DEPARTMENT OF THE ARMY
WALTER REED NATIONAL MILITARY MEDICAL CENTER
BETHESDA, MD 20389

MCAT-TCW : 15NOV2021

....CQVERLETTER

1. OFFICAL TITLE OF STUDY: Local Anesthetics on Postsurgical Analgesia F'oilowing Posterior

Colporrhaphy :
NCT NUMBER: NCT04032327
DATE OF LAST APPROVAL: MARCH 10, 2020

W

KT

LTC, MC
CHIEF, UROGYN DIVISION
DEPT OB/GYN, WRNMMC







Colporrha}nﬂy: A Prospective, Randomized, Double-Blinded Trial

_Efficacy. of Injectable Local Anesthetics on Postsurgical Analgesia Following Posterior

ike to use to reference the pr

* This field allows you to enter an abbreviated version of the Protocol Title to quickly identify

this protocol.

No

Does this protocal i

3 Yes {5 No

Dengler, Katherine Laura, MD MAJ

Select if applicable

[ Student [ Site Chair
[ Resident [ Fellow

A) Additional Investigators

CRAIG, Eric Robert, MD LT
Assoclate Investigator
Gonzalez, Hector




Associate Investigator
Gruber, Daniel D, MS, MD
Associate Investigator
Stone, George Willlam, MAJ
Associate Investigator

B) Research Support Staff

H!“ Mlcah Joseph DO

. Shelton; Taneshia Knight; Ph.D. - -
~"Research-GOBIinatDr —— = T et

Dengler, Katherine Laura, MD MAJ
Sheilton, Taneshia Knight, Ph,D.

The Protocol Contact(s) will recelve all important system notifications along with the Principal
Investigator. (i.e. The pratocol contact(s) are typlcally either the Protocol Coordinator or the
Principal Investigator themselves).- . - - - e Ce e

34 if-"a_p_;iii_t':a'_b"lé',- p_l'eas'é_'-Selgc_t'__th'é: Des _nated: Slte Appruval(s)

Csokrhay, Tohn Michael, LTC
Department Chair

Add the name of the individual authorized to approve and sign off on this protocol from your Site
{e.g. the Site Chair).

Information

& ves ¢ No

4.2 What type of research is this?_

¥ Biomedical Research

{1 Clinical trial (FDA regulated)
"1 Behavioral Research

"1 Educational Research

> Psychosoclal Research

[ Oral History

[T Other

4 4_ Is this human subJects research (Act:wttes that inc[ude both a systema_tici vestlgation desagned to
s '_develop o_r'contr;bute to generalizabla knowledge AND involve a living in w:dual'about whom an
R mvestlgator conductmg research obtams data through Interventlon or !nteractlon with the mdiwdual :
Sor identifiable prwate mformatlon. Actl\ntles ‘covered by 32 CFR 219.101(3)_ (mcl ]
'-_'research invol\nng human s b] cts) and DoDI 3216 02}? B




{* ves ) No

€Y Yes £ No -

1avea. ResearchMon

{* Yes
" No
3 N/A

Research Monitor Role:

“17 Promptly véparting any obsérvations and findings to thé Tnstitutional Review Baard (IRB), the 7 7 7 TN
Human Protections Administrator (HPA), or the Institutional Official;

2. Stop the research study in the presence of safety concerns for the human subjects involved in

the protocol. The RM may remove human subjects from the study and take any others actions

necessary to protect the subjects of the study. The RM may discuss the protocol with the

investigators, interview human subjects, and consult with others outside the protocel about the

research;

3. Review the study monitaring plans, review Adverse Events and determine their refatedness to
““the protocol, reviéw Unanticipated Problems Involving Risks to Subjects of Others, make
recommendations on changes to the informed consent process based on the review of study
events, and review and-sign the continuing review report and other substantial submissions to

the IRB,
4, Observe recruitment, enrollment, consent procedures and oversee study interventions,

If applicable, you may nominate an individual to serve as the Research Monitor:

|Micah Joseph Hil

a/Specimens




l: |Other 13568

gt)"e;::artmerst of Research !
Programs - WRNMMC |

Total amount of funding:

13568

| 8.2 Has another IRB reviewed thisstudy? ..~ .
C Yes & No

| No records have been added

8.3 1s this a collaborative or multi-site study? (e.q., are there any other institutions involved?) .~

£ Yes & No

8.4 Study Facilities and Locations:

Other:

Attach international approval documents, if applicable, when prompted. Note: Ensure local
research context has heen considered

{0 Yes ©® No




] wpopu[atlon the-study's-design-type;-and-procedures

816 1s this an OCONUS (Outside Continental United States) study? . =~~~

€Y ves ™ No ;

. Select the area of responsibility: _ .

! Have you obtained permission from that area of responslbility}?j {This is a requirement prior to
study approval)

Summarize the proposed study in 500 words or less, to include the purpose, the subject

Effective post-surgical paln management Is a crucial component of a patient’s postoperative course

* frequent re-dosing requirement, a lengthy list of side effects and adverse reaction risks5. The
colorectal, orthopedic and general surgery literatures have reported on an extended-release
bupivacaine liposomal injection, Exparel®, which remarkably reduces acute post-operative pain;

however, literature regarding this medication specific to Urogynecology and Gynecology is limited. 6,7
8,9,10,14

We propose a prospective, randomized, double blind, trial with 120 subjects recruited from the

two arms in the study; one arm with bupivacaine alone and a second arm with bupivacaine mixed
with Exparel®(extended-release, liposomal bupivacaine} tnjected vaginally in patients undergoing
posterior colporrhaphy. Subjects will be randomized to receive either 20mL of plain buplvacaine or
20mL {10mi+10ml) mixture of bupivacaine plus Exparel®.

The primary objectlve of the trial will be to evaluate the postsurgical vaginal pain using a visual
analog pain scale? at days 1, 2, 3 post-procedure. All subjects will have acetaminophen, a non-
steroidal anti-inflammatory drug and narcotic pain medication available for pain control regardless of
assignment, which is the usual postoperative pain control regimen. We hypothesize a 30% difference
in post-aperative pain measurements between the two groups.

Additional objectives of this study are to evaluate total medication usage on days 1, 2 and 3 and any
post-operative voiding and defecatery dysfunction, comparing the two groups.

i following posterior colporrhaphy. Narcotics are the, comerstone for postoperative analgesia witha |

WRNMMC Ursayhiacolagy CHRIE t study postsurgical pain control after postérior repair. There will be

.
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93 Background and Significance:

Include a literature review that describes in detall the rationale for conducting the study. Include
descriptions of any preliminary studies and findings that led to the development of the

pratocel. The background section should clearly support the cholce of study variables and
explain the basis for the research questions and/or study hypotheses. This section establishes
the relevance of the study and explains the applicability of its findings




~ every year In the emergency rooms.> To complicate the issue even further, third-party payers
‘have begun_reimbursing hospitals hased on patlent satisfaction, with adequate pain management___ | _

Background: |
An integral part of every patient’s postsurgicat recovery is adequate and appropnate pain

management. Uncontrolled postsurgical pain can affect both the physical and mental recovery
period, exteﬁcf hospital stays and increase the potential for serlous adverse reactions with pain
medications. Additional outcomes of ineffective past-operative pain management include deep

- vein thrombaosis, pulmonary-embolism, coronary ischemia, myocardial :nfarctron, pneumonia,

poor wound healing, insomnia and demoralization®. This issue has become such an important
toplc The Joint Commission (TIC) has issued advlisories regarding the need for better pain
management and heightened awareness of potential adverse reactions with ‘opiold use.? The
Federal Drug Administration (FDA) has restricting the amount of acetaminophen pharmacies are
allowed to combine with oplcnds in hopes of decreasing the number of Incidental overdoses seen

bemg -a.large component of this-satisfaction.* The need for.a.safe, -effective, long-acting- ___ ___.

medication to treat post-operative pain has reached a critical point in the current health care
celimate, . e
Intra-operative pain analgesia can be beneficial in reducing both immediate and long-term post-
operative paln. Intra-operative analgesia during posterior colporrhaphy and other
urogynecologic surgeries may include such modalities and intra-operative 1V acetaminophen, IV
ketorolac, and local anesthetic such as lidocaine or bupivacaine. Amides such as lidocaine and
buplvacaine, especially with epinephrine also function for local hemostasis and contribute

minimally to post-operative pain control because of their relatively short duration. [idocaine
provides pain control for 1.5 to 3 hours and bupivacaine {Marcaine®) is only slightly longer at
seven hours, neither of which provides a long-acting resuit. In the recovery room, patients will

“recelve additional intravenous medications for acute pain @nd are then transitionied over'to oral”

tablets as soon as possible. Oral analgesia regiments for Urogynecology patlents Include a
combination of non-steroidal anti-inflammatory medications (ibuprofen, naprosyn, celecoxib),
acetaminophen {Tylenol) and an opioid (oxycodone IR, hydromorphone, tramadol, dilaudid,
morphine). The timing of medication doses, both opioid and non-oploid, can be complex to
ensure not only adequate analgesia but to avoid overdosing and serious adverse effects. Wheeler
et al performed a comprehensive review of case reports, observational studies and randomized
controlled trials and concluded that in over 40, 000 surgical patients, 1.8% experienced an opimd
“related adverse drug event such as nausea/vomiting, itching/rash, meritdl status changeés,
respiratory depression or failure, hypoxia, urinary retention, hypotension, fever and bradycardia.5
These potential adverse events can deter from receiving adequate pain reltef, resulting in
continued postsurgical pain.

