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EN3835-213 Protocol Amendment 4

PROTOCOL AMENDMENT 4 SUMMARY OF CHANGES - CHANGES
RELATED TO COVID-19 (MAY 01, 2020)

Amendment 4 was mcorporated mto the protocol on 01 May 2020. The major reason for this
amendment was to modify the protocol due to the mterruption of study conduct caused by the
Coronavirus Disease 2019 (COVID-19) public health emergency. The COVID-19 public health
emergency has disrupted the conduct of clmical research throughout the world. At Endo
Pharmaceuticals Inc. (Endo), ensurmg the safety of chinical study participants i the primary
concern. In addition, the mtegrity of data obtamed from clmical trials must be ensured.

Endo mitiated Study EN3835-213 enrolling the first subject m December 2019 with a total of

8 subjects. While 6 subjects completed the CCH dosmg and planned abdommoplasty surgeries,
2 subjects m this study receved ther fmal CCH doses, but were not able to undergo surgery
during the allowable surgery window determmed by the sponsor (45 days from last CCH dose)
due to COVID-19 delays m elective surgeries. The latest allowable surgery dates for these
subjects were 27 April 2020 and 02 May 2020, however, surgeries were not able to be scheduled
withm this timelne.

In order to ensure subject safety and protect data mtegrity, Endo, m accordance with the FDA
Guidance on Conduct of Clinical Trials of Medical Products during COVID-19 Public Health
Emergency (March 2020, updated 16 April 2020), decided to enroll 2 additional subjects to
replace the 2 subjects above (for overall objective and endpomt analysis purposes). The

2 subjects whose surgeries were delayed due to COVID-19 can, however, still undergo planned
abdommoplasty surgery at a time convenient to both the mvestigator and the subject, and
complete the study, but will be excluded from the non-safety analysis population. Subjects who
are considered screen failures due to logistic/timmg  purposes surrounding the subject’s
availability for surgery (not mcludng any other Inclusion/Exclision criteria reasons) and/or
COVID-19 restrictions, may be rescreened. Screenmg assessments and/or safety laboratory tests
done withm 28 days prior to (or as mandated m the protocol) the Day 1 Visit can be considered
for screening purposes. In the case of subjects who have more than 28 days between mitial

screenmg and the Day 1 Vistt, all screenmg assessments and/or safety labs will be repeated to
confrm subject eligibility.

The specific sections of the protocol that are affected are outlmed below:

1. Section 1.1 Synopsis, Study Period: Text “Estimated date first subject enrolled” changed
from “Oct 2019” to “December 2019 and “The estunated date of the last subject
completion” has been changed from “March 2020” and 1s now estimated for
“September 2020.”

2. Section 1.1 Synopsis, Overall Design: Text added “An additional 2 subjects will be
enrolled to replace (for overall objective and endpomt analysis purposes) subjects whose
abdommoplasty surgeries were delayed due to COVID-19 restrictions.”

3. Section 1.1 Synopsis, Number of Subjects (planned): Text added: “Due to COVID-19
restrictions and mpacts, an additional 2 subjects will be enrolled to replace (for overall
objective and endpomt analysis purposes) subjects whose abdommoplasty surgeries were
delayed due to COVID-19 restrictions. The 2 subjects whose surgeries were delayed due
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10.

to COVID-19 are still planned to complete the study. While the safety data of these
subjects will be considered for safety analysis, the histopathology data of thew
abdommoplasty tissue specimens would be analyzed separately.”

Secnon L. I Synopms Treatment Groups and Duration: Text changed from “8-subjeets-
: = s £s eriod” changed to:
“10 Sllb_]ECtS ” The fo]lowmg text was a]so added ‘Wlth the addition of 2 replacement

subjects the approxmnate duration of the study has been mcreased and 1s to be determmed
due to COVID-19 mpacts.”

Section 1.1 Synopsis, Treatment Groups and Duration and Section 4.1 Overall Design:
Length of screenmg period changed from up to 14 days to up to 28 days.

Section 2.1 COVID-19 Public Health Emergency Impact, Text added “Endo mitiated
Study EN3835-213 enrollng the first subject m December 2019 with a total of 8 subjects.
While 6 subjects completed the CCH dosing and planned abdommoplasty surgeries,

2 subjects m this study recewed ther fmal CCH doses but were not able to undergo
abdommoplasty surgery durmg the allowable surgery window as determmed by the
sponsor (45 days from last CCH dose) due to COVID-19 delays m elective surgeries. The
latest allowable surgery dates for these subjects were 27 April 2020 and 02 May 2020.

In order to ensure subject safety and protect data mtegrity, Endo, m accordance with the
FDA Guidance on Conduct of Clinical Trials of Medical Products during COVID-19
Public Health Emergency (March 2020, updated 16 April 2020), decided to enroll

2 additional subjects to replace the 2 subjects above (for overall objective and endpomt
analysis purposes). The 2 subjects whose surgeries were delayed due to COVID-19 can,
however, still undergo planned abdommoplasty surgery ata time convenient to both the
mvestigator and the subject, and complete the study. These 2 subjects will be mcluded m
safety analysis and the histopathology data of thewr tissue specimen will be analyzed
separately.”

Section 4.1 Overall Design, paragraphs 1 and 6: Text added “An additional 2 subjects
will be enrolled to replace (for overall objective and endpomt analysis purposes) subjects
whose abdommoplasty surgeries were delayed due to COVID-19 restrictions.”

Section 4.1 Overall Design: Text added “Screenmg assessments and/or safety laboratory
tests done withm 28 days prior to (or as mandated m the protocol) the Day 1 Visit can be
considered for screenmg purposes. In the case of subjects who have more than 28 days
between mitial screenmg and the Day 1 Visit, all screening assessments and/or safety labs
will be repeated to confirm subject eligibility.”

Section 5.4 Screen Failures, Text changed from “Subjects who are considered screen
failires may not be rescreened.” To “Subjects who are considered screen failures due to
logistic/timing purposes surroundmg the subject’s availability for surgery (not mehiding
any other Inclusion/Exclusion criteria reasons) and/or COVID-19 restrictions, may be
rescreened.

Section 5.4 Screen Failures, Text added “Screening assessments and/or safety laboratory
tests done withm 28 days prior to (or as mandated m the protocol) the Day 1 Visit can be
considered for screenmg purposes. In the case of subjects who have more than 28 days
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between mitial screenmg and the Day 1 Visit, all screening assessments and/or safety labs
will be repeated to confrm subject eligibility.”

11. Section 9.1 Sample Slze Detelmmatlom Text deleted ‘%ppfemﬁ-‘fe}y—ﬁ—mbjeets—fﬂﬁ?be

ﬂ-bdﬁﬁilﬁep-]ﬂﬂﬁ’l Text changed from “Appl ommately 8 subjects wiﬂ be enro[led m thjs
study; namely, at least 1 subject each will be enrolled m Group 2...” changed to
“Approxmmately 10 subjects will be enrolled to receive CCH mjection and undergo
elective abdommoplasty m this study, with at least 1 subject enrolled m Group 2....”
Additional text added “An additional 2 subjects will be enrolled to replace (for overall
objective and endpomt analysis purposes) subjects whose abdommoplasty surgeries were
delayed due to COVID-19 restrictions.”

12. Section 9.2 Populations for Analysis, Text added “The histopathology data of the
2 subjects whose abdommoplasty surgery was delayed due to COVID-19, will be
analyzed separately.”

13. Overall Changes: Other mmor edits were made to correct punctuation and grammar.

01 May 2020 Endo Pharmaceuticals Inc. Page 4



EN3835-213 Protocol Amendment 4

PROTOCOL AMENDMENT 3 SUMMARY OF CHANGES
(JANUARY 16, 2020)

The major reasons for this amendment were to: extend the screenmg period to allow for
additional safety assessments, update version of mvestigator’s brochure referenced, clarify how
subjects are to be handled if safety laboratory results are unavailable prior to fust dose of study
treatment, revise handling temperature of study drug, clarify the handling of any remaming
unused reconstituted study drug, clarify that providmg breast milk m any form is not permitted,
revise text to mdicate more than 1 mvestigational site will be used, mdicate that vital signs must
be stable before the subject can leave direct observation following dosmg, and revise the
defmition of adverse events.

1.

Section 1.1, Synopsis, Treatment Groups and Duration. Text changed from “Total study
duration for each subject is approxmmately 50 to 71 days dependmg on the group assigned
(not mchiding the screening period of up to 14 days)” to “Total study duration for each
subject 1 approximately 50 to 71 days depending on the group assigned (not mchiding
the screenmg period of up to +4-28 days).”

Section 1.1, Synopsis, Overall Design. Text changed from “Following a screenmg period
of approxmmately 28 days, subjects will be assigned to 1 of 6 groups” to “Following a
screenng period of apprexinately—4 up to 28 days, subjects will be assigned to 1 of 6
groups.”

Section 1.1, Synopsis, Treatment Groups and Duration. Text changed from “The duration
of the study from fust subject fust visit to last subject last visit will be dependent on the
ability of the site to identify and enroll eligible 8 subjects™ to “The duration of the study
from first subject first visit to last subject last visit will be dependent on the ability of the
investigative sites to identify and enroll eligible 8 subjects.”

Section 1.3, Schedule of Actwities. Headmg changed from “Screening Vistt (14 Days)”
to “Screenmg Visit (#4-28 days).”

Section 1.3, Schedule of Activities. Footnote b changed to melude the followmng
statement “In the event that any safety laboratory testing results are unavailable
prior to the subject’s first dosing visit, the investigator will notify the sponsor to

discuss on a case-by-case basis, prior to administering any study treatment to the
subject.”

Section 1.3, Schedule of Actwvities. Footnote a was added to Inclusion/exclusion criteria
review. Footnote b was added to Clmical laboratory testmg to reflect correct procedure.

Section 2.4.1, Product Background, Section 2.5, Risk/Benefit Assessment, and
Section 12. Reference to Investigator Brochure updated from 2017 to the 2019 version.

Section 4.1, Overall Design. Text changed from “Subjects will be screened for study
ehgibility withm 14 days prior to enrollmg m this 6-group, multiple dose study” to
“Subjects will be screened for study eligibility within +4-28 days prior to enrolling m this
6-group, multiple dose study.”
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9.

10.

i M

12.

13.

14.

15.

Section 4.1, Overall Design. Text changed from “Following a smeenjng period of
apploxmlately 14 days, subjects will be assigned to 1 of 6 groups™ to “Followmg a
screenmg period of apprexsmatel—14-up to 28 days, subjects will be assigned to 1 of 6

groups.”
Section 4.1, Overall Design. Text changed from “The duration of the study from first
subject fiwst visit to last subject last visit will be dependent on the ability of the site to
dentify and enroll eligible 8 subjects.” to “The duration of the study from fust subject
fwst visit to last subject last visit will be dependent on the ability of the investigative stes
to identify and enroll eligible 8 subjects.”

Section 4.1, Overall Design. Text changed from “Total study duration for each subject is
approxmately 50 to 71 days dependmg on the group assigned (not mchidmg the
screenmg period of up to 14 days)” to “Total study duration for each subject is
approxmmately 50 to 71 days dependmg on the group assigned (not mchidmg the
screenmg period of up to 44-28 days).”

Section 5.1, Subject Inclusion Criteria. Text changed from “Be of nonchildbearing
potential (history of hysterectomy, bilateral oophorectomy, bilateral tubal higation, or
postmenopausal with no history of menstrual flow in the 12 months prior to the Screening
Vistt); or, if of childbearng potential, be nonpregnant, nonlactatmg and agree to use
effectlve contrac eptton when with a male par‘mel for ‘rhe duration of the s‘rudy’ to “Be ef

#Hbﬂl—kgﬂﬂ&ﬂrekposhDenopallsal (of nonchlldbe armg potentlal) with no hJStory of
menstrual flow m the 12 months prior to the Screening Visit); or, if of childbearmg
potential, be nonpregnant, nonlactatmg and agree to use effectve contraception when
with a male partner for the duration of the study.”

Section 5.2 , Subject Exclusion Criteria. Text changed from “Is presently nursing or
providing breast mik™ to “Is presently nursmg or providing breast milk in any manner.”

Section 5.4, Screen Failures. Text changed from “The period from the start of screenmg
related procedures at the Screenmg Vistt to the fust Dosmg Visit must not exceed 14
days, melhisive of any repeat screening procedures” to “The period from the start of
screenmg related procedures at the Screenmg Visit to the fust Dosmg Visit must not
exceed +4-28 days, mclusive of any repeat screenmg procedures.”

Section 6.2, Study Drug Admmistration. Text changed from “The subject’s vital signs
should be stable before the subject can leave direct observation” to “The subject’s vital
signs shewld-must be stable before the subject can leave dwrect observation.”

16. Section 6.3, Study Treatment Preparation/Handling/Stora ge/Accountability. Text
changed from “The mvestigator or designee will confum that appropriate
temperature control conditions have been mamtamed dwmg transit for all study
treatments received...” to “The mvestigator or designee will confirm that
appropriate temperature control conditions have been mamtamed durine—transit—{for
all study treatments received...”

Text changed from “Aliquots remammg from the hexagonal grid will be stored and
returned to Endo or designee” to “Adiqaets—Any remaming frormthe-hexagonal-erid
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technique—unuse d reconstituted study drug will be stored and returned to Endo or
designee.”

17. Section 8.1.6, Clinical Laboratory Determmations. Added the followmg text “In the

event that any safe ty laboratory testing results are unavailable prior to the subject’s
first dosing visit, the investigator will notify the sponsor to discuss on a case-by-case
basis, prior to administering any study treatment to the subject.”

