPS clinical trial series has been published in
Seidner et al.> Patients were eligible to participate in STEPS if they had SBS—IF caused by a major
intestinal resection, were parenteral support dependent for 212 months before signing informed
consent, and required parenteral support 23 times weekly. Patients in STEPS-2 and -3 met the same
criteria; patients in STEPS-2 had to have completed 24 weeks of treatment (teduglutide or placebo)
in STEPS* and patients in STEPS-3 had to have completed 24 months of teduglutide in STEPS-2°, All
patients had provided written informed consent for study participation. All studies were conducted
in accordance with the Declaration of Helsinki and International Conference on Harmonisation and
Good Clinical Practice, and were approved by local institutional review boards/independent ethics

committees/research ethics boards.
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The study protocol required a baseline colonoscopy for all patients with colon-in-continuity
and requested that polyps or active intestinal disease be ruled out in patients with remaining colon.
The colonoscopy was performed at the end of the parenteral support stabilization period (baseline
study visit) and before randomization. Patients who had a normal colonoscopy within six months of
their screening visit were not required to undergo another colonoscopy. All benign gastrointestinal
polyps had to be removed before randomization for patients to be eligible for enrollment. An end-
of-study colonoscopy was required for all enrolled patients at final study visit in STEPS-2 (Month 24)
and STEPS-3 (Month 36) or at the early termination visit for each of the extension studies. The study
protocol did not prevent surveillance colonoscopies being performed, if needed; collectively these
post-baseline procedures are referred to as surveillance/end-of-study colonoscopies. No
colonoscopy was scheduled at the final study visit in STEPS. Information regarding polyps was
collected via patient electronic case report forms. Because the nature of this analysis was to report
individual colonoscopy data, only descriptive statistics are provided.
Results

A summary of the colonoscopy visits and results for each individual STEPS study can be
found in Supplementary Tables 1-3. Of the 98 patients (mean [SD] age 50.3 [14.02] years; women
53.1%) in the STEPS studies enrolled population, 73 (mean age 49.8 [14.14] years; women 57.5%)
received a pre-randomization baseline colonoscopy; 25 had no remnant colon (Supplementary Table
1). Of the 65 patients who had a colon in the STEPS-2 and STEPS-3 populations, three patients did
not have a baseline colonoscopy and 50 patients (mean age 51.5 [13.31] years; women 56.0%) had a

surveillance/end-of-study colonoscopy.

Polyps were reported in nine of 73 patients from the baseline colonoscopy (Table 1). Five of
the nine patients had one polyp each and the remaining four patients had two or more polyps. In

these patients, the duration of parenteral support, an indirect measure of SBS—IF disease duration,
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ranged from one to 224 years. All baseline polyps detected were removed before randomization and

initiation of dosing (no histology examination was required by the protocol).

Table 2 provides the detailed data for the colon polyps reported in nine (mean age 49.6
[8.80] years; women 77.8%; 193.7 [52.24] per 100 patient-years) of 50 patients who underwent
surveillance/end-of-study colonoscopy. In these nine patients, polyps were detected in three
patients who had polyps removed at the baseline colonoscopy (n=2) or during the 24-month STEPS-2
colonoscopy (n=1). The polyps in these three patients were located in colon/rectum (baseline) and
transverse colon/ascending colon/cecum (surveillance/end-of-study) in patient No. 3, in rectum
(baseline) and colorectal (surveillance/end-of-study) in patient No. 6, and colon (STEPS-2) and colon
(surveillance/end-of-study) in patient No. 1. The duration of teduglutide exposure at the time of
polyp discovery in the nine patients ranged from eight to 36 months. Histological analyses in seven
patients reported no evidence of malignancy; various adenomas were reported in 5 patients (Table

2).

A duodenal polyp (no histology available) reported from a gastroscopy in a 64-year-old man
with a history of smoking/asbestos exposure during investigation for a non—small cell lung cancer
(STEPS-2; the duration of teduglutide exposure at polyp detection was 3 months following

completion in STEPS where placebo was received) is not included in this analysis .