General surgery, colorectal and orthopedic literature have published studies on an FDA-approved,
long-acting bupivacaine liposomal injection. 78210 Thig new formulation of bupivacaine was
shown to provide up to 96 hours of post-operative analgesia with minimal adverse side effects, In a
multl-center, randomized, double blind, parallel-group, placebo-controlled phase three study, 189
patients underwent a hemorrhoidectomy procedure and were randomized to either the long-acting

bupivacaine or a placebo. Pain intensity scores were signlificantly lower in the bupivacaine extended:

release group in cemparison with the placebo group. More patients in the bupivacaine extended-
release group remained opioid free from 12 hours to 72 and the more patients were satisfled in the

study group with their postsurgical analgesia than in the placebo group.“ Similar results were
reported in the Journal of Pain Research with an overall decrease in pain levels and reduced opiold
consumption during the first 72 hours following surgery in several surgical models (total knee

arthroscopy, breast augmentation, hernia repalr, hemorrhoidectomy, and bunionectomy).!? Since
then, there has been limited research published studying the use of Exparel® in urogynecologic
procedures. A study published in January 2018, compared the efficacy of Exparel® versus nortnal
saline when injected directly into both abdominal and vaginal incisions during robotic sacrocolpopexy

combined with posterior colporrhaphy.!® There was no statistically significant difference in pain
scores between arms and no serious adverse effects were report. An IRB approved study #399635
was completed at WRNNMC in AUG2017 comparing the efficacy of Exparel® vs normal saline injected
in the perineum after urogynecologic surgery for pastoperative pain control. This study revealed
lower pain scores with the placebo arm (normal saline) with no serious side effects noted with use of
Exparel®. We suspect these outcomes were due to location and timing of the injection and how the
Exparel® was distributed in the tissues.

Significance:

The FDA indication for Exparel®, a long-acting, liposomal bupivacaine Injection Is postsurgical
analgesia for soft-tissue surgical procedures.! A Medline and Pub-Med search revealed limited
research in the fields of Urogynecology or Gynecological utilizing this new medication for post-
operative analgesia. Urogynecology patients typically have surgical incisions involving the
perineum and posterior vagina (soft tissue) and experience post-operative pain shortly after




leaving the ioperating room, Pain for these patients Involves a multi-madal approach, utilizing
medicatlons such as intravenous acetaminophen, ketorolac and opiotd medications. Many
patients are admitted overnight in the hospital to ensure adequate pain control is

achleved. Patients are discharged home with a combination of NSAIDs, Tylenol and an oplold for
home pain management.,

““The ability to provide long-acting post-operative analgesia could patentially shorten the hospital

stay for these patients, remarkably decrease the number of analgesia tablets consumed, thereby
decrease cost to the military system. The Department of Defense price per:20mL vial of
Exparel® is approximately $250. Decreasing the potential for adverse effects by minimizing the
amount of opioid Intake can maximize patient safety. Finally, by providing a single dose
injection In the aperating room far post-operative analgesia for up to 96 hours, patient

satisfaction can be optimized and facilitate a healthy recovery period. Performing a ‘prospective,
randomized, double-blinded study evaluating the effectiveness_of bupivacaine alone versus___ .

bupivacaine.plus Exparel® on postsurgical analgesia.following Urogynecology surgeries could

_throughout the specialty of Gynecology and its surgical sub-specialties.

provide a much-needed alternative for many patients. This information could be utilized

Literature Review
Thé FDA indication for Exparel®, a long-acting, liposomal bupivacaine injectlon is postsurgical
analgesia for soft-tissue surgical procedures.'® A Medline and pub-med search completed on

28FEB2018 revealed limited research in the fields of Urogynecology and Gynecology studying the
effectiveness of Exparel® in management of postoperative pain. One study published in January

2018, utilized long-acting, lipasomal bupivacaine injection for post-operative analgesia in patient’
s undergoing mid-urethral sling (anterior vaginal wall}. This study by Mazloomdoost, et al.’
showed decreased postoperative pain in the Exparel® group versus placebo when injecting 30m|

“total of fadicatich down trocaF tracks and directly into the vagirial wall afiteriorly as well as™

decreased narcotic use on postop day two withouk serious adverse side effects. 15 There was a
single case report published In 2016 that reported reversible fecal incontinence after single
injection of 20ml. Exparel® in the left anterior quadrant of the left anterlor transsphincteric
perianal fistula. On postoperative day one the patient had numbness In the perianal region and

fecal incontinence which then resolved on postoperative day five. 1® Since this procedure
operates on the anal sphincter it is difficult to determine if this is known postoperative

_complication of the surgery_ltself versus due to_the injection of Exparel®. A study by Yeung,.et . |

al. published in January 2018, compared the efficacy of Exparel® versus normal saline when
injected directly Into both abdominal and vaginal Incisions during robotic sacrocolpopexy
combined with posterior colporrhaphy.13 They found no difference in pain scores or narcotic use
across the two groups with the injectable anesthetic utilized in both abdominal and vaginal
inclsion sites. We suspect these outcomes were due to location and timing of the injection and
how the Exparel® was distributed in the tissues.,

The general surgery, colorectal, plastics and erthopedic literature have recently published several
studies on the Exparel® with up to 96 hours of post-operative analgesia and minimal adverse

side effects. 978910 1 a multicenter, randomized, double blind, parallel -group, placebo-
controlled phase three study, 189 patients underwent a hemorrhoidectomy procedure and were
randomized to either the long-acting bupivacaine or a placebo. Pain intensity scores were
significantly lower in the bupivacaine extended-release group in comparison with the group-
receiving placebo (141.8 vs 202.5, p < 0.0001). More patients in the bupivacaine extended-
release group remained opioid free from 12 hours {59%) to 72 hours (28%) after surgery
compared with patlents recelving placebo (14% and 10%; p < 0.0008 through 72 h). The mean
total amount of oplolds consumed through 72 hours was 22.3 myg and 29,1 mg in the
bupivacaine extended-release and placebo groups {p< 0.0006). The median time to first opiold
use was 14.3 hours in the bupivacaine extended- release group vs 1.2 hours in the placebo
group {p<0:0001). A greater proportion of patients in the bupivacaine extended-release group
were satisfied with their postsurgical analgesia {95% vs 73%, p <0.0007) than in the placebo
grc:up,11 Similar results were reported in the Journal of Pain Research with an overall decrease In
pain levels and reduced opioid consumption during the first 72 hours following surgery in several
surgical models (total knee arthroscopy, breast augmentation, hernia repair, hemorrhoidectomy,

and bunionectomy).?2 Baxter et al, A plastic surgery research group published their
retrospective review of 10 clinical trials on the effects of Exparel® on wound healing and
demonstrated that liposeme bupivacaine (Exparel®) given locally at the surgical wound site
appeared to have no dinically evident impact on wound or bone healing at doses up to 532 mg
across different surgical models, The wound-healing profile of llposome bupivacaine was simitar
to that of bupivacaine HCJ,1?

The third aim of our study is to evaluate post-operative voiding function and compare the two
study groups. In a retrospective paper published in 2012, the investigators noted an Increase in

the rate of postoperative translent urinary retention following posterior colporrhaphy, 32.4%.18 T




his rate was compared with another commonly performed Uregynecology procedure, suburethral
sling placement (a procedure performed on the anterior vaginai wall). The authors surmised that
post-operative pain maybe contributing to transient volding dysfunction. This has been the only
study found to assess volding function after posterior colporrhaphy. The comparison of these
two groups will lend more knowledge to the transient post-operative voiding dysfunction which
occurs in some patients and provide information regarding adequate pain control.,

Human Subjects Justification i

Exparel® Is already FDA approved for soft-tissue post-operative analgesia and is currenfly
avallable at WRNMMC for this indication. In order to evaluate the efficacy of bupivacaineialone
_versus bunlvacaine plus Exparel® for postsurgical pain control In subjects undergoing. posterlor

colporrhaphy, a prospective study is the next most appropriate step. |

Describe the purpose and. objective(s) of the study, specific aims, and/or research questions

fhypotheses

Primary objective: Compare the effectiveness of bupivacaine alone versus bupivacaine plus

‘Exparel® i providing adéquate pain control following posteflor éolporrhaphy days ene, twoe aid 7~

three post-operatively. We hypothesize the group receiving the combined Exparel® and bupivacaine
wlll experience 30% less vaginal pain post-operatively during the first three days following surgery.