18. Section 8.2, Adverse Events and Serious Adverse Events. Text changed from “This
would mclude AEs resulting from concurrent illness, reactions to concurrent medication
use, or progression of disease states (exchuding the disease under study)” to “This would
mchide AFEs resulting from concurrent illness, reactions to concurrent medication use, or

progression of disease states{exeldims—the-disease-understady).”

19. Other mmor edits were made to correct punctuation and grammar.
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PROTOCOL AMENDMENT 2 SUMMARY OF CHANGES
(DECEMBER 2, 2019)
The major reasons for this amendment were to 1) modify the study mclision criteria to better

reflect the abdommoplasty population and 2) to ensure that vital signs were collected after the
subject had been sittmg for at least 5 mmutes.

1.

Section 5.1 Subject Inclusion Criteria, revised Item 5, from “Have a body mass index
(BMI) between > 20.0 and < 32.0 kg/m¥*” to “Have a body mass mdex (BMI) > 20.0 and
<35.0 kg/m?".

Section 1.3 Schedule of Activities- Footnote “d” and Section 8.1.4, Vital Signs - Added
clarification that vital sign measurements should be taken after the subject has been
sittmg for 5 mmutes.

d Vital signs (blood pressure, respratory rate, pulse rate, and body temperature) will be
collected up to 2 hours prior to dosmg, at30 minutes after dosing, and also at

15 minutes after dosing (without body te mperature) on Days -43, -24, -22. -14, -3 and
-1 at dosmg visits. All vital sign me asure ments should be taken after the subject has
been sitting for 5 minutes. Vital signs must be stable before the subject is discharged.
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PROTOCOL AMENDMENT 1 SUMMARY OF CHANGES
(OCTOBER 14, 2019)

Changes were made m the followmg sections of the origmal protocol to clarify entry criteria and
make mmor clarifications to the schedule of activities. The changes are as follows:

1.

Section 1.3, Schedule of Activities, removed footnote ‘e’ from cohunn headmg for
Day -30 through Day -1.

Section 1.3, Schedule of Activities, a new footnote (1) for anti- AUX-Ianti- AUX-II
sample collection (Surgery Visit only) was added. The footnote reads:

I Day 0 samples for ant-rAUX-I, anti-AUX-II, and neutralizmg antibodies may be
collected as part of the standard of care presurgical visit that is nearest to the
scheduled date of the abdommoplasty procedure (after dosmg visits are completed).

Section 5.1 Subject Inclusion Criteria, revised Item 4, from “Be female and >18 years of
age and < 40 years of age at time of mformed consent,” to “Be female and >18 years of
age and < 55 years of age at tine of mformed consent.”

Section 5.1 Subject Inclusion Criteria, revised Item 5, from “Have a body mass mdex
(BMI) = 20.0 to 32.0 kg/m?)” to “Have a body mass mdex (BMI) between > 20.0 and
<32.0 kg/m?.”

Section 6.1 Selectng and Markmg of Treatment Area, revised the time of treatment area
markmg and photography from each dosmg visit and Day 0 (Day of surgery) to each
dosmg visit.

Section 6.1 Selectng and Markmg of Treatment Area, revised the description of marking
of the treatment area to mclude a temporary tattoo, ie, changed *...after marking the
treatment area and the mjection site with a surgical marker (but prior to CCH dosing or
the abdommoplasty procedure)...” to *.. after marking the treatment area and the
mjection site with a surgical marker and a temporary tattoo (but prior to CCH dosing or
the abdommoplasty procedure)...”

Section 6.1 Selectmg and Markmg of Treatment Area, added a second sentence to the
second paragraph:

On Day of Surgery (Day 0), prior to abdomioplasty procedure, the borders of the
treatment area will be marked with a surgical marker. Followmg markmng, the
treatment areas will then be photographed while the subject is n a standing pose (as
previously described).
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1. PROTOCOL SUMMARY

1.1. Synopsis

Name of Sponsor/Company: Endo Pharmaceuticals Inc.

Name of Investigational Product: CCH

Name of Active Ingredient: Collagenase clostridium histolyticum

Title of Study: A Phase 2b, Open-Label Study to Explore Tissue Histopathology Following
Subcutaneous Injec tion of Collagenase Clostridinm Histolyticum Using an Abdominoplasty Model

Lead Principal Investigator: Not applicable

Study period:
Estimated date first subject enrolled: December 2019
Estimated date last subject completed: September 2020

Phase of development: 2b

Objectives and Endpoints:

Objectives

Endpoints

Primary

e To evaluate the histopathology and @
immunohistoc heﬂu'sny of subcutaneous
tissue isolated after single and multlple CCH
doses wnh both a single injection

relative to control
non-dosed tissue) m adult female subjects
undergoing abdominoplasty.

The primary endpomt will be the change in
histopathology and immunohistochemistry of
tissue dosed with CCH relative to control
tissue (tissue not dosed with CCH).

o - single mjection technique:

= Area 1 tissue relative to control for
all groups.

= Area 2 tissue relative to control for
all groups.

= Area 1 tissue relative to control for

immunohistochemistry of tissue from
treatment areas dosed with CCH in adult
women undergoing elective abdommoplasty
surgery.

o Multiple doses versus single dose with a
ﬂ single mjection technique.

all groups.
=  Area 2 tissue relative to control for
all groups.
Secondary
e To compare the histopathology and e The change in histopathology and

immunohistochemistry of tissue samples
dosed with CCH multiple times relative to

' osed with CCH a single time with a
mjection technique.

o Area 1 tissues relative to Area 2 for all
groups.
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o

' itha

Multiple doses versus sinele dosewitha | e¢ The change in histopathology and
immunohistochemistry of tissue samples
: dosed with CCH multiple times relative to

versus multiple doses with a mjection technique.
single mjection technique. o Area 1 tissues relative to Area 2 for all
i ' i groups.

¢ The change in histopathology and

versus smgle dosmg with a immunohistochemistry of tissue samples
single mjection technique. dosed with CCH multiple times with a

single mjection technique relative to

tissues dosed with CCH multiple times with a

¢ The change in histopathology and
mmunohistochemistry of tissue samples
dosed with CCH a single time witha
single injection technique relative to tissues

dosed with CCH a single time with a

e To assess the safety and immunogenicity of | e Treatment-emergent adverse events (TEAEs).
CCH ijected in adult women undergoing an
elective abdominoplasty surgery.

e Adverse events of special mterest (AESI).

¢ Anti-AUX-I antibodies, anti-AUX-IT
antibodies, and neutralizing antibodies
analysis.

Overall Design:

This study is a Phase 2b, open-label, exploratory study of the mechanism of action of bruising and safety
of CCH subcutaneously admiistered in subjects undergoing elective abdominoplasty surgery. Subjects
will be screened for study eligibility within 28 days prior to enrolling i this 6-group. multiple dose
study. Approximately 8 subjects (1 or 2 subjects per group) are expected to enroll and complete the
study (on Day 28). An additional 2 subjects will be enrolled to replace (for overall objective and
endpoint analysis purposes) subjects whose abdominoplasty surgeries were delayed due to COVID-19
restrictions. Subjects who undergo elective abdommoplasty surgery and are willing to receive mjections
of CCH and have their tissue donated for evaluation (otherwise discarded post-surgery) will be eligible,
provided all inclusion/exclusion criteria are met.

The study will be conducted in adherence to 3 main activities as follows:
1. Dosing: CCH mjections as defined in this protocol

2. Abdominoplasty: Aesthetic surgery for the permanent removal/excision of abdominal tissue.
3. Histopathology and immunohistochemistry of the excised abdominal tissue.

Following a screening period of up to 28 days, subjects will be assigned to 1 of 6 groups. Each subject
will have 2 marked areas (Area 1 and Area 2) of the abdomen dosed with CCH (single or multiple
doses) plus a marked non-dosed control area for comparison. The control area will be located between
the 2 treatment areas. By the end of the dosing phase. Treatment Area 1 will receive a total of 2 doses
(referred to as multiple doses in the objectives) at specified study visits for the group assigned, and
Treatment Area 2 will receive a total of 1 dose (referred to as single dose in the objectives) at specified
study visits for the group assigned. Refer to the study schema in Section 1.2 for additional details.
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Disclosure Statement: This is an open-label exploratory study with 6 dosing arms. The pathologist
reporting the results will be blinded to the dosing schedule.

Number of Subjects (planned):

It was origmnally planned that 8 subjects (1 or 2 subjects per group) enroll and complete the study. Due
to COVID-19 restrictions and impacts. an additional 2 subjects will be enrolled to replace (for overall
objective and endpoint analysis purposes) subjects whose abdominoplasty surgeries were delayed due to
COVID-19 restrictions. The 2 subjects whose surgeries were delayed due to COVID-19 are still planned
to complete the study. While the safety data of these subjects will be considered for safety analysis, the
histopathology data of ther abdominoplasty tissue specimens would be analyzed separately.

Treatment Groups and Duration:

Subjects in each eroup will receive up to 3 CCH doses (each dose as either a-siugle mjection

technique or a “) across 2 treatment areas at the following

dosing visits:

Group 1 and Group 4 (n =2 subjects/group): Dosing on Days -43 and -22. and -14.

Group 2 and Group 5 (n= 1 subject/group): Dosing on Days -24 and -3.

Group 3 and Group 6 (n= 1 subject/group): Dosing on Days -22 and -1.

At each dosing visit, the CCH injection dose administered per treatment area (Area 1 or Area 2) is

approximately 0.07 mg CCH/0.3 mL (administered subcutaneously as | NNl mL each in a

single mjection technique in Gro 2. and Group 3) proximately
i ubcutaneously asMof approximately jllmI eachm a

mn Group 4. Group 5, and Group 6). Following admmistration of 3 doses of CCH,

abdominoplasty and collection of the excised abdominal tissue will occur on Day 0. Subjects will be

followed for safety until 28 days post-surgery.

The duration of the study from first subject first visit to last subject last visit will be dependent on the

ability of the mvestigative sites to identify and enroll eligible 10 subjects. Total study duration for each

subject is approximately 50 to 71 days depending on the group assigned (not including the screening

period of up to 28 days). With the addition of 2 replacement subjects due to COVID-19, the approximate

duration of the study has been increased and is to be determimned due to COVID-19 mmpacts.

Data Monitoring Committee: No data monitoring committee will be used for this study.

01 May 2020 Endo Pharmaceuticals Inc. Page 16



L1 23ed

"ou] s[edHnadeULIRyJ Opug 020T A2 10

‘pausisse dnois

a1} J0J spsiA Aprys parroads je (saan0slqo o) ur asop J[SUIS SB 0] PAIIajal) S0P [ JO [0} B SAIS0AI [IA\ 7 BaIy JUSUHBIIL e

‘pausisse dnors ar)

10 spsia Apmys parroads e (saanoslqo o) w sasop Sjdinun se 0} palIajar) Sasop 7 JO [BJ0) B SAISDAI [IM | BTy JUSUHBII] e

:aserd Sursop 3y} Jo pus o) Ag

"7 BaIy JUSUNEB3I] PUk [ ATy JUSUNESI] paylewl aq [Em dnois 3oslqns goes Jo seare jusuneai]
T- pue gZ- sAe( uo Swso(] :9 dnoIH pue ¢ dnoin

"€~ Pue ;Z- ske( o Swso( -G dnoIH pue ¢ dnoin

¥1- pue ‘7Z- pue - skeq wo Swiso( : ANOIH pue | dnoin

7 Ba1y 18 Buisoq
T eany e Sujsoq T eaiy 12 Buisoq
dn-mopo g ? do-mofog - (1) £eg . 7)) f=q Sumaang
37 Keq ;L feq
9d4NOYD pue g dNOYS
z eaxy 12 Buisog
T zasy e Buisoq T 231y 12 Buisoq

dn-moqo g du

: . (#7) f=@
”m._w.__.”mﬁ— |...rw0=01.H F L_—r.ﬂn

5dNOYD pue ¢z dNOYOD

7 ®ary 10 Buisoq
pary 12 Suisog
dn-smofog

‘LARq (¥1-) £=q
7dNOYD pue T dNOYD

euRyIS Apms |

} JuSWpUAWY [030j01d £1Z-SERENT



81 5eg "ou] S[EdudEULIEYJ Opuy 0T0T AN T0
X X X X sumsa) AHueusard aumin
S sumsa) Loueusard wmnieg
X X ABRTINS 10] 20URIRI[I [BIP2N
z8UIssadoId pue
uon2[0d Jdies a4 Apoquiue
X X X I-XOV-Hue XN V-Huy
X X 59 BUI1S2] AT0TRIOQR] [RIIW])
X X X X X ¢ X SUBIS [RIA
TOMBULI U0
X TN “1YS1om JSIoH
X X X X UOTJeUIIEX [BASAYL
sampasoxd suornearpau
X X X X X X X JUENIOA 00 L Ok
(sommaysqo/Awsms/sampadord
/suorjedrpaur snoraard
X SwWpn{ou) A101SIY[RAPIN
:=MATASI
X X X X BLIDJLID WOIST IX/ OIS OU]
% JU2SU0D pAULIOFUL
(£ep 1) (skepzF) SaIMpasoid
mmuﬂﬂﬂv m‘u_nu I- kﬂmwﬁH C- kﬁu.wﬁu_”
: SATO:
usIA TP EANoD 0 pue ¢ sdnomn
uoneuIIA L (Aepes) | (Aserdommuopqy Gehep e (skep z+)
Aireg/sod | wsta dn-moppoy Jo Leq@) I- £e@ P o ¥T- LeQ (sAep 87)
4 [ASIA £138ms-1s0d 0 £eqg ysnomny) ;S pue g sanoxn) WSIA
- ;S pueg sdnon) ey
m M OJ[OT 5 Rey SAD TV 0¢- ket S PUEg sdnon (skep z9) Suuaa1og
K1a8ms-1s0d AT st K1284ms (skep z¥) sy
8T K vi-Ae ‘e ke
SAMOD 1V v ﬁ.am Wm oD | spweTsanon
15t suisoq 11514 Sursoq
SANIANIY JO I[MPIYIS €1