Discussion

In average risk adults (ie, no history of adenomatous polyps or colorectal cancer), the
American Cancer Society (ACS) recommends screening as early as 45 years of age.® An analysis of
9100 colonoscopies from a population-based US registry cohort (mean age, 60 years), comprising
68% screening and 32% surveillance colonoscopies reported adenoma rates of 25% and 37%,
respectively.” In patients who had no polyp detected at a baseline screening colonoscopy but had a

second surveillance colonoscopy within 5.5 years the rate of adenoma was 16%-41%.2
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In the STEPS clinical trial series, polyps were detected during the screening baseline
colonoscopy in 12% (9/73) of patients, aged 39 to 75 years, who had SBS—IF. Among the patients
who received long-term teduglutide and had colonoscopies during or at the end of the study, polyps
were detected in 18% (9/50) of patients. This 24- and 36-month colonoscopy data could be
considered a short-term ‘surveillance’ colonoscopy from a second protocol-driven, not risk-driven,
endoscopy. Collectively in this post hoc analysis, the reported polyp detection rate for a SBS—IF
population is at the low range of the rates reported in the literature for the general population.”?
Variations in patient demographics and baseline characteristics may account for the observed
differences in rates of polyp detection. No histological information is available for the nine patients

who had polyps before receiving any study treatment. Of the seven histology analyses performed in

patients who received long-term teduglutide, there was no evidence of malignancy.

This post hoc analysis has a number of limitations. Although this analysis used all available
colonoscopy data collected, the STEPS study program was not designed to investigate polyp
formation in detail. In particular, the study design permitted a comparison between teduglutide and
placebo only for the first 24 weeks of the observation period; thereafter, all patients received
teduglutide for up to two years. Furthermore, the protocol was not designed to assess baseline
polyp characteristics or risk factors for the development of polyps or colorectal cancer. The
conclusions are, therefore, constrained by the small population size, the descriptive nature of the
findings, and the limited, structured data-reporting requirements for the colonoscopy and histology
procedures. We cannot rule out the possibility that polyps identified during the follow-up
colonoscopy did not develop de novo between procedures, but rather were undetected
during the baseline colonoscopy. We did not include data from other clinical studies, noted in
some regional prescribing information documents’, that used higher doses than the
approved 0.05/mg/day teduglutide (2 cases) or included intestinal polyps (2 cases). Overall,

these colonoscopy results support the recommendation in the teduglutide prescribing information
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regarding colonoscopy for monitoring potential polyp development.”? A polyp detection rate of 12%
supports baseline colonoscopy before starting teduglutide. Moreover, careful screening at the
baseline is critical to detect cancers that would otherwise preclude teduglutide therapy and for the
detection and removal of polyps that might be at risk of progression during treatment. This would
also minimize the risk of undetected polyps, which, if detected at the recommended 1-2 year
colonoscopy, would necessitate earlier or more frequent surveillance. Most patients (>70% with no
polyps at baseline or follow up colonoscopy) could then be monitored every 5 years thereafter. An
ongoing global, observational SBS registry (NCT01990040; EUPAS7973) is designed to provide more
detailed information on the development of colon polyps in patients with SBS-IF. Newer mechanical
endoscopic devices have markedly improved detection of adenomas and polyps colonoscopy.® These
novel diagnostics such as magnifying chromoendoscopy and magnifying narrow-band imaging, as

well as histological and molecular characterization, should be considered for the evaluation of

colorectal adenomas in the screening and surveillance of patients treated with teduglutide.

Conclusion

These limited data provide additional information about the risk of polyp formation in
patients with SBS—IF and in patients who were treated with teduglutide. They support the
recommendations for a baseline, pre-treatment colonoscopy and subsequent surveillance
colonoscopies in the teduglutide regulatory prescribing labels which should be considered in
conjunction with local guidelines and policies for colorectal cancer screening in average risk and high

risk individuals.



172

173

174

175

176

177

178

179

180

181

182

183

184

185

186

187

188

189

190

191

192

193

194

195

Polyps in STEPS Study Series
Final for Journal Submission; 21 March, 2019
GAT17070.1012
Acknowledgments

The authors are grateful to all participating patients and their families and the clinical
investigators and staff at all participating centers for their contributions to the entire STEPS clinical
trial program. Gratitude is also extended to Clément Olivier, MD, of Shire International GmbH, Zug,

Switzerland, a member of the Takeda group of companies, for his support during the initiation of this

post hoc analysis.

Statement of Authorship
All authors contributed to the conception of the work, analysis, or interpretation of the data
and drafting or revising the manuscript, gave final approval to submit, and accept accountability for

all aspects of the work. Authors had full access to the data in the analysis.