Secondary aim: Assess whether the study medication decreases the need for pain medication,
specifically opioids, during the post-operative period. We hypothesize the group that receives the
combined buplvacaine plus Exparel® will use 30% less rescue pain medication during the first
three days following surgery,

Third aim: Evaluate post-operative voiding and defecatory function after posteriar colparrhaphy,
' comparing the bupivacaine plus Exparel® group versus the bupivacaine alone group. We hypothesize
there will be no difference in voiding function and defecatory function between the two groups.

Fourth aim: Evaluate the impact pain has on quality of life comparing the bupivacaine plus Exparel®
group and the bupivacaine alone group, Quality of life impact will be evaluated by visual analog
supplemental question scale. We hypothesfze the combined group will have a better quality of life
score (lower score) compared with the bupivacaine alone group,

.9.5 Study Design:

Describe study design in one to two sentences {e.g., prospective, use of existing records/data
/specimens, observational, cross-sectional, interventional, randomized, placebo-controlled,
cohort, etc.). Specify the phase - Phase I, II, IIl, or IV - for FDA-regulated investigational drug

research

The study is designed as a prospective, randomized, double-blinded trial,

Describe the population to whom the study findings will be generalized

Females with vaginal prolapse that will be undergoing uragynecologic surgery (specnﬂca[iy posterior
colporrhaphy) to help with post-operative pain control after surgery. :

State how this study will impact or be of benefit to the Department of Defense




The ability to provide loag-acting post-operative analgesia could potentially shorten the hospital
stay for these patients, remarkably decrease the number of analgesia tablets consumed, thereby
decrease cost to the military system, The Department of Defense price per 20mL vial of!
Exparel® is approximately $250. Decreasing the potentlal for adverse effects by minimizing the
amount of opioid intake can maximize patient safety, Finally, by providing a single dose

_ Injection in the operating room for post-operative analgesia for up to 96 hours, patient
satisfaction can be optimized and facilitate a healthy recovery petiod. Perfarming a prospective,
randomized, double-blinded study evaluating the effectiveness of bupivacaine alone versus
bupivacaine plus Exparel® on postsurgical analgesia following Urogynecology surgeries: could
provide a much-needed alternative for many patients. This information could be utilized
throughout the specialty of Gynecology and its surgical sub-specialties,

Describe step-by-step how the study will be conducted from beginning te end

|__All-female-subjects-age-18-or-older-eligible-to-receive-care-at WRNMMCG-and-who-are- scheduled-to
undergo surgery with the Urogynecology Service with posterior colporrhaphy will be screened for
potential recruitment in our postsurgical pain management trial prior to thelr pre-operative

calendar for any upcoming surgeries that involve a posterior colporrhaphy under general
anesthesia. The Walter Reed S3 operating room scheduling system will be reviewed to confirm
the planned procedures. Those subjects who meet inclusion criteria for the study will be
recruited at the time of their pre-operative visit.

* Only the PI and Als who are also health care providers in this Clinic will have access to the
surgical calendar. Also only study team members who are alsa health care providers will access
prospective research participants EMR prior to obtaining HIPAA authorization under HIPAA'S

This discussion of the study will occur after the surgical consent form for the scheduled surgery
has been signed and when discussion of post-operative paln management is addressed. There is
no monetary payment for joining the study and subjects may choose to leave the study at any
point during the study without consequence. Regardless of the decision to participate in the
study or which treatment group assignment, all subjects will have the same options for post-
operative pain medications. They will still receive the same high standard of care from our
Service. Study participants will review the study consent form in detail with a surgeon--also an
Associate Investigator or part of the surgical team in the study {delegated authority). The
subject will be given a copy of the signed consent and a copy will remain on file in a locked
cabinet in the Urogynecology Clinic.

During the consenting process, potential study subjects will be informed that the purpose of the
study is compare the efficacy of 0.25% plain bupivacaine alone versus 0,25% plain bupivacaine
plus 1.3% long-acting lipesomal bupivacaine {Exparel®) on post-operative vaginal pain foliowing
Urogynecology surgical procedure Involving the posterior vaginal wall. These medications are
FDA (Food and Drug Administration) approved and are currently being used In our hospital by
other surgical sub-speclalties as part of a multi-modal approach to post-operative pain

control. There wlill be no additional time spent under anesthesia as a participant In our study.

They will be informed that the study is designed as a double blind, randomized study. This
means neither the surgeon nor the subject will know which group a subject Is assigned to until
completion of the study. Randomization will occur using a computer-generated randomization
program carried out in the Investigational Pharmacy with block randomization. If a potential
subject chooses to participate, she will be randomized by the pharmacy to one of two groups,
elther an 20mL injection of 0.25% plain bupivacaine or an 20mL injection of bupivacaine (10ml)
plus 1.3% long-acting liposomal bupivacaine {10mL) that will be injected in the subject’s vagina
at the level of the Ischial spines at the beginning of the case (prior to incision) while sheis under
general anesthesia in the operating room.

The primary goal of the study is to assess how effective the study medications are in providing
adequate pain control for the vaginal area following surgery; therefore, the subjects’ post-
operative pain will be assessed at various Intervals following their procedure. On post-operative
day one, approximately 24 hours post-operative, subjects will be asked questions regarding their
pain level on their abdomen and in their vaginal area utilizing an 11 point visual pain scale. Both

_appointment. _This will be done by the PI or Al s by reviewing the Urogynecology Service surgical =

__Preparatory fo Research provision.® . e s e




vaginal and abdominal pain will be assessed as some patients will be undergoing concurrent
surgeries in the pelvis (for example but not limited to hysterectomies, suspension procedures,
etc), Subjects will also be asked about their bowel movements and any assaciated pain, agaln,
using the same pain rating scale, Subjects will also be asked to the impact the pain has on 4
quality of life measures using an 11-point visual pain scale. Subjects will also be called or

. contacted via email thru Relay Health on post-op day two and on post-op day three to assess

pain on thase days Part of the study 5 goal is to assess whether the study medication prowdes
paln control far longer than the acute (24 hour) period, Subjects will be given the visual pain
scales to go home with so that they can reference it during thelr post-operative phone or email
follow-ups.  Additionally, subjects will be asked to gather their pain medication bottles In order.
to count out the remaining pills in each bottle. This will allow us to determine the amount of oral

__pain medication used since surgery. Subjects will be asked on the final day, post-operative day

3 whlch ‘medication they think they received.

--_-_F_o_ﬂgw_.mg,r@,\fiewpfrthe sty'gy and ob'tainin_g_—o.f a.consent form, the pain.scale.on the visual

analog scales will be reviewed with the subject Subjects must be willing to speak wlth a

""post operat:ve pa:n, medications and. bowel movements. For the majorlty of subjects admitted

for inpatient care following surgery, completion of day one data will occur in the hospital
approximately 24 hours post-operatively, prior to hospital discharge. The subiect will be asked
to indicate whether they prefer contact via phone or by emali, using the Relay Health Network
for day two and three, A maximum of three attempts will be made to contact the subject on
their designated follow up date, between the hours of 0800 and 2000, We will attempt to collect

the data during midday for all patients, Time of inquiry and number of hours postop will be
annotated. Al the conclusion of the pre-operative visit, the subject will be reassured that If they
desire removal from the study at any time, there will be no change in their customary post-

“operative care. Subjects will pick up their discharge post-operative pain medications prior to -

their surgery date (as is customary In our clinlc).

The data sheet with subject identification will be the only identifying information on the

sheet. The subject’s pre-operative demographic data {gravida/parity, age, BMI, past medical
history, past surgical history, allergies, current medications, history of significant drug or alcohol
dependence) will be annotated on this data sheet along with the post-operative pain medications
she receives. The data sheets will be kept in a locked cabinet within the Urogynecology Clinic, in

& room Tocked WURNG Bff-Hours.” A master listof subjects’ full nares and the subjects ar thair

sponsor’s last four of the social security number will be kept on a computer in the Urogynecolagy
office that is password protected. The dates of enrollment surgery will be annotated on the
master list as well. Follow-up phone call dates/email replies will be collected as well, Subjects
will be re-assured that her participation in the study will be completely confidential and her
identifying information will be double-locked when not being reviewed, Subjects may choose to
have their alfocated study arm disclosed at the completion of entire study.

On the day of surgery, the operating surgeon and team will meet with subject prior to the
administration of anesthesia, review the operating plan and her consent for enrollment in our
study. We will review our requirement to contact her on day one, two, and three. Any last
minute questions can be answered and the subject may withdraw from the study at this titme if
desired.