7 justpuaury [030jo1d E£1T-CERENH




61 33eq "ou] S[EdudEULIEYJ Opuy 0T0T AN T0

TOISN]IXATOIST[ T I0] PASSASSE 2 [[IM SN SATFUI)SI] 252 T "I0JeSNSAAM Y] £q pammbar pawaap se Kysedotmuopqe 2A1192[2 rojuonerdard s 102lqns 2y jo (912
"DOF "A1 STuay201q “£30[01RMIAT]) 218D JO pIepue)s 213 70 11ed se "A10JeI0qe] PIJRuSISIp 10 AJISIANRENSIAT 21} Je pauofrad aq [ Sumsa) AJaJes A101010qRT
"sjuamssasse pambar-Apny s Aue o} 1oLd pauiopad ,

"sAp(T]USUmRAL ] U0 UOogeNsIuIupe justiear) Apns o} oL pajejdinos 2q pjnoys

SJUNSSASSE [k (Pajearn) eale oY) W ANIqRIS[0] [2I0]/SUONIRAI 2)1s tordalur Jouondaakaay) (iim pue) Moj2q PAUIINo I0 3A0qR Pe)S ISTMIN]O0 SSA[U[] 210N
ApigJo pug =SOH RIS OIPILdoI}d2H =HDF “ISeUa T 02 [T SSE[I[RIPLISO[D) =I[-X )V "2SLU2SL[[0I ] SSE[I[EIPLISO[) =[-X NV 210N

Apnis moysnoIy ] paroyuon X SJIOAQ2SIAPR IO [V

s(Seare juxugean w Aypqers|o}
B0 /STOT} 2RI SI2APE
X X X ‘ar)uoneneA? ay1s uonaafuy

yuawdiys 10y sampadoxd
X unpuey pue WOTSIIK ANSSIT

X ampa>ord fysejdoumuopqy

Zeary Je (3w L0
X Apayemmxordde) monyoalur DD

[ ary Je (5w 00
X X Aperemxordde) monoalmr HOD

X X X Aydergojoyd rensiq

(Z BorV JUAIRRI] PUR ‘BATY
[onuo) pajaalm-uoN °T eary
SRRl ] ) INIBUI [RIISINS [IMm
(jonuos puejuaunean) uondafm

X X X Jo ayis 3} Suaqe] pue SUD{IeN
sfep 7 SaInpado;,
(kep 1) ( m &5 padoid
(sfep ¢5) I- feqq -4
gpuegsd
uSIA JPIEEaNoD gpueg sanomn)
TOIJeUNIIa ], (Kep £5) (Gserdoumuopqy (skep 79) (sfep 7
Aireg/Sod | wsta dn-moyroy Jo Le@) I- £e@ - ¥T- KeQq (sAep 87)
azx Mw mwfo £123ms-150g 0 LeQ ysnony) TS Cpueg sanon NSIA
~ e L Keq FAODH Y 0s- £ Se p o (skep 75) Smuaarg
ABMSIS0d | emo Ty | s deoung e mm e - feq
- —W :
8z A2t i ‘e Kot
SAOn T Fpue] sdnon)
<O I VERS W.m "o | spueTsanon
1814 suisoq 11514 Suisoq

7 JUSPUSUry. j020)01d €1¢-CERENH




0T 33eq "ou] S[EdudEULIEYJ Opuy 020T A2\ T0

‘(paiardimod a1k syistA Sursop 1aye) ampadord Lisejdounuopqe 211 JO AP PINPIAYIS

31[1 01 JSaTR3T ST 1R WSIA (e 5msard aredJo prepue)s 3yl Jo wed se pajos[od 3q LB SAIpoqriue SUZIRIMaU pue T-XNV-1ue T-X ) V-Iue 10§ sspdimes ( Le(,
"AIaAas

PUR SSIUSNOLIAS 10] PRIeN[RAS PUE PAPI0IAT A [[IM “SHY SNoaue)id (Sa8ueyd a5 uero, pnead pue ‘sIS0IS0Iq 5 UIasdIy) Unys “52) JMIoId Jo/pue (UOrjeInpu
Io/pue ‘Sunrams ‘smunid ‘SULI) STq TONeIdd[N SSeuy/smpon “med SUISIIq "euay) A1 *52) e SWPN]IUL “3)IS WOoNIUI 3} [IIM PAJeROSSE STV [BI0T,

(T1 U0DIIS RIS APMY § 235 5B (] BAIY JUNUIBAL], W [ON BTV JUSUIIRAL] UIINJJ0 [[IM - AB(] UO JUI}Ran}

‘t dnom pue 1 dnoiD J07 :310N]) £7- AB(] GO JUNMLT] PUOISS Y} UL £~ Ae( WO 1USWRST] JSIT 37} SAT3I31 [IIm  dnoi) pue [ dnoi wr [ eary JUmeal]
“maye] 3uRq sydersojoyd a1y) 01 Jo11d 2UOP 2q PIIOYS SEATR[ORTOD 10 JUAMLAT) 21 Jo uonendroeu

oN ‘A128ms fsedoumuopqe 10 wordfur (1)) 01 10ud 1Nq TSI [EIISINS B [JIM SE2TR[0Q U0 PUE UG LIT) 21 SUDTIajje uaye] 2q poys sydesoloyd v,
JuAmean) Apn1sJo 250p 1517 1)) 0] J0L1d 10JeTNSIAT ] £q PAMATAATA( ISTET S)nsarFmmsa) Loueusard wnrag _w

"sa1poquiue SUZIEINAU PUR ‘SAPOQIIUR [[-X(1V-11UR ‘SApoquue [-X ) V-1IUR 10} pazAJeue aq [[IM SJSIA

(wonjetmuray, Ared/SOH) dn-mofjo 87 Ae( pue ( Aeuron sajdiues [Sarpoquiue [-XNV-NUe pue -X ) V-11UR I0] PazATeue 2q [[IM SIS woly sajdiuneg o
‘(Tojesnsaam a1 £q “ATRSS200T pAU2P Se ‘s1dalgnsrevonippe Lue sefam se) A1a5ms fsefdounuopqe 10] woneredardeuonippe

Joed se (232 DO "AISTUSYPOIQ “ATO[OJRIIAT]) T8I JO PIPUR]S Se SIS) 3]s AT0]RI0OqR] [21UId [PuonIppe 0513pun vl  dno.x) pue | dnoxg wspalqng,
"JOJESTISIAT 2] £q ATeSSIDIW pAUP Sk g7 Ae(qysnomny) A1a51ms-jsod paurofrad aq Lew 5unjsa) A1ojeioqe] aanerdo-)sodearmp Auy

"PaBIeydSIp ST192[qns 27) 210J2q IN¥)S 3 } SNUI SUSIS [BITA SI)NUMI & 10§ SUIPIS UIaq skt J3alqns a1f) 13)Je uaye)

3 PINOY S SPEUI.IN S¥IUL WSS [E)IA [V "SHSIATUISOP 18 [- PUR “¢- - 'TT- $T-"¢b- SA U0 (3 mjeraduid) Apoq Jnorji) Sursop IajJe SIYNUI ST Je os[e

pue “SUISOp .1a)Je sanum (¢ je Susop o}.1orid s.amoyj Z 03 dn pajd3[[0d 2q [ (ameRdius) £poq pue “ajerasind “ajer Kiojendsar ainssard poo[q) SUSIS [RIA ,
‘133118 01 ro11d panwoprad UoIjeUIexa [RIISAY] |,

192[qns a1y1 01 Jusunear} Apmy s Aue UL STUNIPE

0} 1011d *S1SB(q 3583-£q-3SED B U0 SSNISIP 0] 10SU0d S 21 AJTJOU [[IM JOJB SIISIATL T[] *JISTA SWSOP 1510 §,192[qns a1 03 1o1rd J[qE[IRARTN TR SIN SIS TSI ATOJRIOqY]
Aes Auejey)JU2A2 2] U] ‘JUaURa1) APN)SJo 250P 1S 21} 0] ToLK PafLIa A PUR PSSISSRAT 2 PNOYS BLIDJLID UOISTI[IXS/UOISN[IW [/ "I0JeSOSIAW 21} Aq BLI2IID

7 JUSPUSUry. j020)01d €1¢-CERENH



EN3835-213 Protocol Amendment 4

2. INTRODUCTION

2.1 COVID-19 Public Health Emergency Impact

Endo mitiated Study EN3835-213 enrollng the first subject m December 2019 with a total of
8 subjects. While 6 subjects completed the CCH dosing and planned abdommoplasty surgeries,
2 subjects m this study receved ther fmal CCH doses but were not able to undergo
abdommoplasty surgery during the allowable surgery window as determmed by the sponsor
(45 days from last CCH dose) due to COVID-19 delays m elective surgeries. The latest
allowable surgery dates for these subjects were 27 April 2020 and 02 May 2020.

In order to ensure subject safety and protect data mtegrity, Endo, m accordance with the FDA
Guidance on Conduct of Clinical Trials of Medical Products during COVID-19 Public Health
Emergency (March 2020, updated 16 April 2020), decided to enroll 2 additional subjects to
replace the 2 subjects above (for overall objective and endpomt analysis purposes). The

2 subjects whose surgeries were delayed due to COVID-19 can, however, still undergo planned
abdommoplasty surgery at a time convenient to both the mvestigator and the subject and
complete the study. These 2 subjects will be mcluded m safety analysis and the histopathology
data of their tissue specimen will be analyzed separately.

2.2, Introduction to Study

CCH 1 a parenteral lyophilized product comprised of 2 collagenases m an approximate 1:1 mass
ratio, Collagenase I (Clostridial class I collagenase [AUX-I]) and Collagenase II (Clostridial
class II collagenase [AUX-II]). CCH is a novel formulation of an existmg product (XIAFLEX®)
that is currently approved for use m adults with Dupuytren’s contracture and Peyronie’s disease.

2.3. Study Rationale

CCH dose admmistration m buttocks or thighs with cellulite has shown to deliver an aesthetic
mprovement m the treated area. Endo studied the safetyand efficacy of CCH 0.84 mg dose per
treatment area (1 buttock or 1 thigh) m multiple Phase 2 and Phase 3 studies. In these studies,
up to 12 cellulite dmples per treatment area (1 buttock or 1 thigh) were mjected m each subject
m 1 treatment session, and the approximate dose per dimple was 0.07 mg CCH. The efficacy
results from these studies, based on mprovement m cellulite severity as determmed by the
mvestigator and the subject, have consistently shown that CCH 0.84 mg dose per treatment area
is an effective treatment for cellulite m buttocks or thighs. In addition, the safety and
mmumogenicity profile of CCH has been consistent across all these studies.

The majority of adverse events (AEs) occurred at the site of mjection and resolved before the
next scheduled treatment i these studies. Among the mjection site reactions observed across
these studies, the most common was mjection site bruismg. Injection site bruising observed m
the clmical studies was self-miting and predommately mild-to-moderate m severity. However,
there was no histopathology exammation of the mjection site bruise area.

Tissue samples solated from subjects undergomg an electve abdommoplasty procedure offer an
opportunity to observe histopathological structure changes of tissues post treatment with CCH.
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The histostam or microscopic examination of biological tissues may reveal the appearance of
tissues m greater detail and bring better understandmg of CCH treatment effect on tissue
structure.

This study (EN3835-213) i an exploratory mvestigation to learn and compare the histopathology
and mmunohistochemistry changes, if any, m the subcutaneous tissue and surrounding area after
smgle and multiple CCH mjections of the abdomen across different time pomts. The abdommal
area mjected with CCH will be within the area targeted for excision durmg abdommoplasty.

2.4. Background

2.41. Product Background

EN3835 is a parenteral lyophilized product comprised of 2 collagenases m an approxmate 1:1
mass ratio (AUX-T and AUX-IT). EN3835, marketed as XIAFLEX®, is currently approved for
use i adults with Dupuytren’s contracture and Peyronie’s disease. These collagenases are
protemases that hydrolyze collagen m its native triple helical conformation mnder physiological
conditions, resulting m lysis of collagen deposits m a Dupuytren’s cord and/or Peyronie’s
plaque.

To mvestigate EN3835 m the treatment of edematous fibrosclerotic panniculopathy (EFP),
commonly known as cellulite, Endo Pharmaceuticals Inc. (Endo) has developed a novel

formulation of EN3835, referred to hereafter as CCH, with a different concentration and volume
than the approved EN3835 formulation.

Cellulite 15 an aesthetic condition that can be understood as an imbalance between the structural
characteristics and biomechanical properties (ie, the delicate contamment and extrusion forces) at
the subdermal junction (Rudolph etal 2019). As such, the goals of cellulite treatment are to
strengthen the subdermal mterface and/or to release the fibrous septae via various types of
subcision (Rudolph etal 2019). The fibrous septae has been recognized as a contributory
underlying cause of cellulite and as a target of treatment for cellulite by anatomical and image
analyses studies (Hexsel et al, 2009; Hexsel et al 2016; Murashed et al, 2004; Niirnberger and
Miiller, 1978; Piérard et al, 2000; Querleux etal, 2002).