Conflict of Interest Statement

Shire is a member of the Takeda group of companies. DA has received consulting fees,
honoraria, or grant/research support from and served as an advisory board member or study
investigator for NPS Pharmaceuticals, Inc., Shire, AbbVie, Janssen, and Takeda. AF has received
consulting fees, honoraria, and grant/research support from and served as an advisory board member
and study investigator for NPS Pharmaceuticals, Inc. PBJ has served as a study investigator for NPS
Pharmaceuticals, Inc., and has received consulting fees or honoraria from and served on an advisory
committee or speakers bureau for Shire and Zealand Pharmaceuticals. H-ML and PN are employees of
Shire. DLS has served as a study investigator for NPS Pharmaceuticals, Inc., and as a consultant for

Shire and Zealand Pharmaceuticals.

Role of the Funding Source
Shire is a member of the Takeda group of companies. The funding for this post hoc analysis was
provided by Shire International GmbH, Zug, Switzerland. Under the direction of the authors and

funded by Shire, editorial support and writing assistance by Maryann T. Travaglini, PharmD, was



196

197

Polyps in STEPS Study Series

Final for Journal Submission; 21 March, 2019

GAT17070.1012

provided by Complete Healthcare Communications, LLC, a CHC Group company (North Wales, PA,

USA).

10



Polyps in STEPS Study Series
Final for Journal Submission; 21 March, 2019
GAT17070.1012

198 References

199 1. GATTEX® (teduglutide). Full Prescribing Information, Shire-NPS Pharmaceuticals,
200 Inc., Lexington, MA, USA, 2018.

201 2. Revestive® (teduglutide). Full Prescribing Information, Shire Pharmaceuticals Ireland
202 Limited, Dublin, Ireland, 2018.

203 3. Jeppesen P B, Pertkiewicz M, Messing B, lyer K, Seidner D L, O'Keefe S J, Forbes

204 A, Heinze H, Joelsson B. Teduglutide reduces need for parenteral support among
205 patients with short bowel syndrome with intestinal failure. Gastroenterology 2012;
206 143(6): 1473-1481 e1473. doi: 10.1053/j.gastro.2012.09.007.

207 4. Schwartz L K, O'Keefe S J, Fujioka K, Gabe S M, Lamprecht G, Pape U F, Li B,

208 Youssef N N, Jeppesen P B. Long-term teduglutide for the treatment of patients with
209 intestinal failure associated with short bowel syndrome. Clin Trans| Gastroenterol
210 2016; 7: e142. doi: 10.1038/ctg.2015.69.

211 5. Seidner D L, Fujioka K, Boullata J |, lyer K, Lee H M, Ziegler T R. Reduction of

212 parenteral nutrition and hydration support and safety with long-term teduglutide
213 treatment in patients with short bowel syndrome-associated intestinal failure: STEPS-
214 3 study. Nutr Clin Pract 2018; 33(4): 520-527. doi: 10.1002/ncp.10092.

215 6. Wolf AM D, Fontham E T H, Church T R, Flowers C R, Guerra C E, LaMonte S J,

216 Etzioni R, McKenna M T, Oeffinger K C, Shih Y T, Walter L C, Andrews K S, Brawley
217 O W, Brooks D, Fedewa S A, Manassaram-Baptiste D, Siegel R L, Wender R C,

218 Smith R A. Colorectal cancer screening for average-risk adults: 2018 guideline

219 update from the American Cancer Society. CA Cancer J Clin 2018; 68(4): 250-281.
220 doi: 10.3322/caac.21457.

221 7. Anderson J C, Butterly L F, Goodrich M, Robinson C M, Weiss J E. Differences in

222 detection rates of adenomas and serrated polyps in screening versus surveillance
223 colonoscopies, based on the New Hampshire Colonoscopy Registry. Clin
224 Gastroenterol Hepatol 2013; 11(10): 1308-1312. doi: 10.1016/j.cgh.2013.04.042.

11



225

226

227

228

229

230

231

232

233

234

235

Polyps in STEPS Study Series
Final for Journal Submission; 21 March, 2019
GAT17070.1012

8.

Lieberman D A, Weiss D G, Harford W V, Ahnen D J, Provenzale D, Sontag S J,
Schnell T G, Chejfec G, Campbell D R, Kidao J, Bond J H, Nelson D B,
Triadafilopoulos G, Ramirez F C, Collins J F, Johnston T K, McQuaid K R, Garewal
H, Sampliner R E, Esquivel R, Robertson D. Five-year colon surveillance after
screening colonoscopy. Gastroenterology 2007; 133(4): 1077-1085. doi:
10.1053/j.gastro.2007.07.006.

Castaneda D, Popov V B, Verheyen E, Wander P, Gross S A. New technologies
improve adenoma detection rate, adenoma miss rate, and polyp detection rate: a
systematic review and meta-analysis. Gastrointest Endosc 2018; 88(2): 209-222

e211.