The Investigational Pharmacy will randomize each subject to elther bupivacalne alone group or
bupivacaine plus Exparel® group and blind four 5mL syringes containing a total of 20ml of
either 0.25% plain bupivacaine or 108mi of 0.25% bupivacalne plus 10ml of 1.3% liposomal
bupivacaine (total of 4 injection sites}. Syringe barrels will be covered with solid white labels ko
mask syringe contents. The Investigational Pharmacy will also print out a iabel to accompany
the syringes to the Operating Room on the day of surgery stating:

“This subject is enrolled in study protocol # and is to receive no additional bupivacaine
post-operatively for 96 hours. ™

This label will be placed in the subject’s paper chart on the day of surgery, All subjects will have
the same pharmacy label placed In their chart. 1t will assure that those subjects who recelve
liposomal bupivacaine will not receive additional injectable anesthetic but will still maintain
blinding of all involved in the protocol,

During TEAM STEPPS, the surgeon will notify the anesthesiologist of the protocol and provide the
anesthesiologist with a copy of the FDA handout on the 1.3% Hposomal bupivacaine. We will
answet any questions the operating team may have.

Once the patient is brought back to the OR and once general anesthesia is adequate, the
circulating room nurse will remove the study syringes from the bag, verify the subject’s name
and date of birth and hand the four SmL blinded syringes to the surgical assistant, who will




attach a 20 gauge injection needle to the first of the syringes. The assistant will then hand the i

first syringe to the operating surgeon. The surgeon will notify anesthesia prior to Injecting study .
medication. The surgeon will Identify the bilateral ischial spines. The first Smi syringe will be
injected. The syringe and needle will be handed back and the surgical tech will reload the needle
on the next syringe (this will be repeated for all 4 blinded syringes). These 4 injections (5ml of
medication at each injection site) will be placed on both the left and right sidewall of the vagina

" at the level of the ischial spines. After the injections have been performed, the operating team

will perform the planned surgeries, using standard technique, At the completion of the surgery,
the team will resume normal post-procedure care. The operating surgeon will verify the study
protocol identification sticker has been placed in the subject’s paper chart. Surgeon will
annotate at this time which medication they feel they injected to evaluate blinding method.

Post-operatively, the sub]ect ‘will recover in the PACU per WRNMMC | protocol and be transferred 7
to either the floor or discharged_home as per routine post-aperative criteria. . Post-operative pain. . e
__controlwill be managed in the PACU as per routine protocol. Inpatient and home pain control. .

will be managed by the Urogynecology team. Further injections of pain medications will not

_be given in the vagina outside of the operating room, =

On post-operative day one, for inpatient subjects, any vaginal packing that has been placed will
be removed and a voiding trial will be attempted. The presence or absencé of vaginal packing
along with the pass/fall of the voiding trial will be annotated on the data sheet. Once the subject
has met discharge criteria (can ambulate her on own, tolerate a regular diet, pain is well
controlled on oral pain meds, and a vaiding trial has been attempted), the discharge order will be

~and three. The time the discharge order is placed wull be recorded as well

placed. A member of the surgical team will visit the subject prior to final discharge in order to
obtain a paln rating from the patient referencing The Defense and Veteran’s Pain Rating Scale {a
visual analog pain scale) and Impact on quality of life rating (0-10) asking about how pain Is

- affecting activity; sleep; mood, and stress on the-DOD/VA Pain Supplemental Questions- -~ === =" =~

(validation of the DVPRS Scale, see attachments and reference #19). These two forms will be
further referenced as visual analog pain scales for the rest of this document. This will be
documented as day one data. Subjects will be sent home with a minimum of 2 copies of the
pain scale {one from their pre-operative visit and a 2nd copy provided with the hospital post-
operative discharge paperwork). Post-operative care instructions will be reviewed and the
subject will be reminded to expect a follow-up phone call or email via Relay Health on day two

During each post-operative encounter, subjects will be asked to refer to their visual analog scale
and their pain medication bottles, On post-operative day one (for subjacts that were not
admitted), two, and three, the subject will be contacted by one of the study Associate
Investigators or member of the surgical team and asked the following questions.

¢ Would you please locate your visual analog pain scale and the bottles of medication given
to you at discharge?

s Looking at the pain scale, how would you please rate your pain in your vagina from 0-10?
* Ms, _ , have you had a bowe] movement since surgery?

¢ Did you experience pain during your bowel movement?

® If yes, what was the pain associated with this, using the same scale?

* How has the pain interfered with your usually activity from 0-10?

» please rate how your pain interefers with your ability to sleep using the same scaie?

* How has the pain affected your mood from 0-107?

* How has the pain contributed to your stess from 0-107

* T would now like you to look at each of your pill bottles and tell me the names of the
medications.

* Please count for me the number of pills remaining in that bottle.

All data sheets will be collected at the completion of each surgical day and placed in the locked
cabinet. Surgical team members will have access to sheets to record data as it is collected. The
data sheets will be held for a minimum of three years and then shredded and disposed in a
HIPAA compliant recepticale per WRNMMC protocol,  All consents and HIPAA authorizations will
be malintined for six years after the study Is closed. The Principal Investigator, will be available
for debriefing of any subject after the study Is completed if the subject desires.




10:2 Dt coliection————

- Describe all the data.variables, information to be collected, the source of the data, how the data . ..
wlll be operationally measured, and approvals needed for use of infarmation from DoD databases

For this research study, the research team will collect information regarding the subject’s pain
level after her surgery, ratings on 4 quality of life questions {activity, sleep, mood, and stress), a
nd any pain medications the subject took to treat her pain. The research team will be collecting

-..this.infermation for three days_after.subject’s surgery. Additionally, the research.team.will_be .
collecting basic data like age, weight and height calculation (BMI or Body Mass Index), date of
surgery, type of surgery, and any difficulty subject had emptying her bladder after subject’s
surgery.

The following PHI data elements will be collected;

Names
¢ Dates including all elements (except year) directly related to an Individual, including birth

date, admission date, discharge date, and date of death
* Ages over 83 and all elements of dates (including year) indicative of such age, unless you
will only request a single category of “age 90 or older”
Telephone numbers
Soclal Security numbers (SSNs)
Medical record numbers
DoD ID Number *

& ves ' No

L mformation system(s) to access? -

Consulting with a data expert often saves time later in the compllance process because the data
expert can advise on the data available in the numerous MHS information systems, the quality of
that data and the methods for encrypting and collapsing data. To schedule a consult with an
MHS data expert, send an email to: (dha.ncr.pcl.mbx.privacyboard@mail.mil)

8 Yes, then complete the guestions below according to the data consuit

-10.3 At any point in the study, will you request, use, or access PII from the Military Health System (MHS)?

10 4 Have you consulted WIth an MHS data expert to determme the data elements to be extracted or the




& No, then complete the questions below according to the best of your knowledge (NOTE: It Is
highly recommended that you. work with an MHS data expert) - .

3

system dlrectly to create a data set. R

A data extract is when the MHS or a contractor provides the data set directly to the
researcher. When receiving a data set through data extract, the researcher may indicate
whether the data elements should be provided as Is, encrypted or collapsed. In contrastto a

- MHS Information system and create adata set for the research study

|"} Data” Extract

IV Access

data extract, access to an information system means that the researcher may dlrectly access an

There are different two methods for de-identifying data pursuant to HIPAA:
1) Safe Harbor Method: Removing all of the identifiers listed in Table 1 below, provided that the

10.6 Do you intend to use only de-identified data from the MHS in your research study? . .

. _reseatcher-does-not-have-actual-knowledge-that-the-remaining-data-can-be-used-alope-ar-in
combination with other information to identify the individual who is the subject of the information
2) Statistical Method: An expert, with appropriate knowledge of and experience with generally

_accepted statistical and scientific pringiples and methods for rendering information not
individually identifiable, determines that the data is not individually identifiable

i ves ¥ No

obtam data: - o

If you do not know which system(s) contain the data elements you need, refer to the Guide for
DoD Researchers an Using MHS Data or seek guidance from an MHS data expert:

PHI Systems:

[ |ESSENTRIS]

PII-Only Systems:

; No records have been added 3

De-Identified Data & Other Systems:

Expense Assignment System

st other systom(s):

iList other system(s):

10 7 If your research study requlres access to an MHS mformatlon system, please indlcate the system to




€ Yes, will merge data
€ No, will not merge data

10 9 Indlcate the categorles of data that you wnll request from MHS systems or MHS health care prowders_--_'_

10 8 Do you mtend to merge or otherwsse associate the requested data w;th data from anv sources S

1, Names

2. Postal address with only
town, city, state and zip
code

geographic subdivisions
smaliler than a state,
including street address,
city, county, precinct, zip
code and their equivalent
geocodes, except for the
initial three digits of a zip