A number of therapies have been utilized m an attempt to treat cellulite, much of the evidence for
thewr efficacy is anecdotal, subjective, or based only on patient self-assessment and many of the
treatments have undesirable side effects (Avram, 2004; Collis et al, 1999; Khan et al, 2010;
Hexsel and Mazzuco, 2000). Some of the historical treatments for EFP have mclided weight
loss, pharmacological agents (eg, xanthines, retmoids, lactic acid, and herbals), Endermologie®
or lpomassage, mesotherapy, radiofrequency, subcision (mnclidmg powered subcision eg,
Cellfina®), and laser (including Triactive® and CelluLaze™) (Boyce et al, 2005;

DiBernardo, 2011; Hexsel and Mazzuco, 2000; Khan et al, 2010). However, there remams an
unmet need for safe and effective nonsurgical therapies to mprove the aesthetic outcome m
women with cellulite. CCH has the potential to effectively lyse the subdermally located fibrous
septae, the underlying cause of the skin dimpling n women with cellulite, at the site of mjection.

The results from previous studies have shown improvement m the severity of cellulite, as
determmed by both the mvestigator and the subject, m subjects treated with CCH admmistered at
a dose of 0.84 mg per treatment area (1 buttock or 1 thigh) every 21 days for 3 sessions. Across
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all previous studies, CCH has demonstrated an acceptable safety and mmunogenicity profile.
The majortty of AEs occurred at the site of mjection, were mild to moderate m nature, and often
resolved withm 2 to 3 weeks without any sequelae.

A detailed description of the chemistry, pharmacology, efficacy, and safety of CCH i provided
m the Investigational Brochure (IB) (Endo, 2019).

2.42. Medical Procedure Background

The origms of abdommal and body contourmg procedures emanate from the earliest awareness
of self. In the late 1800s, abdommal wall surgeries were performed to address disfigurements and
deformities of skm, fat, and the musculofascial system, which were attributed to scars, mjuries,

or defects. However, the modern history of abdommoplasty canbe traced to the late 1960s and
1970s when it was accepted as an aesthetic procedure commonly performed to elmmate excess
skm and fat accumulation m the abdommal area (Matarasso, 1991).

Suction-assisted lipectomy was developed m the 1980s, and subsequently a collective group of
abdomen contour procedures, referred as abdommolipoplasty, which combmed the liposuction
with modifications m traditional abdommoplasty techniques became available. In 1989,
Matarasso came up with general guidelme to organize an approach to abdommolipoplasty
surgeries based on the evaluation of sk, fatand, the musculofascial system (diagramed m
Figure 1). In 2018, more than 130,000 abdommoplasty procedures were performed m the
United States, makmg abdommoplasty among the top 5 cosmetic surgery procedures m the
United States. Compared to the approxmmately 62,000 procedures performed m 2000,
abdommoplasty has mcreased m popularity by 107 percent (ASPS, 2019).
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Figure 1: The Abdominolipoplasty System of Classification and Treatment

e TypeI: Liposuction alone
e Type II: Mini abdominoplasty
e Type III: Modified abdommoplasty

e TypeIV: Full standard abdommoplasty
with or without liposuction

Abbreviations: SAL, suction-assisted lipectonty.
Pink arrows =liposuction; yellow =undermining: green=excision: cross-hatching =fascial plication.
Matarasso, 2010.

2.5 Risk/Benefit Assessment

Current treatments for EFP have limited efficacy and undeswable side effects. There remams an
unmet need for safe and effectve nonsurgical therapies to improve the aesthetic outcome m
women with celllite.

The followmg AEs have been commonly observed m subjects treated with CCH for EFP: local
mjection site reactions mclidng mjection site bruismg, mjection site swellmg, and mjection site
pam. These events are smular to events reported m the clnical trials of EN3835 for the approved
mdications. Postmarketmg safety data are consistent with safety data reported m clnical trials.
AEs reported to date m the completed Phase 3 trials of CCH for the treatment of EFP m the
buttocks have been consistent with previously reported AEs m the studies to date.

More detailled mformation about the known and expected benefit, risks, and reasonably expected
AEs can be found m the IB (Endo, 2019).
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All procedures and activities m this study (except for CCH study drug admmistration, digital
photography, and mmmnogenicity testing) are generally accepted as standard-of-care for patients
undergomg abdommoplasty and do not present any mereased risk to the subjects.

2 OBJECTIVES AND ENDPOINTS

Objectives

Endpoints

Primary

e Toevalate the histopathology and
mmunohistochemistry of subcutaneous
tissue solated after single and nultiple

CCH doses with both a smgle

(relative to control, non-dosed tissue) m
adult female subjects undergomg
abdommoplasty.

The primary endpomt will be the change m
histopathology and mmmumohistochemistry
of tissue dosed with CCH relative to
control tissue (tissue not dosed with CCH).

0 - single mjection technique:
* Area ] tissue relative to control for
all groups.

= Area 2 tissue relative to control for
all groups.

=  Area ] tissue relative to control for

all groups.

=  Area 2 tissue relative to control for
all groups.

Se condary

e To compare the histopathology and
mmunohistochemistry of tissue from
treatment areas dosed with CCH m adult
women undergomg elective
abdommoplasty surgery.

o Multiple doses versus smgle dose with
aﬁ smgle mjection techmique.

The change m histopathology and
mmunohistoche mistry of tissue samples
dosed with CCH multiple tmmes relative to

ed with CCH a smgle tme with
a mjection technique.

o Areal tissues relative to Area 2 for all
groups.
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e The change m histopathology and
mmunohistochemsstry of tissue samples
dosed with CCH multiple tmmes relative to

tissue dosed with CCH a si' iile fime with a

mjection technique.

versus multiple dose with a

smgle mjection technique. o Area 1 tissues relative to Area 2 for all
o groups.
o The change m histopathology and
versus smgle dosmg with a mmunohistoche mistry of tissue samples

dosed with CCH mumltiple tmes with a
single mjection technique relative

to tissues dosed with CCH multiple tmmes

technique.

smgle mjection technique.

e The change m histopathology and
mmumohistochemistry of tissue samples
dosed with CCH a smgle time with a
single mjection technique relative

to tissues dosed with CCH a single tume
with a

technique.
e To assess the safety and mmmmogenicity of | e Treatment-emergent adverse events
CCH mjected m adult women undergomg (TEAEsS).

nuEkntie dibuigphsty supy: e Adverse events of special mterest (AESI).

e Anti-rAUX-I antibodies, anti-rAUX-IT
antibodies, and neutralizng antibodies
analysis.

The primary objective will be met if histopathology and mmunohistochemistry findmgs m the
excised abdommal tissues dosed with CCH demonstrate change from histopathology and
mmunohistochemsstry findings m non-dosed control tissue.

4. STUDY DESIGN

4.1. Overall Design

This study is a Phase 2b, open-label, exploratory study of the mechanism of action of bruismg
and safety of CCH subcutaneously admmistered m subjects undergomg elective abdominoplasty
surgery. Subjects will be screened for study ehgibility withm 28 days prior to enrollmg m this
6-group, multiple dose study. Approximately 8 subjects (1 or 2 subjects per group) were
origmally expected to enroll and complete the study (on Day 28). An additional 2 subjects will
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be enrolled to replace (for overall objective and endpomt analysis purposes) subjects whose
abdommoplasty surgeries were delayed due to COVID-19 restrictions. Subjects who undergo
elective abdommoplasty surgery and are willng to receve mjections of CCH and have therr
tissue donated for evaluation (otherwise discarded post-surgery) will be eligible, provided all
mchision/exclusion criteria are met. Screenmg assessments and/or safety laboratory tests done
within 28 days prior to (or as mandated i the protocol) the Day 1 Visit can be considered for
screening purposes. In the case of subjects who have more than 28 days between mitial screenmg
and the Day 1 Visit, all screening assessments and/or safety labs will be repeated to confirm
subject eligibility.

The study will be conducted m adherence to 3 mam activities as follows:
1. Dosing: CCH mjections as defmed m this protocol

2. Abdommoplasty: Aesthetic surgery for the permanent removal/excision of abdommal
tissue.

3. Histopathology and mmunohistochemistry of the excised abdommal tissue.

Following a screenmg period of up to 28 days, subjects will be assigned to 1 of 6 groups. An
additional 2 subjects will be enrolled to replace (for overall objective and endpomt analysis
purposes) subjects whose abdomimoplasty surgeries were delayed due to COVID-19 restrictions.
Each subject will have 2 marked areas (Area 1 and Area 2) of the abdomen dosed with CCH
(smgle or multiple doses) plis a marked non-dosed control area for comparison. The control area
will be located between the 2 treatment areas. By the end of the dosmg phase, Treatment Area 1
will receive a total of 2 doses (referred to as “multiple doses™ m the objectives) at specified study
visits for the group assigned, and Treatment Area 2 will receive a total of 1 dose (referred to as
“single dose” m the objectives) at specified study visits for the group assigned. Refer to the study
schema m Section 1.2 for additional details.

Subjects m each group will recee up to 3 CCH doses (each dose as either a - single
mjection technique or a cross 2 treatment

areas at the followmng dosmg visits:
Group 1 and Group 4 (n= 2 subjects/group): Dosmg on Days -43 and -22, and -14.
Group 2 and Group 5 (n= 1 subject/group): Dosmg on Days -24 and -3.
Group 3 and Group 6 (n= 1 subject/group): Dosmg on Days -22 and -1.
At eachdosmg visit, the CCH mjection dose admmistered per treatment area (Area 1 or Area 2)

is approxmately 0.07 mg CCH/0.3 mL (admmistered subcutaneously as 3 aliquots of il ml.

eachm asmgle mjection technique m Group 1._Group 2. and Group 3) or approximately 0.07 mg

CCH/1.5 mL (admmistered subcutaneously asﬂ of approximately ml eachm a
Group 4. Group 5, and Group 6). Followmg

admmsstration of 3 doses of CCH, abdommoplasty and collection of the excised abdommal

tissue will occur on Day 0. Subjects will be followed for safety until 28 days post-surgery.

The duration of the study from fwst subject first visit to last subject last visit will be dependent
on the ability of the mvestigative sites to identify and enroll eligible 10 subjects. Total study

duration for each subject is approximately 50 to 71 days dependmg on the group assigned (not
mchidmg the screenmg period of up to 28 days). With the addition of 2 replacement subjects due
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to COVID-19, the approximate duration of the study has been mcreased and is to be determmed
due to COVID-19 mpacts.

4.2. Scientific Rationale for the Study Design
This 1s an open-label exploratory study to support ongomg clmical research of CCH m EFP.

Subjects undergomg an abdommoplasty procedure are ideal for this clinical study as it facilitates
the histopathological evaluation of the excised tissue previously exposed to the mvestigational
product via histopathology assessment.

4.3. Justification for Dose

The results from the Phase 2b study (EN3835-201) suggested that CCH 0.84 mg per treatment
area (1 buttock or 1 thigh) is safe and effective. The Phase 3 studies (EN3835-302 and
EN3835-303) showed a similar safety profile with most AEs being mild to moderate n severity
and transient. Across all previous studies, CCH has demonstrated an acceptable safety and
mmunogenicity profile. In these studies, up to 12 cellulite dimples per treatment area (1 buttock
or 1 thigh) were mjected m each subject m one treatment session, and the approxmate dose per
dimple was 0.07 mg CCH. Therefore, approxmmately 0.07 mg per dose will be used m this study.

4.4. End of Study Definition

A subject 18 considered to have completed the study if the subject has completed the Day 28
post-surgical follow-up visit.

The end of the study is defned as the completion of the final assessment for the last subject
enrolled m the trial

5. SELECTION AND WITHDRAWAL OF SUBJECTS

5.1. Subject Inclusion Criteria

In order to be eligible to participate m the study, at the Screening Visit and each Dosmg Visit
(accordmg to the Schedule of Activities), subjects must:

1. Be adequately mformed and understand the nature and risks of the study and be able to
provide consent as outlned m Section 10.1.3.

Be undergomg planned elective abdommoplasty.
Be willng to have their tissue donated for evaluation.
Be female and > 18 years of age and < 55 years of age at time of mformed consent.

Have a body mass index (BMI) between > 20.0 and < 35.0 kg/m?.

B b e D

Be willng to apply sunscreen to the abdomen before each exposure to the sun while
participating m the study (ie, Screenmg through Day 28 End of Study/Early Termmation
Visit).
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7. Be judged to be m good health, based upon the results of a medical history, physical
exammation, and any standard of care laboratory profile available at Screenmg.

8. Be postmenopausal (of nonchildbearmg potential) with no history of menstrual flow mn
the 12 months prior to the Sereenmng Visit); or, if of childbearmg potential, be
nonpregnant, nonlactatmg and agree to use effective contraception when with a male
partner for the duration of the study. Acceptable forms of contraception mchide hormonal
measures (oral contraceptive pills, contraceptive patch, contraceptive rmg, or mjections),
mtrauterme devices, double barrier method (condom phis diaphragm, condom or
diaphragm plus spermicidal gel or foam), surgical sterilization of the male partner, and
abstmence.

9. Have a negative serum pregnancy test at screenng and a negative urine pregnancy prior
to the first dose of study drug.

10. Be willng and able to cooperate with the requirements of the study.

5.2 Subject Exclusion Criteria

A subject 1s meligible for study participation if, at the Screenng Visit and prior to mjection of
study drug, the subject:

1. Is from a vulnerable population, as defied by the US Code of Federal Regulations (CFR)
Title 45, Part46, Section 46.111(b) and other local and national regulations, inchudng but
not lmited to, employees (temporary, part-time, full tume, etc) or a family member of the
research staff conductmg the study, or of the sponsor, or of the contract research
organization, or of the Institutional Review Board (IRB)/Independent Ethics Committee
(IEC).