12



Polyps in STEPS Study Series

Final for Journal Submission; 21 March, 2019

GAT17070.1012

Table 1. Characteristics of patients with polyps reported at pre-randomization baseline colonoscopy?

Duration of Estimated Percent
Parenteral of Colon
Age at Support at Remaining
Screening, Screening, Location (Number
Sex Years Years Etiology of SBS Polyp Size of Polyps)
F 58 1.8 Vascular disease (embolism of 60 Not reported Colon (x1)
superior mesenteric artery)
F 45 1.9 Vascular disease (venous 70 Not reported Colon (x1)
mesenteric infarction)
M 46 5.9 Vascular disease (mesenteric 90 Not reported Colon (x1)
infarction)
M 68 7.0 Vascular disease (embolism of 100 Not reported Colon and rectum

mesenteric artery)

(multiple)
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F 75 5.8 Vascular disease (occlusion of

superior mesenteric artery)

F 47 1.0 Vascular disease (thrombosis of

mesenteric artery)

M 39 1.7 Other (volvulus)
F 49 24.7 Other (injury)
F 43 1.1 Other (small bowel infarction)

100

30

100

100

5mm

1-2 mm

Not reported

Not reported

Not reported

Rectum (x1)

Colon (x1)

Rectum (multiple)

Large intestine

(multiple)

Rectum (x2)

Not reported (x1)

Abbreviations: F, female; M, male; SBS, short bowel syndrome.

2No histopathology data are available.
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Table 2. Characteristics of patients with polyps reported at surveillance/end-of-study colonoscopy

Duration of Duration of TED
Parenteral Estimated Polyp Detected Exposure at Time
Sex / Age at Support at Percent of Treatment Group, at Baseline of Polyp
Screening, Screening, Colon STEPS/STEPS- Colonoscopy Detection, Location (Number
Pt Years Years Etiology of SBS Remaining 2/STEPS-3 Months? of Polyps) Size, cm Histopathology?
1 F/46 24.0 IBD (Crohn’s 25 PBO/TED/TED No¢ 24 Colon (x3) 0.2-0.5 Hyperplastic polyp
disease)
36 Colon (NR) NR NR
2 M/ 62 3.0 Vascular disease 50 PBO/TED/NA No 24 Colon (x2) 0.3-0.5 Tubular adenomas

(ischemic event)
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4d

F/47 1.0 Vascular disease Unknown
(thrombosis of
mesenteric artery)
F/55 9.6¢ Vascular disease 50
(unknown)

PBO/TED/NA

TED/TED/NA

Yes

No

24

10

Transverse colon 0.3-0.7 Probable whole
(x2) serrated adenomas
Ascending colon NR
(x2)
NR
Cecum (x1)
Rectum (x1) NR Inflamed polyp

lesion, no neoplasm,
acute proctitis with
surface necrosis,
acute inflammation,
and prominent crypt
epithelial

regeneration
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F/41 1.9¢ Other (injury) 75 PBO/TED/TED No 36 Colon (x1) NR Not resectedf
F/49 24.7 Other (injury) 100 TED/TED/NA Yes 8e Colorectal (x3) NR Tubular adenoma
with low-grade
dysplasia, and
tubulo-villous
adenoma (rectum)
F/61 1.2f Other (strangulated 50 TED/TED/TED No 29 Cecum (x2) NR Tubular adenomas
intestine)
F/35 4.2 Other (volvulus) Not reported PBO/TED/NA No 24 Rectum (x1) 0.2 Tubular adenoma
with low-grade
dysplasia
M /50 4.1 Other (jejunal 50 PBO/TED/NA No 24 Not specified NR Not resected
fistula)

Notes: *Exposure includes time in STEPS study, mean (SD) is 193.7 (52.24) per 100 patient-years; "Histology analyses in all except patients 5 and

9; “Polyp detected during 24-month STEPS-2 colonoscopy was removed before patient continued in STEPS-3; “Non-study colonoscopy performed
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as part of workup for diverticulitis; ®PS-independent by the end of study (all during STEPS-2); ftubular adenoma reported as colonoscopy finding;

gEarly termination colonoscopy (Day 57).