3. Postal address with all ... 4.

—¢ ~code-if-according to the - -~ §—

current publicly available
data from the Bureau of
Census: 1) the geographic
unit formed by combining
all zip codes with the same
three initial digits contains
more than 20,000 people;
and 2) the initial three
digits of a zlp code for all
such geographic units
containing 20,000 or fewer
people is changed to 000

4, Dates including all
elements {except year)
directly related to an
Iindividual, including birth
date, admission date,

I discharge date, and date of
death

5. Ages over 89 and all
elements of dates
(including year) indicative
of such age, unless you will
only request a single
category of “age 90 or
older”

6. Telephone numbers




7. Fax numbers - S
I I

8. Electronic mail addresses

14. Vehicle identifiers and
serial numbers, including . .
license plate numbers I I

15. Device identifiers and
i ,,,S,érialfrn,l]mber.s P P g - T vi——; ——— - - P e —— e v—m—w — e - e m————— e e =

16. Web Universal Resource
Locators {URLs) Ll I

17. Internet Protocol (IP)
address numbers i [

18. Biometric identifiers,
including finger and volce
prints il i

19. Full-face photographic
images and any comparable
images i i

20. Any other unique
identifying number,
characteristic, or code
{DEERs ID, EDIPN, Rank)

If you are obtaining SSNs, provide a justification as to why and explain why a substitute cannot
be used

Plan to utilize DOD ID numbers where available. CHCS, AHLTA requires SSNsto access charts;
and Essentris utilizes DoD ID to find the patient.

9. Soclal Securlty numbers

(SSNs) Iv. ' I

11, Health plan beneficiary ' !
‘Fnumbers - -- e e TR m

12, Account numbers I . I

' ; -l
13. Certificate/license -
numbers o i ‘ I




;l.G 10 Is lt poss:b!e that the data WI" become ldentlfrable because of_trlangulation, a s

~ condition;

_ category descriptlon Guidance for acceptable_cell size is available fram the Centers for Medlcare

Sacial security numbers will be collected to properly identify the subject during
surgery, to crder prescriptions, for pharmacy to monitor study medication, and to write -
physician orders/notes in AHLTA/Essentris/CHCS if unable to utilize DOD ID number,

: , cell size, o
anv unique data element(s}? )

! |

Triangulation means using different data elements that are not themselves identifiable but that
when combined can be used to identify an Individual. For example, triangulation would be using
rank and race t_ogether to deieymine the |dentity of an |nd1V|duaI with a partlcular heali_:i'_] o

Small cell size means that there are only a small number of eligible Indi\ncfuals that satisfy the

ranks

~ and Medicaid Services. For example, the rank category of four star generals with a particuiar
diagnosis:may be less than 30 so the rank category may need to be expanded to include iower

A unique data element includes any unique features that are not explicitly enumerated in the
categories of data in rows 1 - 19 of Tabfe & above, but that could be used to identify an
individual.. Examples of unique data elements include: 1) a unique number, such as a medical
record number or EDIPN; 2) a unique code, such as a diagnosis code or a bar code on an
electronic health record; and 3) any unique characteristic, such as the rank of general or

/10.11 HIPAA Privacy Rule and Use of Protected Health Information in Research: -

{7 Useof 2 limited data set where'a data Use agreement will be obtained ™~

aamiral, or a race or gender combined with anotiier unlq_ue characteristic

(""w Yes, there Is a reasonable pbséibility the data will become idéntifiabie‘

3 N/A - will not use or disclose protected health information (PHI)
(¥ HIPAA Authorization wlill be obtained

) Waiver/alteration of HIPAA Authorization Is belng requested

10 12 Managmg Data (Data Management and/or Sharlng Plan ) and/or Human Bnologlcal Specimens for
thlsStudy..: L SR _ R S -

Include in this section the plan for acquiring data (both electronic and hard copy), access during
the study, data/specimen storage and fength of time stored, shipment/transmission, and the
plan for storage and final disposition at the conclusion of the study. Describe any data
agreements In place for accessing data within and/or outside of your Institution (e.g., Data
Sharing Agreement, Data Use Agreement, Business Agreements, etc.)

Initial data will be collected at the pre-operative counseling and study consenting

appointment. Information to include PHI will be annotated on Data Collection Sheet (entitled
Posterior Colporrhaphy Data Sheet). Subject will be asked past medical and surgical

history. Will also obtaln information from ALTHA, Essentris, and CHCS1. Pre-operative pain level
will be annotated using the visual analog pain scale (0-10) at the pre-operative appointment, on
post-operative day one, two, and three. Subjects will be contacted elther by telephone or by
email (via Relay Health) on post-operative day one, two, and three. AH information will be
recerded on the Data Collection Sheet.

Al data sheets will be collected at the completion of each surgical day and placed in the locked
cabinet in a locked office, The data sheets will be kept in a locked cabinet within the
Urogynecology Clinic on the 2nd floor of building 10 in a room locked during off-hours, A master
list of subjects’ full names, electronic email addresses, and sponsor’s last four of the social
security number will be kept an a computer in the Urogynecology office that is password
protected and can only be access by the Research Team (PI, Als, study coordinatars, and
nurses}, Members of the surgical team and the Assoclate Investigators will have access to sheets
to record data as it is collected. The Primary Investigator, will be available for debriefing of any
subject after the study is completed If the subject desires. The PI wili also be available for any
questions during the course of the study,

1y No, there is no reasonable possibility the data-will become identifiable - - o N




*All dataswill be entered into an Fxcel spreadsheet, analyzed with the assistance of a
biostatistician, and recorded on a government issued computer excel database that is password
and CAC card protected, ™

These sheets will be stared here for the duration of the study and required time per the IRB after
_completion of the study.

Maintain Study Files: Principal Investigator agree to maintain a Study File that must be kept
for three years from the date the study Is closed (32 CFR 219.115(b) and that HIPAA
_authorizations wll| be retained for 6 years after the study is closed and provided to WRNMMC
upon request. PI acknowledges that research data are the property of the Command and will
not be removed without prior approval, When PI Is scheduled to permanent change of station

“(Pcé) or end of time in service (ETS}, study ‘records will be given to a new PI, the Department
B o+ - P U e e e

/or Human Biological Specir

If the study involves collecting, storing, or banking human specimens, data or documents
(either by the Investigator or through an established repository) for FUTURE research, address.
How the specimens/data will be used, where and how data/specimens will be stared (including
‘—""*ﬂshipp’ing-proceduresrstora*ge*pIan;“etc."),—wh'ethera'n‘cl'h'ow*consenrwill'bE'obtain'e'drpracedurea
that will fulfill subjects’ request as stated in theé consent, whether subjects may withdraw their
data/specimens from storage, whether and how subjects may be recontacted for future research
.| . and given the option.to decline, whether there will.be genetic testing-on the.specimens, who will -1 - o
have access to the data/specimens, and the linkage, the length of time that data/specimens will
be stored and conditions under which data/spectmens will be destroyed

N/A

List the statistical methods to be used to address the primary and secondary objectives, specific
aims, and/or research hypotheses. Explain how missing data and outliers will be handled in the
analysis. The analysis plan should be consistent with the study objectives. Include any sub-
group analyses (e.g., gender or age group). Specify statistical methods and variables for each
analysis. Describe how confounding variables will be cantrolled in the data analysis

Refer to section 11.2 and 11.3 for statistical consideration.

11.2 Sample Size Estimation:

In a previous randomized placebo-controlied study of the effect of Bupivacalne extended-release
liposome Injection In patlents undergoing hemorrhoidectomy, the mean (standard deviation) for
the total amount of oploid rescue medication {in morphine equivalents) for the bupivacaine and

placebo groups were: :

Time post-surgery Bupivacaine {long acting) 1.3% Placebo

through 12 hours 6.2(8.2) 14.7(10.7)

through 24 hours 11.3(11.8) 20 (13.5)

through 72 hours 22,3 (21.0) 29.1 (20.7)

Controlling the probabllity of a Type I error at alpha = 0.05, a sample of 21 subjects per group
(total of 42 subjects) would have 80% power to detect an effect size similar to what was seen In
the Gorfine study at 12 hours: Far the difference seen at 24 hours, a total of 70 subjects would
be required, and for the 72 hour difference, a total of 300 subjects would be required.

In the Gorfine study, the overall pain level for the entire 72 hour perlod was reported as 141.8
for the bupivacaine group compared to 202.5 for the placebo group. The common standard
deviation is assumed to be 104.3. This corresponds to a 30% improvement in pain from placebo.
Controlling the probability of a Type I error at alpha = 0.05, a sample of 48 subjects per group




‘would have 80% powerito detect a simllar difference in pain scores (fotal of 96 sub;ects)
fAHowmg for a 20% dropout rate, of up to 120 subJects wall be recru;ted for the study

- 11,3  'Data Analysis Plan:

1. As per the CONSORT guidelines for randomized controlled trials, a patient flow diagram
will be presented to describe recruitment, excluslons, randomization, dropouts, Ioss to
follow-up and subjects included in the analysis.