2. Has any of the followmng systemic conditions:

a. Coagulation disorder.

b. Evidence or history of malignancy (other than excised basalcell carcmoma) unless
there has been no recurrence m at least 5 years.

¢. History of keloidal scarrmg or abnormal wound healmg.

d. Concurrent diseases or conditions that might mterfere with the conduct of the study,
confound the mterpretation of the study results, or endanger the subject’s well-being.
Any questions about concurrent diseases should be discussed with the Sponsor
Medical Monitor.

e. Ewidence of clmically significant abnormalities observed/recorded on physical
examination, vital signs, clinical laboratory values at screenmng and/or during pre-
surgery preparation atsite (mchidmng electrocardiogram [ECG], laboratory, etc).

3. Has any of the follbwing local conditions i the areas to be treated:
a. Huwstory of lower extremity thrombosis or post-thrombosis syndrome.
b. Vascular disorder (eg, telangiectasia) m area to be treated.
c. Inflaimmation or active nfection.
d. Active cutaneous alteration mcliding rash, eczema, psoriasis, or skin cancer within

last 5 years.
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e. Has a tattoo and/or a mole located withm 2 cm of the site of mjection.
4. Requires the followmg concomitant medications before or durmg participation m the trial:

a. Anticoagulant or antiplatelet medication or has received anticoagulant or antiplatelet
medication 7 days prior to mjection with study drug (CCH) (except for < 150 mg
asprm daily, permitted only withm a window-specific timeframe as determmed by
the mvestigator prior to abdommoplasty surgery).

5. Has history of any abdomimal surgery, mcluding but not limited to: liposuction, caesarean
section, appendectomy, cholecystectomy, or umbilical hernia repair.

6. Has used any of the followmg withn the timelnes as identified below OR has
used/mtends to use any of the followmg:

a. Injections (eg, mesotherapy), radiofrequency device treatments. laser treatment,
cryolipolysis, or surgery (mclidmg subcision and/or powered subcision) within the
abdommal area durmg the 18-month period before mjection of study drug.

b. Any mvestigational treatment m the abdommal area durng the 12-month period
before mjection of study drug.

¢. CoolSculpting® or similar treatments of the abdomen during the 18-month period
before mjection of study drug.

d. Deep massage therapy (such as Endermologie™) or smilar therapy, within the
abdomimal area durmg the 6 month period before mjection of study drug.

e. Creams (eg, Celluvera™, TriLastm®) and/or home therapies withm the abdommal area
durmg the 2-week period before mjection of study drug and at any tme during the
course of the study.

f. Bath/shower salts or sugar/salt scrubs, lotions, loofahs, or other exfolatmg products
on the abdommal area during the 2 week period prior to mjection of study drug and at
any tme durmg the cowrse of the study:.

7. Is presently nursmg or providing breast milk m any manner.

8. Intends to become pregnant during the study.

9. Intends to mitiate an mtensive sport or exercise program regimen durmg the study.
10. Intends to use any tanning spray or tanning booths during the study.

11. Has recerved any mvestigational drug or treatment withm 30 days prior to first mjection of
study drug.

12. Has a known systemic allergy to collagenase or any other excipient of study drug.

13. Has received any collagenase treatment at any time prior to treatment m this study.

14. Has a medical history of being treated with (or has receved) CCH or XIAFLEX®.

15. Has been known to have syncope.

16. Any other condition(s) that, m the mvestigator’s opmion, might mdicate the subject to be
unsuitable for the study:.
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53 Lifestyle Considerations

See exclusion criteria (Section 5.2).

5.4. Screen Failures

Screen failures are defined as subjects who consent to participate i this study but are not
subsequently treated or who do not meet the eligibility criteria.

Subjects will be allowed to repeat any smgle screening assessment/procedure exammation and/or
vitals once, if necessary, if it is within the screening window. The subject will not be considered
a screen failure unless the repeat assessment/procedure result does not meet eligibility criteria.
The period from the start of screening related procedures at the Screenmng Visit to the first
Dosmg Visit must not exceed 28 days, mchisive of any repeat screenmg procedures. Subjects
who are considered screen failires due to logistic/timing purposes surroundmng the subject’s
availability for surgery (not mchidmg any other mchision/exclusion criteria reasons) and/or
COVID-19 restrictions, may be rescreened. Screening assessments and/or safety laboratory tests
done withn 28 days prior to (or as mandated m the protocol) the Day 1 Visit can be considered
for screening purposes. In the case of subjects who have more than 28 days between mitial
screening and the Day 1 Visit, all screening assessments and/or safety labs will be repeated to
confrm subject eligibility.

Subjects who do not meet all of the eligibility criteria at the Screening or first Dosing Visit will
be deemed a screen faihwe and the followmg mformation must be recorded for all subjects who
are screen faihures:

e Demography (age, gender, race/ethnicity).

e Reason for screen failure.

e Which eligibility criterion was not met.

e Any AE or serious adverse event (SAE) experienced by the subject.

6. STUDY TREATMENT

Study treatment is defmed as any mvestigational treatment, marketed products, placebo, or
device mtended to be admmistered to a study subject according to the study protocol

6.1. Selecting and Marking Treatment Area

Each subject will have 2 marked areas (Area 1 and Area 2) of the abdomen selected for mjection
with CCH plus a marked non-mnjected control area for comparison (Figure 2). The control area
will be located between the two treatment areas. Treatment areas of each subject group will be
marked: Treatment Area 1 and Treatment Area 2 with the nonmjected area marked as Control

At eachdosmg visit, the treatment areas of each selected subject will be photographed after
marking the tre atment area and the inje ction site with a surgical marker and a temporary
tattoo (but prior to CCH dosing or the abdominoplasty procedure), while the subject is m a
consistent, standardized relaxed standmg pose. On Day of Surgery (Day 0). prior to
abdommoplasty procedure, the borders of the treatment area will be marked with a surgical
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marker. Followmng marking, the treatment areas will then be photographed while the subject is m
a standng pose (as previously described). Additional mstructions will be provided m the Clnical
Operations Manual

Figure 2: Diagram of Treatment Areas

.'_

6.2. Study Drug Administration

CCH = a sterile lyophilized powder that is reconstituted with a sterile diient made of 0.6%
sodmm chloride and 0.03% calcmum chloride dihydrate m water. Subjects who qualify for the
study will be given a maximum total dose of approxmmately 0.21 mg CCH over the course of the
study, which will be admmistered as 3 doses of 0.07 mg CCH each, approximately, durmg 2 or 3
dosmg sessions. Refer to the study schema m Section 1.2 for the dosmg sessions. There are

2 treatment areas. Group 1, Group 2, and Group 3 will have 2 dosmgs with the smgle mjection
technique m Treatment Area 1 and 1 dosing with the smgle mjection technique m Treatment
Area 2 at specified study visits. Group 4, Group 5, and Group 6 will have 2 dosmes with the
m Treatment Area 1 and 1 dosmg with the
Treatment Area 2 at specified study visits. The maxmmum study dose per treatment area is

approxmately 0.14 mg CCH and the mmmum dose per treatment area is approxmmately 0.07 mg
CCH. See Table 1 for details.

At eachdosmg visit, the CCH mjection dose admmistered per treatment area (Area 1 or Area 2)
m Group 1, Group 2. and Group 3 15 0.07 mg CCH/0.3 mL admmistered subcutaneously as
i}f .mL with a single mjection technique, or m Group 4, Grouli 5. and Group 6 15

approxmately 0.07 CCH/1.5 ml. admmistered subcutaneously as of . mL with
a ee Table 1).

Specific mstructions for CCH reconstitution and admmistration, mchidng the mjection
techniques, will be provided m the Pharmacy Manual Study treatment will be mjected
subcutaneously while the subject is in a supme position. Specific mstructions outlning the
mjection techniques will be provided m the Chnical Operations Manual

01 May 2020 Endo Pharmaceuticals Inc. Page 32



EN3835-213 Protocol Amendment 4

Table 1: Study Treatme nt (All Subjects)
Dose (mg) at
Injection Dose per Each | Volume per Fach Tieatment Cumulative
Group Technique |Administration| Each Dose [NumberofDoses Area Study Dose
1,2,3 Single injection | CCH 0.07mg | 0.3mL 2doses in 0.14mg in 0.21 mg
(givegpas | Treatment Areal | Treatment Area 1
three il ml. and and
aliquots) 1 dose in 0.07 mg n

Treatment Area2 | Treatment Area 2

4,5,6 CCH 0.0653mg| 1.4mlLa 2doses in 0.13 mgin 0.196 mg
iven ac | Treatment Area 1 | Treatment Areal
and and

1 dose in 0.0653 mgin
Treatment Area2 | Treatment Area 2

—’. niL of the 1.5 mL dilution will be remaining and retumed to Endo as descnbed in Section 6.3.

NOTE: CCH s a foreign protem and mvestigators must be prepared to address and manage an
allergic reaction should it occur. At the tine of eachmjection, a 1:1,000 soltion of epmephrme
for mection, 50-mg diphenhydramme mjection or a suttable equuvalent, and oxygen nwst be
available with the mvestigator and site staff must be familiar with ther use. To evaluate the
subject for possible mmmediate mimmological AEs, the subject will renam m direct observation
of medical persomlel who are skilled m the management of an allergic reaction for 30 mmutes
after recerving the mjections of study treatment and umtil the subject exlubits no sign of an
mmunological or other clmically significant systemic or local AE. The subject’s vital signs must
be stable before the subject can leave direct observation.

The mvestigator or qualified designee will then apply asterile dressmg to the mection areas with
hypoallergenic tape. The subject will be mstructed to remove the dressmg m the evenmng.

6.3. Study Treatment Preparation/Handling/Storage/Accountability

CCH and 1ts dilvent will be supplied m bulk. Each vil of study treatment and diluent will
mminally be labeled with contents, sponsor identification, storage, admmistration/use, and
appropriate caution statements. CCH and the dilnent must be stored m an approprate, secure
area. Study treatment must be kept m a temperature-monttored refrigerator (2°C to 8°C) with
locked access until used or returned to Endo or desgnee.

The mvestigator or designee will confim that appropriate temperatwe control conditions have
been mamtamed for all study treatments receved and any discrepancies are reported per
mstructions in the Pharmacy Manual and resolved prior to study treatment admmustration.

Only subjects enrolled m the study will receive study treatment and only authorized tramed study
staff will dispense and admmister study treatinent.

Any remaming unused reconstituted study drug will be stored and returned to Endo or designee.

In accordance with the International Council for Hammonisation (ICH) requrements, at all times
the mvestigator will be able to account for all study treatment furnshed to the study site. An
accountability record will be mamtamed for this purpose. The mvestigator mmust mamtan
accurate records mdicatmg dates and quantity of study treatment receved, to whom 1t was
admmsstered (subject-by-subject accountmg) and accounts of any study treatment accidentally or
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deliberately destroyed. All unused study treatment not mvolved m mmediate subject treatment
will be mamtamed under locked, temperature-controlled storage at the study site.

Please refer to the Pharmacy Manual for complete mformation regarding preparation of study
treatment and admmistration syringes, as well as, handlng, storage, and accountability of study
treatment.

6.4. Measures to Minimize Bias

This is an open label, nonrandomized study. The pathologist, who is blnded to the dosing
schedule, will report any observed tissue differences from the control area (not mjected).

6.5. Study Treatment Compliance

All subjects will receive study treatment admmistered by the mvestigator at the study site. All
dosmg mformation will be recorded for each subject visit. Drug mventory will be mamtamed m
an accountability record at the study site, and all origmal contamers of used and unused study
treatment and diluent will be returned to the sponsor (or designee) at the end of the study.

Accidental or mtentional overdoses should be reported to the sponsor/designee promptly (see
Section 8.3).

6.6. Prior and Concomitant Medications and Procedures

The mvestigators will provide the sponsor with a istmg of the standard of care medications
routinely given to subjects undergomg pre-planned, elective abdommoplasty surgery. These
standard medications, when used prophylactically (such as antibiotics), and as part of routine
surgical admmistration (such as oxygen supplementation, standard mtravenous fhuds,
medications used m anesthesia, and blood products), are not required to be recorded via the
electronic case report form (eCRF)/electronic data capture (EDC) system. In the event that any
of these medications cause or are used to treatan AE that occurs durmg presurgery preparation,
or durmg surgery or postsurgery, the correspondng AE and the medication will be recorded.

For all other medications, the start and stop date, dose, unit(s), frequency, route of
admmistration, and mdication for all prior (taken withm the 90 days prior to the Screenmg Visit)
and concomitant (taken from the Screenmg Visit through the Day 28 End of Study/Early
Termmation Visit) medications will be recorded. Nondrug therapies (eg, blood transfusions,
physical therapy, and occupational therapy) received will also be recorded.

6.6.1. Prohibited Medications and Procedures

The followmg medications are prohibited for subjects durmg the study: anticoagulants (warfarm,
heparin, direct thrombm inhibitors, Factor X mhibitors) and antiplatelet agents (aspirm

> 150 mg/day and P2Y 12 mhibitors, such as clopidogrel), which can cause additional bruismg.
However the use of aspirin at a dose level of < 150 mg per day will be permitted durmg the

study.

The followmg procedures are not allowed m the abdommal area durmg the course of the study
(from the Screenmg Visit through Day 0):
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e Injections (eg, mesotherapy), radiofrequency device treatments, laser treatment,
cryolpolysis, or surgery (mcluidmg subcision and/or powered subcision).