Abbreviations: F, female; IBD, inflammatory bowel disease; M, male; NA, not applicable; NR, not reported; PBO, placebo; SBS, short bowel

syndrome; TED, teduglutide.
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Supplementary material

Table S1. Baseline colonoscopy results for the STEPS clinical trial series

Patients With Patients With Patients With
Patients With Pre- Stabilization Stabilization + Repeated Repeated Patients With Polyps at
randomization Baseline Visit Only Stabilization Visits Stabilization Visit Pre-randomization

Group Colonoscopy® Colonoscopy Colonoscopy Colonoscopy Baseline Colonoscopy
Subsequently randomized to 33 26 6 1 4¢

placebo (n=43)°
Subsequently randomized to 30 24 6 0 3d

teduglutide (n=43)
Subsequently received 10 4 4 2 2f

teduglutide as direct OL®

(n=12)
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Screen failures (n=22) 14 3 8 3 0

Total 73 54 16 3 gh

(screen failures omitteds)

Notes: ?Colonoscopy was not performed in 25 patients who passed the screening (no colon); PTreatment only relevant for STEPS study; All from
the stabilization visit only (Patients 1, 5, 6, and 7 from Table 1); “Two are from the stabilization visit only (Patients 2 and 8 from Table 1) and one
is from the stabilization + repeated stabilization visits (Patient 4 from Table 1); ¢Treatment only relevant for STEPS-2 study; ‘Both are from the
stabilization + repeated stabilization visits (Patients 3 and 9 from Table 1); 8Screen failures were not used because they were not part of the
enrolled population; "Represents the nine patients shown in Table 1.

Abbreviations: OL, open-label.
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Table S2. Month 24 or early termination colonoscopy results for the STEPS-2 population

Number of Patients
With End of Study

(Month 24 or Early

Number of Patients With Polyps by Study Period Total Number of
Patients With Polyps

at End of Study

Termination) Baseline and End of Study
Group Colonoscopy? Baseline Only End of Study Only
Placebo (n=36)° 22 0 1¢ 49 5
Teduglutide (n=36) 22 0 1¢ 2f 3
Direct OL (n=11)® 4 0 0 0 0
Total 48 0 2 6 8"

Notes: °Colonoscopy was not performed in 35 patients (placebo [n=14]: seven no colon, four patients refused, two patients not stable, one visit

not done; teduglutide [n=14]: nine no colon, two patients refused, one visit not done, one poor prep, one examination not indicated; direct OL

[n=7]: three patients visit not done, two patients refused, two patients had no colon); "Treatment only relevant for STEPS study; “Refers to

Patient 3 in Table 2; YRefers to Patients 1, 2, 8, and 9 in Table 2; ®Refers to Patient 6 in Table 2; fRefers to Patients 4 and 7 in Table 2; eTreatment

only relevant for STEPS-2 study; "Represents eight of the nine patients in Table 2 (ie, Patient 5 occurrence was reported in STEPS-3).

Abbreviations: OL, open-label.
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Table S3. Month 12 or early termination colonoscopy results for the STEPS-3 population

Number Of Number of Number of Patients With Polyps by Study Period Number of
Patients With Patients With Patients With
End of Study Surveillance Polyps at End
(Month 12 or (Unscheduled of Study
Early In-Study Visit) First Study Visit (ie,

Termination) Colonoscopy Baseline and End of STEPS-2

Group Colonoscopy? Baseline Only End of Study Colonoscopy) End of Study Only

Placebo (n=6)° 4 0 0 0 1¢ 19 2¢

Teduglutide 0 2 0 0 1f 0 0

(n=5)

Direct OL (n=3)# 0 1 0 0 0 0 0

Total 4" 3" 0 0 2 1¢ 2¢
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Total unique in 19

STEPS-3

Notes: ?Colonoscopy was not performed in 10 patients (placebo [n=2]: one in-study ileoscopy performed, one patient refused; teduglutide [n=5]:
two in-study unscheduled visit colonoscopies, one no reason given, one patient refused, one in-study ileoscopy performed; direct OL [n=3]: one
no colon, one in-study unscheduled visit colonoscopy, one patient refused); Treatment only relevant for STEPS study; €1 patient with polyp from
the first study visit (ie, last STEPS-2 visit) who had a recurrence of polyp in final STEPS-3 visit (Patient 1 from Table 2); 91 patient from the final
STEPS-3 visit (Patient 5 from Table 2); €1 patient with polyp from the first study visit (ie, last STEPS-2 visit) + recurrence of polyp in final STEPS-3
visit (Patient 1 from Table 2) and 1 patient from the final STEPS-3 visit (Patient 5 from Table 2); Patient from the first study visit only (ie, last
STEPS-2 visit; Patient 7 from Table 2); éTreatment only relevant for STEPS-2 study; "Collectively, the seven are unique procedures within the
STEPS-3 study; 'Represents one of the nine patients in Table 2.

Abbreviations: OL, open-label.
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