2. Distributions of continuous data will be examined for normality using the Shapiro—WlIk

———————————— wefe oo tegt-and-histograms, -Baseline demographic and clinical characteristiesfor the - v woeomeomeeed s L

: buplvacaine alone and bupivacalne plus Exparel® groups will be presented using means :

T e yith stahdard deviations for normaliy dlstnbuted data medlans ‘with |nterquartlle ranges

R l_'_'.'or COUntS Wlth proport;ons e e SSLTT Il - S — i (TR U g oo O B

3. Blinding will be described using the proportion of surgeons who guessed carrectly.
-4, The-primary-outcome of interest-is the subject’s vaginal pain score on-a numerical rating——--{ - s e
scale from 0-10, completed preoperatively, and on postop day 1, 2, 3. Postoperative day
one will be the same for all patlents, defined as the day after surgery. This will be the
same regardless If patients are discharged home the same day of surgery or stay
overnight. Groups will be compared using generallzed estimating equations (GEE), with
the within subject factor ‘time’ and the between subject factor, treatment. Additional

confounders-may-be-added-to-the-model-to-include type.of-surgery_{vaginal-alone vs.

vaginal+abdominal) pain medication use, and age. It is assumed that pain levels will

~ differ between groups through postop day 1, and then approach simllar levels by days 2

and 3, Pain scores for day 3 will be analyzed separately and compared using the

Wilcoxon rank:sum test. Abdominal pain scores will be analyzed using the same methods.

5. A secondary aim will be additional pain medications used, converted to morphine
equivalent levels, as of each postop period (i.e. day 1, day 2, day 3). Postoperative day
one will be the same for all patients, defined as the day after surgery. This will be the
same regardless If patients are discharged home the same day of surgery or stay
overnight. Groups will be compared using a GEE model as specified abova,

6. To fulfil our third aim, voiding outcomes will be compared between groups using Fisher's

I _exacttest,

7 A fourth aim to be exploreci W|II be the lmpact of pain on quai:ty of life based on a ratlng
scale from 0-10, completed on admission, and on postoperative day 1, 2, and 3.

‘12,1 Subject Populatio

Female, DEERS ellgible subjects over the age of 18 who receives care at WRNMMC to undergo
surgery for posterior colporrhaphy at the Urogynecology Service.

The maximum number of subjects that will be enrolled/consented at WRNMMC is 120 individuals.

M o-17

v 18-24
[ 25-34
¥ 35-44
V! 45-54




[ Male o
Jvi Female

124 5 ecial _'é'a'_t'eééri'e_é_: -

[~ Minors /Children - “You must also consider the requirements of 45 CFR 46 Subpart D and
DoDI 3216.02, Enclosure 3, paragraph 7.d.”

J¥ students :

v Employees Civilian - “You must also consider the requirements of DoDI 3216.02, paragraph
L Fe i - SV - e e e e

r'} Employees - Contra;tqr__ S
_[iResident/trainee o

IV Cadets /Midshipmen - “You must also conslder the requlrements of DoDI 3216 02 Enclosure

.3,.paragraphs.Z.e.and 12,7 _ . .. . e e e e e

i"_'? Active Duty Mllitary Personnel - “You must also conslider the requlrements of DoDI‘ 3216.02,
Enclosure 3, paragraph 7.e.’

{¥} Wounded Warriors - "Depending on your intended subjects’ status, you may also need to
consider the requirements of DoDI 3216.02, Enclosure 3, paragraph 7.e.”

{7 Economically Disadvantaged Persons - “You must also consider the requirements of 32 CFR

219.111(b).”
I} Educationally Dls_advantaged Persons - “You must aEso con5|der the requirements of 32 CFR
219.111(b).”
f"s Physically ChalEenged (Physical chailenges include visual and/or audltory 1mpalrment)

[ Persons with Impaired Decisional Capacity - “*You must also conslder the requirements of 10
UsC 980.”

" prisoners - “You must also consider the requirements of 45 CFR 46 Subpart C and DaDI
3216.02, Enclosure 3, paragraphs 7.b. and 7.c.”

{7 Pregnant Women, Fetuses, and Neonates

T NON=ENGIISh SPEAKEIS — - o e

™ International Research involving Foreign Nationals - Headquarters Review is necessary

125 _"___:'tnd_li.l'si'p:_i_'__Crite_ria_': ; :3: ':' :

Females >18 years of age
1
2 patients are DFERS eligible health care beneficiaties.
Patients undergoing Urogynecologic surgery involving the posterior vaginal wall
mucosa or muscularls including posterior colporrhaphy at Walter Reed National
3 1
Military Medical Center.
Patients must be able to read and understand written English or have an-.
4 appropriate certified medical translator avallable,

Known allergy to amide local anesthetics

Unstable cardrac arrhythmia




3 Hepatic impairment (including but not limited to patients under the care of their
physiclan for severe Hepatic disease, cirrhosis or hepatic cancer)
Known pregnancy at time of surgery (pregnancy test morning of surgery if
4 apphicable)
Regular Qse oF narco.tif.:“b;iﬁ medication, defihed as use on most days of week at
5 any time in the three months prior to surgery
6 Slgnlflcant hlstory of opzosd or alcohol abuse or addacnon (reqwrmg treatment)
L . Concurrent pam management requnrmg the use of ep|dural anesthesna .

All female subjects 18 years of age or older eligible to receive care at WRNMMC and who are

1~ -scheduled-to undergo surgery with the Urogynecology Service will be screened-for potential -
recrultment in our locally injected anesthetic postsurgical pain medicine trial prior to their pre-
operalive appointment. The Urogynecology Service surgical calendar will be reviewed for any
upcoming surgeries that involve a posterior colporrhaphy under general anesthesia. The Walter
Reed S3 operating room scheduling system will be reviewed to confirm the planned

procedures. Those subjects who meet inclusion criterla for the study will be recruited at the time
of their pre-operative visit. Discussion of the study will occur after the surgical consent form for
the scheduled surgery has been signed and when diSCUSSIOn of postwoperatlve pam management

‘is addressed.--Consents will-be signed-at that time: T S
*These functions will be perfomed by the PIs and Als who are health care providers here at
WRNMMC, *

All discussion of the study will take place afier the clinical appointment has ended.

132" Recruitment Process:

Refer to section 13.1 for more information regarding recruitment process.

All discussion of the study will take place after the clinical appointment has ended.

133 Compensation for Participation:

There is no monetary payment for joining the study

| 134 Eligibility Assessment Process:

Refer to section 13.1 for more information regarding recruitment process.

Are you requesting a waiver or alteration of Informed consent?
' Yes & No

Please explain the consent process:




Informed Consent Process | ' A

Discussion of the study will occur after the surgicat consent form for the scheduled surgery has
been stgned and when discussion of post-operative pain management s addressed, Study
participants will review the study consent form in detail with the member of the surgical team or
__the Associate Investigators, in the study. The subject will be glven a copy of the signed cansent
and a copy will remain on file in a locked cabinet in the Urogynecology Clinic. Regardless of the
decision to participate in the study or which treatment group assignment, all subjects wiil have
| the same options for post-operative pain medications. Subjects may choose to leave the study
_ at any point during the study without consequence. They will stil receive the same high
standard of care from our Service. There will be no additional time spent under anesthesia as

result of being enrolled in our study. . S R

_On the day.of surgery, the operating surgeon and.team will meet with subject prior to.the. . ...

__administration of anesthesid, review the opéerating plan and the.consent for enroliment in our.

study. We will review our requnrement to contact the sub;ect on day one, two, and three, Any

from the study at this time if desired.

__last minute guestions can be answered for the subject’s understanding and she may \ withdraw - |

13 6 DoDI 3216 02 requlres an ombudsman to be present' durlng recru:tment brlefmgs when research

appllcable, you may nommate an m:_ wdua! to serve as the ombudsman. :

- 'mvolves great“r‘than mlnlmai rlsk and recru:tment" of“Ser\nce membefs occurs na group setting. I

{" Propose ombudsman

113.7 Withdrawal from Study Participation: = .

|___Explain the.process far.withdrawal and specify. whether-or-notthe.subjects will. be given the . ... ..} -

opportunity to withdraw their data their data/specimens in the event they wish to withdraw from
the study ‘

On the day of surgery, the operating surgeon and team will meet with subject prior to the
administration of anesthesia, review the operating plan and the consent for enroliment in our
study. We will review our requiremeant to contact the subject on day one, two, and three, Any
last minute questions can be answered for the subject’s understanding and she may withdraw
from the study at this time if desired. Withdrawal from the study will not cancel scheduled
surgery. Subject can declded to withdraw from study participation at any time by Informing the
PI or research staff via phone, in-person, in wiriting, or electronic mail.