¢ Any mvestigational treatment n the abdommal area.

e CoolSculptmg® or similar treatments of the abdomen durmg the 18-month period
before mjection of study drug.

e Deep massage therapy (such as Endermologie™) or smilar therapy, within the
abdommal area.

e Creams (eg, Celluvera™, TriLastm®) and/or home therapies withm the abdommal
area.

o Bath/shower salts or sugar/salt scrubs, lotions, loofahs. or other exfolatmg products
on the abdommal area.

If any prolibited medication or procedure is used durmg the study, all pertment mformation will
be recorded. The designated study medical monitor must be mformed immediately so the
sponsor may determme whether to contmue the subject m the study.

Ts DISCONTINUATION FROM STUDY TREATMENT AND
SUBJECT DISCONTINUATION/WITHDRAWAL

7.1. Discontinuation of Study Treatment

Subjects who discontmue or are withdrawn from study treatment for any reason, will be
encouraged to complete the remammng study visits and evaluations and provide any additional
follow-up mformation as required by the study, unless the subject specifically mdicates that they
will not participate m any further evaliations. The date of, and reason for, study treatment
discontmuation will be recorded.

Permanent study treatment discontmuation is required for the followmng:

e The subject becomes pregnant durmg the active treatment phase of the study
(Screenmng through Day 0).

If a chinically significant cardiac finding is identified (incliding, but not imited to, changes from

baselme m QT mterval) after the start of study treatment, the mvestigator or a qualified designee

will determme if the subject can contmue m the study and if any change m management i
needed.

Subjects who discontinue from study treatment for any reason after the first dose of study
treatment may be replaced at the discretion of the sponsor to ensure the appropriate number of
subjects complete the study.

T2 Subject Discontinuation/Withdrawal from the Study

Subjects may withdraw from the study at any time at ther own request, or may be withdrawn at
any time at the discretion of the mvestigator for safety, behavioral, comphance, or admmistrative
reasons. The date of and reason for withdrawal of the subject will be recorded.
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If the subject withdraws consent for disclosure of future mformation, the sponsor may retam and
contmue to use any data collected before such withdrawal of consent. If a subject withdraws
from the study, the subject may request m writing destruction of any samples taken and the
desire that these samples not be tested. The mvestigator must document this m the site study
records.

A subject may be discontinued from the study for the followmg medical or admmistrative
reasons:

o Withdrawal by subject (reasonmust be specified).
e AnAE.
e Death

e A protocol violation (reason must be specified, for example: lack of comphance, use
of a prohibited concomitant medication, etc).

e The subject was lost to follow-up.

e Other reasons (reason must be specified, for example: the subject moved, pregnancy,
mvestigator decision, sponsor decision to terminate trial, etc).

If a subject discontmues from the study, all Early Termmation procedures should be conducted
as detailed m Schedule of Activities. The date a subject discontinues and the reason for
discontmuation will be recorded n the source documentation and eCRF. If, however, a subject
withdraws consent, no additional procedures are required except the collection of AE
mformation. This mformation should be recorded m the source documentation and the eCRF.

Subjects who have been withdrawn from the study at any tume after the first dose of study drug
may be replaced at the discretion of the sponsor to ensure the appropriate number of subjects
complete the study.

Tk, Lost to Follow-up

A subject will be considered lost to follow-up if the subject repeatedly fails to return for
scheduled visits and is unable to be contacted by the study site.

The following actions must be taken of a subject fails to return for a requred study visit:

e The site must attempt to contact the subject and reschedule the missed visit as soon as

possible and counsel the subject on the mportance of mamtaming the assigned visit
schedule and to ascertam whether or not the subject wishes to and/or should contnue
m the study.

e Before a subject is deemed lost to follow-up, the mvestigator or designee must make
every effort to regam contact with the subject (where possible, 3 telephone calls, and
if necessary, a certified letter to the subject’s last known mailng address; or local
equivalent methods). These attempts will be documented.

e Should the subject contmue to be unreachable, the subject will be considered to have
withdrawn from the study.

01 May 2020 Endo Pharmaceuticals Inc. Page 36



EN3835-213 Protocol Amendment 4

Subjects who are lost to follow-up m the study for any reason after the first dose of study
treatment may be replaced at the discretion of the sponsor to ensure the appropriate number of
subjects complete the study.

8. STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timmg are summarized m the Schedule of Activities (Section 1.3).
Adherence to the study design requirements, mcluding those specified m the Schedule of
Activities, is essential and required for study conduct. Protocol waivers or exemptions are not
allowed. The details of activities outlmed m the Clmical Operations Manual must be followed or
will result n a protocol deviation.

Urgent safety concerns should be discussed with the sponsor immediately upon occurrence or

awareness to determme if the subject should contnue study treatment and/or be withdrawn from
the study.

All screenmg evaluations must be completed and reviewed to confrm that potential subjects
meet all eligibility criteria. The mvestigator will mamtam a screening log to record details of all
subjects screened and to confirm eligibility or record reasons for screen failure, as applicable.

Procedures conducted as part of the subject’s routme clmical management and obtamed before
signmg of the mformed consent form (ICF) may be utilized for screening or baselne purposes

provided the procedures met the protocol-specified criteria and were performed withmn the time
frame defmed m the Schedule of Activities.

8.1. Safety Assessments

All safety assessments will be performed at the tmme outlmed m the Schedule of Activities.
Addttional (unscheduled) safety assessments may be performed as needed or as determmed by
the mvestigator. Detailed mstructions for completmg the assessment (and any required forms,
questionnamres, etc) will be provided m the Clnical Operations/Study Laboratory Manuals.

8.1.1. Medical and Surgical History

Medical and surgical history will be obtamed at the Screenmg Visit. Medical history will mchide
a review of the followmg systems: general dermatological, respiratory, cardiovascular,
gastromtestmal, genitourmary, gynecological endocrine, musculoskeletal hematological,
neuropsychological, mumune (allergies), and head, eyes, ears, nose, and throat. Historical and
current medical conditions mclidmg date of last menstrual period will be recorded. History of
tobacco and alcohol use (never, current, former) will also be collected.

Surgical history will mclude a review of all surgical procedures completed m the prior 5 years
and any surgery completed atany time m the treatment area. Refer to Section 5.2 for excluded
medical/'surgical histories and/or conditions.

8.12. Physical Examination

The complete physical exammation will follow the site’s standard of care and may mchide
evaluation of the head, eyes, ears, nose, throat, neck (mchidmg thyroid), cardiovascular system
(ncliding assessment of heart, perppheral pulses, presence or absence of edema), lungs,
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abdomen (mnchidmg liver and spleen, bowel sounds), Iymph nodes, musculoskeletal system
(mcliding spme, jomts, muscles), neurological system (incliding cranial nerves, reflexes,
sensation, strength), sk, extremities, and other conditions of note.

All exammations will be performed by a physician or health professional listed on the Form
FDA 1572 and licensed to perform physical exammations. The mvestigator will review all
physical exam fmdmgs for clinical significance. Any physical exam fmding meeting the
mvestigator’s or sponsor’s criteria for clmical significance will be recorded as an AE or SAE as
appropriate.

8.13. Height and Weight
Height and weight will be collected at Screening only for BMI calculation.

8.14. Vital Signs

Vital signs will be obtamed after the subject has been seated for 5 mmutes (mmmmun) and will
mchide systolic and diastolic blood pressures, pulse rate, respiratory rate, and body temperature.
The results, date, and tme for all vital sign assessments will be recorded.

Vital signs (blood pressure, respiratory rate, pulse rate, and body temperature) will be collected
on dosmg wvisits up to 2 hours prior to dosmg, at 15 mmutes after dosing (no body temperature at
this time pomt), and at 30 minutes after dosmg on Days -43, -24, -22. -14, -3, and -1. All vital
sign measurements should be taken after the subject has been sitting for 5 mmutes.

Vital signs nmst be stable before the subject s discharged from any visit. If vital signs are not
stable, they must be repeated until the subject is stable and able to be discharged.

The mvestigator will review all vital sign values for clnical significance. Any vital sign value
meeting the mvestigator’s or sponsor’s criteria for chnical significance will be recorded as an AE
(or SAE, 1if appropriate).

8.15. Preoperative Standard of Care Assessments

ECG and all other preoperative assessments will be performed as per standard-of-care and
mterpreted by the mvestigator.

The mvestigator will review ECG and other preoperative assessment results for clmical
significance. Any ECG result meeting the mvestigator’s or sponsor’s criteria for clnical
significance will be recorded as an AE (or SAE, if appropriate).

8.16. Clinical Laboratory Dete rminations

Clmical laboratory tests will be conducted accordmg to the Schedule of Activities and per
standard-of-care m preparation for the abdommoplasty procedure as determmed by the
mvestigator. Clinical laboratory tests will be performed by the site at ther local laboratory as
part of standard-of-care pre-surgery testmg. In the event that any safety laboratory testmg results
are unavailable prior to the subject’s first dosmg visit, the mvestigator will notify the sponsor to
discuss on a case-by-case basis, prior to admmisterng any study treatment to the subject.

Samples for laboratory testmg may be collected under fasted or nonfasted conditions as
determmed by the mvestigator. Investigators must review and sign laboratory reports and
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document the chnical significance of each laboratory abnormality. New clmically significant
laboratory abnormalities or clmically significant changes m laboratory values will be reported to
the sponsor as AEs (or SAEs, if appropriate) as determmed by the mvestigator as part of
standard-of-care preparation for abdommoplasty.

Clnical laboratory test data will be reviewed by the mvestigator, or designee, and additional
clnical laboratory tests may be ordered at his/her discretion (eg, if the results of any clnical
laboratory test falls outside the reference range or clmical symptoms necessitate additional
testing to ensure safety). Any additional testng will be performed if needed to ensure subject
safety.

8.1.7. Gross Pathology, Histopathology, and Immunohistoche mistry

Digital photography will be conducted so that the photographs of the treatment area can assist

the histopathologist/evaluator m assessing the gross pathology and histopathology of the excised
tissues. Refer to the Clinical Operations Manual for the length of time of tissue storage.

At eachdosmg visit, the treatment areas of each selected subject will be photographed after
marking the treatment area and the mjection site with a surgical marker (but prior to CCH
mjection), while the subject 1s m a consistent, standardized relaxed standing pose.

At Day 0 (Day of Surgery), the treatment areas will be agam photographed after marking the

treatment area but prior to the abdommoplasty procedure, while the subject is m a consistent,
standardized relaxed standng pose.

No manipulation of the treatment or control areas should be done prior to the photographs bemg
taken.

The marked and photographed abdommal tissue that is 1solated and excised durmg the
abdommoplasty procedure will be shipped to a pathology laboratory for analysis accordng to
mstructions i the Clinical Operations Manual All tissue samples will be handled by the
pathologist accordmg to mstructions m the Histopathology Manual

Histopathology and mmunohistochemistry of the excised abdommal tissue will be performed at
the central pathology laboratory. The pathologist, who s blnded to the dosmg schedule, will
report any observed tissue differences from the control area (not mjected).

8.18. Immunoge nicity Assessments

Serum samples (4 mL) will be collected at the time pomts outlned m the Schedule of Actvities
and will be tested for determmation of bmdmng and neutralzmg anti-rAUX-I and ant-rAUX-IT
anfibody presence and/or levels (Section 9.3.2.3).

The serum samples obtamed will be processed, stored, and then shipped frozen on dry ice to
Endo’s appomted laboratory for the determmation of ant-rAUX-I antibodies, ant-AUX-II
antibodies, and neutralizmg antibodies. Specific mstructions for the collection, processmg,
storage, handling and shipment of the mmunogenicity samples will be provided i the Clinical
Operations Manual

De-identified mmunogenicity samples may be stored for a maxmmum of 2 years (or accordmg to
local regulations) followmg the last subject’s last visit for the study at a facility selected by the
sponsor to enable further analysis of immune responses to study treatment; develop methods,
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assays, prognostics and/or companion diagnostics related to specify the mtervention target,
disease process, pathways associated with disease state, and/or mechanism of action of the study
treatment.

8.19. Pregnancy Testing

All female subjects of childbearing potential will have serum and wrme pregnancy tests at the
time pomts outlmed in the Schedule of Actvities. Results must be available prior to protocol
mandated study treatment/fust mjection of study drug. Subjects with positive results at the
Screenmg or first dosing visit will be meligible for study entry. Any female subject that becomes
pregnant durmg the study will be mmediately withdrawn from treatment and will have the
pregnancy reported as per Section 8.2.5.

For all female subjects of childbearing potential, the subject’s agreement to use contraception
throughout therr study participation (Screenmg Visit through End of Study Visit, or for a
mmmum of 28 days after the last dose of study treatment for subjects who early termmate) will
be documented.

8.2. Adverse Events and Serious Adverse Events
The defnitions of AEs and SAEs can be found m Section 10.3.

All AEs, mcluding both observed or vohmteered problems, complaints, signs or symptoms must
be recorded, regardless of whether associated with the use of study treatment. This would mchide
AFEs resultmg from concurrent illness, reactions to concurrent medication use, or progression of
disease states. A condition present at baselme that worsens after mitiation of study treatment will
be captured as an AE; the onset date will be the date the event worsened. The AE should be
recorded m standard medical termmology when possible.

8.21. Time Period and Fre quency for Collecting AE and SAE Information

All SAEs and AEs will be collected by the mvestigator from the time of signng the mformed
consent through the Day 28/End of Study Visit or for 28 days after the last study treatment for

those who early termmate. This will mclnde any AEs that are ongomg at the time of
completion/termination of the study. All ongomg AEs must be followed until resolution or for
28 days after the subject’s last study treatment, whichever comes first. Injection site reactions
will be considered resolved when the surgery is done due to surgical removal of the area.