R ks 'o_f.-lfjlhrm:

Identify all research-related risks of harm to which the subject will be exposed for each research
procedure or intervention as a result of participation in this study. Consider the risks of breach
of confidentiality, psychological, legal, soclal, and economic risks as well as physical risks, Do
not describe risks from standard care procedures; only describe risks from procedures done for
research purposes

Potential risks associated with participating in this study are the risks assoclated with the drug itself,
which is FDA approved for surgical site anesthesia’3. We will not be utilizing more than 20mL of local
injectable buplvicaine in either group. Either 20mL of 0.25% plain bupivacaine or combined 10 mL of
0.25% plain bupivacaine plus 10mL (266 mg) volume of the 1.3% long-acting liposomal bupivacaine
in our study. An anesthesiologist will be monitoring the subject’s vitals (subject will still be under

anesthesla) during the injection of the study medications and while in the immediate post-operative




period to evaluate for possible acute allergic reaction. The surgeon wﬁi be alerted immediately of an
change per Walter Reed protocol.

The safety of Exparel® was evaluated in ten randomized, double blind, local administration into the
surgical site clinical studies involving 823 patients undergoing various surgical procedures. Patients

_ were administered a dose ranging from 66 to 532 mg of Exparel®1.3%, In these studies, the most
comman adverse reactions (incidence greater than or equal to 10%) following Exparel®
administration were nausea, constipation, and womiting. The common adverse reactions {incidence
greater than or equal te 2% to less than 10%) following Exparel® administration were pyrexia,
dizziness, edema peripheral, anemia, hypotension, pruritus, tachycardia, headache, insomnia,
anemia postoperative, muscle spasms, hemorrhagic anemia, back pain, somnelence, and procedural
pain. .

- Risks are associated with any surgery to include Infection.. If subject experiences a fever greater than
- 100.47F,. increase In.redness or swelling to the surgical site or an increase in discharge, she should....|-

contact the surgeon immediately or go to the emergency room. We wiHl not be deviating from
. standard operating pracedures for the subject’s surgery.

i

The principal investigator will keep all research records. The records may be looked at by staff fram
the Walter Reed (WRNMMC) Department of Research Programs, the Waiter Reed (WRNMMC)
Institutional Review Board (IRB), the DoD Higher Level Review, and sther government agencies,
such as the Food and Drug Administration (FDA?, as part of their duties.

These duties include making sure that the research participants are protected. Confidentiallty of all
records will be protected to the extent possible under-existing regulations and laws but cannot be
guaranteed. Complete confidentiality cannot be promised, particularly for military personnel, because
information bearing on-subject’s health may be required ta be reported to appropriate medical or
command authorities. Information about the code will be kept in a secure location and access
limited to authorized research study personnel.

| . 7 - Measures to Minimize Risks of Harm (Precautions, safeguards):... = -

For each research pf‘ocedure or intervention, describe all measures to minimize and/or eliminate
risk of harms to subjects and study personnel

1. Safety Monitoring Plan

We will be placing a sticker label in every subject’s surgical chart identifying her as a participant
in our study and they are NOT to receive any additional local anesthetic for 96 hours. TFhis is to
ensure subject does not recelve more than recommended dose in 96 hours.

We will also be counseling subjects at thelr pre-operative appointment and prior to discharge
frome on the signs of infection (fever, increased operative site paln, purulent discharge), which is
a risk of any surgery in the urogenital tracts {clted as 2.4-7.7% with all clean-contaminated
surgerles). All subjects will receive operative antibictics as indicated. All subjects will be glven
written instructions for standard post-operative care on their discharge paperwork along with
phone numbers to contact the Urogynecology Division, the Gynecology on-call physician and the
Walter Reed Emergency room if any concerns arise. Subjects will be questioned at each
interaction regarding the concern for infection and evaluated as soon as possible, as is
customary in our Service.

Our surgical technique and choice of antibiotics for our subjects wilf not be changed based on
their enrollment in the study. The only difference is the injection of either plain bupivacaine
versus bupivacaine plus Exparel®.

2. Safety Analysis Plan

We will perform an Interim analysis after 30 subjects to assess safety. Discontinuation or
temporary suspension will be discussed with safety monitor, research team and investigational
pharmacy if we see an Infection rate of 15% higher than the typical surgical infection rate of 2.4-
7.7% (clean-contaminated surgeries) at this interim analysis and this will be reported to IRB
within the required time frame.




__ Describe in detall the plan_te maintain confidentiality of the research data, specimens, and
records throughout the study and at its conclusion (e.g., destruction, long term storage, or
banking). Explain the plan for securing the data (e.g., use of passwords, encryption, secure
servers, firewalls, and other appropriate methods). If data will be shared electronically with
other team members/collaborators outside the institution, describe the method of transmission
and safeguards to maintain confidentiality. Explain whether this study may collect Information

__that State or Federal law requires to be reported to other officials or ethically requires action, e. |

I~ subject data will be stored in a locked cabinet in an office in the Urogynecology Division clinic,

“Will be kept on a computer in the Urogynecology office that i$ password protected. All data will

g., child or spouse abuse

Building 9. A master list of subjects’ full names and the last four of their social security number
be recorded on a government issued computer excel database that is password and CAC card
protected. Once a patientis enrolled in the study, the PI or Als will assign a subject identifier
(001, 002, 003, etc) and enter this Identifier on the data sheet. All data sheets will be collected
at the completion of each surgical day and placed in the locked cabinet.

_ shredded and disposed in a HIPAA compliant-recepticale per WRNMMC protocol. The combined
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rhedata sheets, data files and master code Wil be held for a minirum of tiree years and then

informed consent dacument with HIPAA Authorization will be held for a minimum of 6 years and

..then-shredded-and disposed in a HIPAA compliant recepticale per WRNMMC-protocol. The - oomov o

Principal Investigator will be responsible for destroying this Information.

*All electronic data will be deleted from the computer and then the trash bin after the mandatory
storage time.*

Describe any real and potential benefits of the research to the subject and any potential benefits
to a specific community or society

If the individuals in the research are considered experimental subjects (per 10 USC 980), and
they cannot provide thelr own consent, the protocel must describe the intent to directly benefit

all subjects

Subjects may benefit by having a decrease in the postsurgical pain, pain medication use,
decrease risk of opioid associated adverse effects, and improved quality of life.

> privacy for

Describe the measures Lo protect subject’s privacy during recruitment, the consent process, and
all research activities, etc.

The subject’s privacy wlill be protected by performing all study procedures in a private room; this
includes obtalning consent and medical history, performing exams, and test. The only personnet that
will be present will be the study investigators, research coordinator, and staff, such as nurses, who
will perform procedures under the direction of the study investigator. The subject and his or her
family member(s) or spouse will be made to feel at ease by limiting the number of personnel present
and encouraging the subjects to ask guestions and notify the staff if he or she Is uncomfartable in

any way.




- Incidental or Unexpected Findings: - . ..

Describe the plan to address incidental findings and unexpected findings about individuals from

" screening to the end of the subject’s participation in the research. In cases where the subject
could possibly benefit medically or otherwise from the information, state whether or nat the
results of screening, research participation, research tests, etc., will be shared with subjects or
their primary care provider. State whether the researcher is obiagated or mandated to report
results to appropriate military or civillan authorities and explain the potentlal impact on the
subject

Participants-will-be informed of-any incidental findings.-Depending on the type of Incidental finding;

==the participant-may-be-centacted-by-phone.-In-the-case of a potential serious emergency,-the-Pl.or- [ o.mmms
designee will be responsible for Informing the participant right away. Participants will not have an

--option to decline receiving information-about an incidental finding. A quaiified person {usually.a. . | e
member of the research team) will talk with the participant if there is an incidental finding, The
participant will be referred to an appropriate doctor for further evaluation.

Describe the plan to monitor the data to verify that data are collected and analyzed as specified
in the protocol. Incude who will conduct the monitoring, what will be monitored and the
frequency of monitoring

The PI and associate mvestlgators will conduct a weekly review of the data sheets.