All SAEs will be recorded and reported to the sponsor or designee within 24 hours, as indicated
m Section 10.3. The mvestigator will submit any updated SAE data to the sponsor within
24 hours of it being available.

Investigators are not obhigated to actively seek AEs and SAEs after conclusion of subject study
participation. However, if the mvestigator learns of any SAE, mchiding death, at any time after
the subject has been discharged from the study, and the mvestigator considers the event to be at
least possibly related to the study treatment or study participation, the mvestigator must promptly
notify the sponsor.

The method of recordmg, evaluatmg, and assessmg causality of AEs and SAEs and the
procedures for completmg and submitting SAE reports are provided m Section 10.3.
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322 Method of Detecting AEs and SAEs

Care will be taken not to mtroduce bias when detectmg AEs and SAEs. Open-ended and
nonleadng verbal questioning of the subject is the preferred method to mquie about AE
occurrences.

At eachvisit, subjects will be queried regardmg any AEs that have occurred smce the last visit.
Subjects will be asked to volunteer mformation concerning AEs with a nonleading question such
as, “How do you feel?” Study site personnel will then record all pertment mformation. The study
drug comphiance record should also be reviewed to detect potential mtentional or unintentional
overdoses.

8.23. Follow-up of AEs and SAEs

After the mitial AE/SAE report, the mvestigator is required to proactively follow each subject at
subsequent visits/contacts. All SAEs and nonserious AEs of special mterest (AESIs) will be
followed to resolition, stabilization, the event is otherwise explamed, or the subject s lost to
follow-up. Further mformation on follow-up procedures is provided m Section 10.3.

8.24. Regulatory Reporting Re quirements for SAEs

Prompt notification by the mvestigator to the sponsor of an SAE is essential so that legal
obligations and ethical responsibilities regarding the safety of the study treatment under clnical
mvestigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of the study treatment under clinical mvestigation. The
sponsor will comply with country-specific regulatory requirements regarding safety reportmg to
regulatory authorities, IRBs/IECs, and mvestigators.

Investigator safety reports must be prepared for suspected, unexpected serious adverse reactions
(SUSARS) according to local regulatory requirements and sponsor policy, and forwarded to
mvestigators as necessary.

An mvestigator who receves an mvestigator safety report describmg an SAE or other specific
safety mformation (ie, summary or listmg of SAEs) from the sponsor will review and then file it
with the Investigators Brochure, and will notify the IRB/IEC, if appropriate accordmg to local
requirements.

8.25. Pregnancy

Any uncomplicated pregnancy that occurs m a subject durmg this chnical study will be reported.
All subject pregnancies that are identified during or after this study, where the estimated date of
conception is determmed to have occwrred during study drug therapy or within 28 days of the last
study treatment need to be reported, followed to conclusion, and the outcome reported, even if
the subject is discontmued from the study. The mvestigator should report all pregnancies within
24 hours using the Initial Pregnancy Report Form. Monitoring of the pregnancy should continue
until conclusion of the pregnancy; 1 or more Follow-up Pregnancy Report Form(s) detailng
progress, and a Two-Month Follow-up Pregnancy Report Form detailng the outcome, should be
submitted.
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Pregnancy itself is not regarded as an AE unless there is suspicion that the mvestigational
product under study may have mterfered with the effectiveness of a contraceptive medication.
Likewise, elective abortions without complications are not considered AEs. Any SAEs
associated with pregnancy (eg, congenital abnormalities/biwrth defects, or any other serious
events) must additionally be reported as such usmg the Serious Adverse Even (SAE)/Reportable
Event Form (see Section 10.3). Spontaneous miscarriages should also be reported and handled as
SAEs.

Subjects will be mstructed to immmediately notify the mvestigator of any pregnancies.

A subject who becomes pregnant must be discontmued from study treatment. Attempts to obtam
the pregnancy follow-up and pregnancy outcome mformation detailed above are necessary even
if a subject withdraws from the study because of pregnancy:.

8.26. AEs/SAEs Experienced by Nonsubjects Exposed to Study Treatment

Nonsubjects are persons who are not enrolled m the study but have been exposed to study
treatment, mchiding mstances of diversion of study treatment. All such AEs/SAEs occurrmg m
nonsubjects from such exposure will be reported to the Endo Pharmacovigilance and Risk
Management Departiment (when the nonsubject agrees) on the Serious Adverse Even
(SAE)/Reportable Event Form regardless of whether the event is serious or not. Instructions for
completmg the form for events experienced by nonsubjects will be provided. SAEs occurrmg m
nonsubjects exposed to study medication will be processed within the same SAE reporting
timelnes as described m Section 10.3. Additionally, the drug accountability source
documentation atthe site should reflect this occurrence.

827. Adverse Events of Special Interest
AESIs for this study mchide:

e Brussing, ecchymosis, hematomas, and contusions that occur remote to the site of
drug admmistration.

e Any hypersensttivity reactions, mclidmg anaphylaxis.

e Local AEs associated with the mjection site, mcludng bruisimng, pam, nodules/mass,
ulceration, erythema, pruritus, swellng, and/or mduration.

These events will be reported as AEs m the eCRF. All AEs will be evaluated for seriousness and
severity. If any of these events meet the criteria for an SAE, they will also be reported as such
using the procedure outlmed m Section 10.3.

8.28. Adverse Events Related to Abdominoplasty

As with any surgical procedure, abdommoplasty canalso have procedure-related AEs and/or
complications. A review of the hterature, mcliding published case series, reveals that followmg
abdommoplasty surgery local complications are considerably more common than complications
with systemic repercussions (fewer than 1%). Most common local complications observed m the
literature mclude (but are not limited to) seroma, hematoma, mfection, skm necrosis, suture
extrusions, umbilical anomales, hypertrophic scars. keloids. poor wound healng, and changes m
skin sensation. Systemic complications, though rare, that could be serious and sometimes fatal
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are deep venous thrombosis and pulmonary thromboembolism, respratory distress, and even
death.

8.3. Treatment Overdose

Study treatment overdose is any accidental or mtentional use of treatment m an amount higher
than the dose mdicated by the protocol for that subject. Study treatment complance should be
reviewed to detect potential mstances of overdose (mtentional or accidental).

Any treatment overdose durng the study should be noted on the study medication eCRF.

An overdose 1s not an AE per se, however all AEs associated with an overdose should both be
entered on the Adverse Event eCRF and reported usmg the procedures detailed m Section 10.3,
even if the events do not meet seriousness criteria. If the AFE associated with an overdose does
not meet seriousness criteria, it must still be reported usmg the Endo Serious Adverse Event
(SAE)/Reportable Event Form and m an expedited manner, but should be noted as nonserious on
the form and the Adverse Event eCRF.

8.3.1. Treatment Abuse/Misuse

Not applicable.

8.4. PharmacoKkinetics
Not applicable.

8.5. Pharmacodynamics
Not applicable.

8.6. Genetics
Not applicable.

8.7. Biomarkers
Not applicable.

8.8. Medical Resource Utilization and Health Economics

Not applicable.
9. STATISTICAL CONSIDERATIONS AND METHODS
9.1. Sample Size Determination

No formal sample size calculations were performed. Completion of 8 subjects will provide
mmmal data to meet the primary objective.

Thas 1s an exploratory study, and a sample size calculation is not required.
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Approximately 10 subjects will be enrolled to receive CCH mjection and undergo elective
abdommoplasty m this study, with atleast 1 subject enrolled m Group 2, Group 3, Group 5, and
Group 6, and at least 2 subjects eachwill be enrolled m Group 1 and Group 4.

An additional 2 subjects will be enrolled to replace (for overall objective and endpomt analysis
purposes) subjects whose abdommoplasty surgeries were delayed due to COVID-19 restrictions.

9.2 Populations for Analysis
For the purposes of analysis, the following populations are defmed:

e Evaluable Population: the Evaluable Population will mclude all subjects who receive
at least 1 mjection of study drug and have a histopathology and an

mmmmohistochemistry report. The histopathology data of the 2 subjects whose
abdommoplasty surgery was delayed due to COVID-19, will be analyzed separately.

e Safety Population: The Safety Population will mclude all subjects who receive at least
1 mjection of study drug.

9.3. Statistical Hypotheses and Analyses

No statistical hypotheses and analyses are planned for the study. Subject narratives will be
developed based on the histopathology and mmunohistochemistry reports and safety data
listings.

§3.1. Histopathology and Immuno his toche mis try

Histopathology and mmunohistochemistry fmdmgs m the excised abdominal tissues mjected
with CCH will be compared to histopathology and mumunohistochemistry fmdmgs m non-
mjected control tissue. Also. histopathology and mmunohistochemistry findings m the excised
abdominal tissues dosed twice with CCH will be compared to histopathology and
mmumohistochemsstry fmdmgs m excised abdommal tissues dosed only once with CCH.

The pathologist, blind to the dosmg schedule, will report any observed tissue differences from
the control area (not mjected).

932, Safety

All subjects who receive at least 1 dose of study drug will be mcluided m the safety analyses.
Subjects will be mcluded m the safety analyses based on the actual treatment received.

9.321. Adverse Events

AEs will be coded usmg Medical Dictionary for Regulatory Activities (MedDRA) by preferred
term withm system organ class. The number of AEs and the number of subjects reporting AEs

will be listed and summarized descriptively by body system, preferred term, severity, and
causality. By-subject listngs of AEswill be provided.

9.322. Vital Signs
By-subject listmgs of vital signs will be provided.
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9.323. Immunogenicity

Samples from Screenmg will be analyzed for anti-AUX-I and anti- AUX-II antibodies. Samples

from Day 0 and Follow-up/End of Study visits will be analyzed for anti-rAUX-I antibodies, anti-
AUX-II antibodies, and neutralizmg antibodies. Neutralizmg antibodies will only be tested from
anti-drug antibody (ADA) positive subjects. By-subject listmgs of ant-rAUX-I and ant-AUX-IT

antibody levels, and neutralizmg antibody results (positive/negative) will be provided.

9.4. Interim Analysis
No mterim analysis 15 planned for this study.
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10. SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

10.1. Appendix 1: Regulatory, Ethical and Study Oversight
Considerations

10.1.1. Regulatory and Ethical Considerations

This clmical study 1s designed to comply with the ICH Guidance on General Considerations for
Clnical Trials (62 FR 6611, December 17, 1997). Nonclnical Safety Studies for the Conduct of
Human Clmical Trials for Pharmaceuticals (62 FR 62922, November 25, 1997), Good Clmical
Practice: Consoldated Guidance (62 FR 25692, May 9, 1997) and 21 CFR parts 50, 54, 56 and
312,

The study will be conducted m full complance with ICH E6, the FDA guidelmes for Good
Clinical Practice (GCP) and m accordance with the ethical principles that have ther origms m
the Declaration of Helsmki defmed m 21 CFR, 312.120.

Approval by the IRB/IEC prior to the start of the study will be the responsibility of the
mvestigator. A copy of approval documentation will be supphed to Endo along with a roster of
IRB/IEC members that demonstrates appropriate composition or other documentation of
assurance of appropriate composition per local and national regulations (eg, a Department of
Health and Human Services [DHHS] Assurance Number will satisfy this requirement for IRBs m
the US).

The study protocol, the ICF, advertisements, materials being provided to subjects, and
amendments (if any) will be approved to IRB/IECs at each study center m conformance with
ICH E6, CFR Title 21 Part 56, and any other applicable local laws. The mvestigator is
responsible for supplymg the IRB/IEC with a copy of the current Investigator’s Brochure,
Package Insert, or Summary of Product Characteristics, as well as any updates issued durmg the
study. During the course of the study, the mvestigator will provide timely and accurate reports to
the IRB/IEC on the progress of the study, at mtervals not exceedmg 1 year (or as appropriate),
and will notify the IRB/TEC of SAEs or other significant safety findings, per the policy of the
IRB/IEC. At the conclusion of the study, the mvestigator will submit a fmal report or close out
report to the IRB/IEC and provide a copy to Endo.

Any amendment to this protocol will be provided to the mvestigator m writmg by Endo. No
protocol amendment may be mplemented before it has been approved by the IRB/IEC and the
signature page, signed by the mvestigator, has been recewed by Endo, except where the protocol
s amended to elmmate or reduce the risk to the subject, the amendment may be mplemented
before IRB/IEC review and approval However, the IRB/IEC must be mformed mn writing of
such an amendment and approval obtained within reasonable tume limits. Deviating from the
protocol is permitted only if absolutely necessary for the safety or clnical management of the
subject, and must be mmediately reported to Endo.

The mvestigator will be responsible for supplymg updated safety and/or study mformation to
study subjects as it becomes available.
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10.1.2. Financial Disclosure

Investigators and submvestigators will provide the sponsor with sufficient, accurate fmancial
mformation as requested to allow the sponsor to submit complete and accurate fmancial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are

responsible for providing mformation on fmancial mterests durmg the course of the study and for
1 year after the completion of the study.

10.1.3. Informed Consent Process

The ICF must be approved by the sponsor and the IRB/IEC before any subject provides consent.

The mvestigator will provide the sponsor with a copy of the IRB/IEC-approved ICF and a copy
of the IRB/IEC’s written approval before the start of the study.

The ICF must contam all applicable elements of mformed consent and the mandatory statements
as defmed by national and local regulations, mchiding confidentiality.

At the Screening Visit (and at other times as may be required by the study or when changes are
made to the consent form), subjects will read the consent form(s) and any privacy authorization
as required by local and national regulations (such as the Health Insurance Portability and
Accountability Act [HIPAA] authorization form), after being given an explanation of the study.
Before signing the consent form(s) and the privacy authorization form (if applicable), subjects
will have an opportunity to ask questions about the study and discuss the contents of these forms
with study site personmel. The consent/assent process shall be recorded m source documents.

Subjects must assent understandng of and voltarily sign these forms m complance with ICH
GCP and all apphcable national and mternational regulations, before participatmg m any
study-related procedures. Subjects will be made aware that they may withdraw from the study at
any time for any reason.

All versions of each subject’s signed ICF must be kept on file by the site for possible mspection by
regulatory authorities and the sponsor. Signed copies of the consent form(s) and the privacy
authorization form. if applicable, will be given to the subject.

The subjects will be made aware of therr right to see and copy ther records related to the study
for as long as the mvestigator has possession of this mformation. If the subject withdraws
consent and/or HIPAA authorization, the mvestigator canno longer disclose health mformation,
unless 1t is needed to preserve the scientific mtegrity of the study.

10.1.4. Data Protection

Study subjects will be assigned a unique identifier by the sponsor or designee. Any subject
records or datasets that are transferred to the sponsor will contam the identifier, subject mitials,
date of birth, and no other identifiable nformation.

The subject must be mformed that her personal study-related data will be used by the sponsor m
accordance with local data protection law. The level of disclosure (m accordance with local
and/or national law) must also be explamed to the subject.

The subject must be mformed that her medical records may be exammed by Clinical Quality

Assurance auditors or other authorized personnel appomted by the sponsor, by appropriate
IRB/IEC members, and by mspectors from regulatory authorities.

01 May 2020 Endo Pharmaceuticals Inc. Page 47



EN3835-213 Protocol Amendment 4

10.1.5. Committee Structure
No monitormg committees will be used for this study.

10.1.6. Dissemination of Clinical Study Data

Aggregate results data will be provided to the site(s) that actively enrolled subjects mto this
study after the clmical study report is fmalized.

Study results and de-identified mdividual subject data will be released as requwed by local and/or
national regulation.

10.1.7. Data Quality Assurance

Steps to assure the accuracy and reliability of data mclude the selection of qualified mvestigators
and appropriate study centers, review of protocol procedures with the mvestigators and
associated personnel prior to start of the study, and periodic monitormg visits conducted by the
sponsor or sponsor representative. Significant and/or repeated noncompliance will be
mvestigated and remedial action mstituted when appropriate. Failwre to comply with remedial
actions may result m mvestigator site termmation and regulatory authority notification.

The sponsor or its designee will utilize qualified monitors to review and evaliate activities
conducted at mvestigator sites.

The data will be entered mto the clinical study database m a tumely fashion and will be verified
for accuracy, followmg procedures defmed by the sponsor (or designee). Data will be processed
and analyzed followmng procedures defmed by the sponsor (or designee).

The study will be monitored and/or audited at mtervals to ensure that the clnical study is
conducted and data are generated, documented (recorded), and reported in compliance with the
study protocol ICH E6 consolidated guidelmes, and other applicable regulations. The extent,
nature, and frequency of monitoring and/or audits will be based on such considerations as the
study objectives and/or endpomts, the purpose of the study, study design complexity, and
enrollment rate. Atthe conclusion of a program, a comphance statement will be generated by the
sponsor (or designee) histmg all audit activities performed durmg the clnical study.

All data recordngs and source documentation (mchidng electronic health records) must be made
available to the sponsor (or designee), FDA and any other regulatory agencies that request access
to study records for mspection and copymg, m keepmg with national and local regulations.

The mvestigator shall permit audits and mspections by the sponsor, its representatives, and
members of regulatory agencies. The mvestigator should mmediately notify the sponsor of an
upcommg FDA or other regulatory agency mspection.

10.1.8. Source Docume nts

All subject mformation recorded m the eCRF will be attributable to source data from the
mvestigational site unless otherwise outlmed m this protocol

Source documents mchide but are not limited to original documents, data and records such as

hospital/medical records (nclhidmg electronic health records), clinic charts, lab results, subject
diaries, data recorded m automated mstruments, microfilm or magnetic media, and pharmacy

records, etc. Ata mmmmum, all data requred to be collected by the protocol should have
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supporting source documentation for entries i the eCRF, unless the protocol specifies that data
can be recorded dwectly on/m the eCRF or other device.

The mvestigator shall retam and preserve 1 copy of all data collected or databases generated n
the course of the study, specifically mcludng but not imited to those defmed by GCP as
essential. Essential documents should be retamed until atleast 2 years after the last approval of a
marketmg application m an ICH region and until there are no pending or contemplated marketmng
applications m an ICH region or at least 2 years have elapsed since the formal discontmuation of
clnical development of the mvestigational medicnal product. These documents should be
retained for a longer period, however, if required by the applicable regulatory requirements or by
an agreement with the sponsor. It is the responsibility of the sponsor to mform the
mvestigator/institution as to when these documents no longer need to be retamed. Prior to
destruction of any study essential documents, the mvestigator must first obtam written approval
from the sponsor.

10.1.9. Study and Site Closure
The sponsor has the right to suspend or termmate the study at any time. The study may be
suspended or termmated for any reason.

10.1.10. Publication Policy

All data generated m this study are the property of Endo. An mtegrated clinical study report will
be prepared at the completion of the study.

Publication of the results by the mvestigator will be subject to mutual agreement between the
mvestigator and Endo.

10.2. Appendix 2: Clinical Laboratory Tests

Clinical laboratory parameters will be measured as per standard-of-care for abdomimoplasty and
may mclude, but not be limited to, the followmng:

e Complete blood count with differential count (CBC W/DIFF).
e Prothrombm tmme/partial thromboplastm tme (PT/PTT).
¢ Chemsstry panel (CHEM PROFILE).
e Human chorionic gonadotropm (B-HCG) qualitative.
10.3. Appendix 3: Adverse Events: Definitions and Procedures for
Recording, Evaluating, Follow-up and Reporting

103.1. Definitions

An AE is any unfavorable or unntended change m body structure (signs), body fimetion
(symptoms), laboratory result (eg, chemistry, ECG, X-ray, etc), or worsening of a pre-existmg
condition associated temporally with the use of the study medication whether or not considered
related to the study medication. AEs will be captured once a subject has signed the mformed
consent. AEs include:
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e Changes m the general condition of the subject.

e Subjective symptoms offered by or elicited from the subject.

e Objective signs observed by the mvestigator or other study personnel

e All concurrent diseases that occur after the start of the study, mcluding any change m
severity or frequency of pre-existmg disease.

e All clmcally relevant laboratory abnormahties or physical fmdings that occur durmg
the study.

A treatment-emergent AE (TEAE) is any condition that was not present prior to treatment with
study medication but appeared following treatment, was present at treatment mitiation but
worsened durmg treatment, or was present at treatment mitiation but resolved and then
reappeared while the mdividual was on treatment (regardless of the mtensity of the AE when the
treatment was mitiated).

A SAE is defmed as an AE that:
e Results m death.

e s immediately life-threatenmg (there is an immediate risk of death from the AE as it
occurred; this does not mclude an AE that had it occurred m a more serious form may

have caused death).

e Results m or prolongs an mpatient hospitalization (Note: a hospitalization for elective
or preplanmed surgery, procedure, or drug therapy does not constitute an SAE).

e Results m permanent or substantial disability (permanent or substantial disruption of
one’s ability to conduct normal life functions).

o Is acongenital anomaly/buth defect (n offsprmg of a subject using the study
medication regardless of time to diagnosis).

o Is considered an mportant medical event.

Important medical events are defined as events that, based upon appropriate medical judgment,
may jeopardize the subject and may require medical or surgical mtervention to prevent one of the
other serious outcomes. Examples of mportant medical events mchide allergic bronchospasm
requirimg mtensive treatment m an emergency room or at home, blood dyscrasias or convulsions
that do not result m mpatient hospitalization, or the development of drug dependency or drug
abuse.

10.3.2. Relations hip to Study Drug

The degree of “relatedness” of the AE to the study medication must be described usmg the
followmg scale:

o Notrelated ndicates that the AE is defmitely not related to the study medication.

e Unlikely related mdicates that there are other, more lkely causes and study
medication is not suspected as a cause.
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e Possibly related mdicates that a direct cause and effect relationship between study
medication and the AE has not been demonstrated, but there is evidence to suggest
there is a reasonable possibility that the event was caused by the study medication.

e Probably related ndicates that there is evidence suggesting a direct cause and effect
relationship between the AE and the study medication.

It s the sponsor’s policy to consider “Probably related” and “Possibly related” causality
assessments as positive causality. “Not related” and “Unlkely related” causality assessments are
considered as negative causality.

Assessments will be recorded on the eCRF and must mdicate clearly the relationshpp bemg
assessed. For example, an AE that appears during a placebo run-m phase would be assessed with
respect to the placebo treatment received and/or study procedures conducted durmg this phase. If
the AE contmued mto an active treatment phase, the relationship would be assessed for the active
treatment phase only if the AE worsened.

10.3.3. Intensity Assessment
The mtensity (or severity) of AEs is characterized as mild, moderate, or severe:

e Mild AEs are usually transient, requirmg no special treatment, and do not mterfere
with the subject’s daily actvities.

o Moderate AEs mtroduce a low level of mconvenience or concern to the subject and
may mterfere with daily activities, but are usually ameliorated by simple therapeutic
measures.

e Severe AEs mterrupt a subject’s usual daily activity and typically require systemic
drug therapy or other treatment.

10.3.4. Reporting Adverse Events and Serious Adverse Events

103.4.1. Reporting Adverse Events

Throughout the study, AEs will be documented on the source document and on the appropriate
page of the eCRF whether or not considered treatment-related. This mchides any new signs,
symptoms, mpury or illness, mchiding mereased severity of previously existmg signs, symptoms,
myury, or illness. Conditions existing prior to screenmg will be recorded as part of the subject’s
medical history. The mvestigator is responsible for assessmg the relationship of AEs to the study
medication; relationship will be classified as not related, unlikely related, possibly related, or
probably related.

All AEs will be collected by the mvestigator from the time of signing the mformed consent
through the Day 28/EOS Vistt, or for 28 days after the last study treatment m subjects who
terminate early. All ongomg AEs must be followed until resolution or for 28 days after the
subject’s last study visit, whichever comes fust.

10.3.4.2. Reporting Serious Adverse Events

Any SAE, mcluding death resultmg from any cause, which occurs to any subject participatmg m
this study must be reported via email or fax by the mvestigator using the Endo Serious Adverse
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Event (SAE)/Reportable Event Form withm 24 hours of first becommg aware of the SAE. SAEs
will be collected by the mvestigator from the time of signmg the mformed consent through

28 days after the last dose of study medication. SAEs that occur within 28 days, followmg
cessation of the study treatment, or within 28 days, followmg premature discontmuation from the
study for any reason, must also be reported within the same tmeframe. Any SAE that is felt by
the mvestigator to be related to the study medication must be reported regardless of the amount
of time smce the last dose recewed. Follow-up mformation collected for any mitial report of an
SAE must also be reported to the sponsor withm 24 hours of receipt by the mvestigator.

All SAEs will be followed until resohition, stabilization of condition, or until follow-up is no
longer possible.

The sponsor will determme whether the SAE must be reported withm 7 or 15 days to regulatory
authorities m compliance with local and regional law. If so, the sponsor (or the sponsor’s
representative) will report the event to the appropriate regulatory authorities. The mvestigator
will report SAEs to the IRB/IEC per their IRB/IEC policy.

103.4.3. Follow-up Procedures for Serious Adverse Events

To fully understand the nature of any SAE, obtammg follow-up mformation is mportant.
Whenever possible, relevant medical records such as discharge summaries, medical
consultations, and the hike should be obtamed. In the event of death, regardless of cause, all
attempts should be made to obtam the death certificate and any autopsy report. These records
should be reviewed m detail, and the mvestigator should comment on any event, lab abnormality,
or any other fimndmg, noting whether it should be considered a serious or non-serious AE, or
whether it should be considered as part of the subject’s history. In addition, all events or other
findmgs determined to be SAEs should be identified on the follow-up SAE form and the
mvestigator should consider whether the event s related or not related to study drug. All events
determmed to be nonserious should be reported on the eCRF.

10.4. Appendix 4: Contraceptive Guidance and Collection of Pregnancy
Information

See Section 5, Section 8.1.9, and Section 8.2.5.

10.5. Appendix 5: Genetics
Not applicable.

10.6. Appendix 6: Medical Device Incidents
Not applicable.

10.7. Appendix 7: Country-specific Requirements
Not applicable.
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10.8. Appendix 8: Abbreviations

Abbreviation Explanation

AE Adverse event

AESI Adverse events of special interest

AUX-I Clostridial class T collagenase

AUX-II Clostridial class II collagenase

BMI Body mass index

CFR Code of Federal Regulations

ECG Electrocardiogram

eCRF Electronic case report form

EFP Edematous fibrosclerotic panniculopathy
FDA Food and Drug Administration

GCP Good Clinical Practice

HIPAA Health Insurance Portability and Accountability Act
IB Investigational Brochure

ICF Informed consent form

ICH International Council for Harmonisation
IEC Independent Ethics Committee

IRB Institutional Review Board

MedDRA Medical Dictionary for Regulatory Activities
SAE Serious adverse event

TEAE Treatment-emergent adverse event
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11. INVESTIGATOR’S STATEMENT

I agree to conduct the study m accordance with the protocol, and with all applicable government
regulations and Good Clmnical Practice guidance.

Investigator’s Signature Date

Typed Name of Investigator
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