Durmg the revlew, they will assess the data sheets for compietlon to ensure patlents have been
contacted and pain scores, QOL scores, number of remianing medication have been recorded for days
1,2, and 3.

| 15.2 ‘Safety Monitoring Plan:

Describe the plan to monitor the data to ensure the safety of subjects

We will be placing a sticker label in every subject’s surgical chart identifying her as a participant
in our study and they are NOT to receive any additional local anesthetic for 96 hours. This Is to
ensure subject does not recelve more than recommended dose In 96 hours,

We will also be counseling subjects at their pre-operative appointment and prior to discharge
home on the signs of infection {fever, increased operative site pain, purulent discharge), which is
a risk of any surgery in the urogenital tracts (cited as 2,4-7.7% with all clean-contaminated
surgeries). AH subjects will receive operative antibiotics as Indicated. All subjects will be given
written instructions for standard post-operative care on their discharge paperwork along with
phone numbers to contact the Urogynecology Division, the Gynecology on-call physician and the
Walter Reed Emergency room if any concerns arise. Subjects will be questioned at each
interaction regarding the concern for Infection and evaluated as soon as possible, as is
customary in our Service,

Our surgical technique and choice of antibiotics for our subjects will not be changed based on
their enrollment in the study. The only difference is the injection of either plain bupivacaine
versus bupivacaine plus Exparel®.

 Yes &% No




_ 1 by.submitting-an-adverse-event-report-to-the- IRB-via-IRENet.—Forprotecols-invelving

Consult with the research office at your institution to ensure requirements are met

« Describe plans for reporting expected adverse events, Identify what the expected adverse
events will be for this study, describe the likelihood (frequency, severity, reversibility, short term
management and any long term Implications of each expected event) '

« Describe plans for reporting unexpected adverse events and unanticipated problems, Address

unanticipated problems will be reviewed to determine if any changes to the research protocol or

~how unexpected-adverse-events will be-identified;-who will report; how often-adverse-eventsand- |~~~

""onsent form are needed and the scale that W|EI be used to grade the severlty of'the adverse R
el eVent____I. e e L » A —

Report CR is generally performed on a 12-month cycle. More frequent Progress Reports may be
. required at the discretion of the IRB,

Serlous Adverse Events: The PI, within 24 hours, must report all related or possibly-related AND
serious adverse events (SAE) occurring in subjects enrolled at WRNMMC . This is accomplished

- -Expected adverse events which -are not serious are reported on the Continuing-Review-(CR) Progress| - -~ eoee

lnvestlgatlonal drugs ar devices, the investigator must aiso report a serious adverse event to the
spansor of the IND or IDE immediately {within 24 hours), Serious adverse events must be
__reported even if the PI believes that the adverse events are unrelated to the protocol,

Unexpected (but not serious) adverse events occurring in subjects enrolled at WRNMMC which, in the
apinion of the PI, are possibly related to participation AND places subjects or others at a greater risk
of harm that was previously known or recognized in the protocol must be reported by the PI within
24 hours of discavery by email or phone to the IRB and the Research Manitor. A follow-up written
report within five business days to the IRB and the Research Monitor through IRBNet is required.

and Research Monitor via emall or telephone within 24 hours of discovery and a written follow up
report within five business days.

When a deviation occurs, the investigator shall report the occurrence to the IRB. The investigator is
required to make the determination whether the deviation meats the criteria for an unanticipated
problem Involving risks to subjects or others. The IRB Chair or IRB staff member shall also make the
determination if the protocol deviation meets the definition of an unanticipated problem Involving
risks to participants or others. If the IRB Chalr or IRB Staff member determines and documents that
the deviation is an unanticlpated problem Involving risks to subjects or others or the deviation
resulted from serious or continuing noncompliance, the IRB staff member shall place the deviation on
the agenda of the next available IRB meeting for review, If the IRB Chair or IRB Staff member
determines and documents that the deviation is not an unanticipated problem involving risks to
subjects or others, the IRB Chair or staff member shall acknowledge the submission and complete
the review through an administrative review procedure,

As a reminder, according to DoDI 3216.12 (November 8, 2011}, the IRB shall approve an
independent research monitor by name for all DoD-conducted research involving human subjects,
determined by the IRB to involve more than minimal risk to human subjects. Additionally, the
research monitor may be identifled by an Investigator or appointed by an IRB or 10 for research
Involving human subjects determined to involve minimal risk,

The research manitor may perform oversight functions and will report their observations to the IRB
or a designated official. The research monitor may discuss the research protocol with the
Investigators, interview human subjects, and consult with others outside of the study about the
research. The research monitor shall have the authority to stop a research protocol in progress,
remove individual subjects from a research protocol, and take whatever steps are necessary to
protect the safety and well-being of human subjects until the IRB can assess the monitor’s

report. Research monitors shall have the responsibility to promptly report their observations and
findings to the IRB or other designated official. The research monitors shall have expertise
consonant with the nature of risk(s) identified within the research protocel, and they shall be
independent of the team conducting the research Involving human subjects.

_Unanticipated_problems involving risks to.subjects_or_others (UPIRTSQs) must.be reported to the IRB). .

"__Eqﬂipm&:'nt'/_hb' -FDA Regulated Devices




[V: Drugs

[ Dietary Supplements 777
I Biologics
[} Devices

™ N/A
j -

18.2° DrugDetails:. .

[V, Are-drug(s) in this research being used in accordance to the approved labeling?
[t Are drug(s) in this research being used in a manner other than its approved fabeling?

When adding a drug indicate in the details sectlon of the drug if the use is either used in
accordance to the approved labeling or in a manner other than it's appraved fabeling

Trade Drug
Name:

Generic Drug
=
Name:

Investigational
Drug Name:

Trade Drug Name

Generic Drug Name' :

Investigat:onal Drug Name:

Identlfy the name of the
manufacturer or source of
lnvest:gat:onai drug/brolog;c..

IND detalls

If FDA Approved and an IND s
not required, Please provide a.
ratlonale for exemption:. s

Exparel

Yes

! Exparel

Pacira Pharmaceuticals

Is the drug suppiled at no cost? Yes
Is the Drug FDA Approved Yes
Is thls a hew drug or a new

use of an already approved No
drug

Is an IND necessary No
IND Number

Who holds the IND N/A

No

Drug approved by FDA and utilized at WRNMMC already.




e Are you currently using this
g 'IND in another research-
prOJect'P ;- :

Dose Range,

Frequency

Route of admlnistratlon"

W|II the |nvest|gatlonal '
pharmacy be dlspenslng‘-’. S

If the source |s not_ a FbA.
T licensed facllity, pr

rregarding the purity,
stablility and sterility of the
'anvestlgationai drug/b]olognc

If yes, Irst the IRB Numb r(s)

o

Identlfy who will be prep
vest|gatlonal drug - :
/blologrc for admmlstratlon and
describe in detall how it will be

Drenared """

Investigational pharmacy

,Indicatlon(s) unde
. Investlgatlon '

'W_ _ere will the drug be stored

Drug Storage Restrictions
(includlng temperature, etc.-):

Adm[nlstration Instructmns

Possuble Untoward Eﬂ’ects,
‘Therr Symptoms & Treatment |

Potentral or Actual Antidotes
for Excessive or Adverse Drug
Effect:

Contraindications and
Interactlons If Known

Inveshgators Authorized to
Prescrlbe : : i

Name:

Generic Drug
=
Name:

Investigational
Drug Name:

Trade Drug Name.

Trade Drug Marcaine

I N/A

| Investigational pharmacy

Katherine Dengler.

Yes

Marcaine

Generac Drug Name'

Identlfy the name of the
manufacturer or source of .
investlgatlonal drug/btologlc

he drug supplled at no cost7

Is he Drug FDA Approved

Is this a new drug or a new
use of-an already approved
drug -

Is an IND necessary

IND Nurnber

-Investigatlonal Drug Name:

No

Hospira

Yes

o Yes

No

Na




1 Who holds the INDf
IND c!etalfs '

not required, Please provide a
rationa!e for exemption;

IND in another research
prOJect? ;

! If yes, !Ist the IRB Number(s)

Dose Range:

If FDA Approved and an IND is

Are you currently ‘using this
No

Route of adm:mstratlon

Drug approved by FDA and utilized at WRNMMC already.

Will the mvest!gatlonai
pharmacy be dlspensmg?

If the source is riot a FDA -
licensed facility, provide detalls
regarding the purity, quality,

stabliity and sterllity of the,
mvestlgatlonal drug/blologfc

the investigational drug
/biclogic for administration and
describe in detail how it will be
prepared: . .

Indication(s) under
Investigation:

Drug Storage Restrictions
(including temperature, etc )'

Admlnistrat!on Instructlons

Possible Untoward Effects
Thelr Symptoms & Treatment:

Potential or Actual Antidotes:
for Excessive or Adverse Drug
Effect:

Confraindfeations and
Interactions, If Known:

Investigators Authonzed to
Prescrlbe

Where will-the-drug be stored - -

Identify who WIEI be. preparlng N B

Investigational 'Pharmacy T T S T e

Katherine Dengler.

18.4 Reporting Requirements for FDA-regulated research under IND and IDE:

Describe the process for complying with FDA regulatory requirements for adverse event
reporting and adverse device effects reporting to the sponsor

N/A

185 Sponsor (organization/institution/company):

Vi N/A

If apptlicable, provide sponsor contact information:
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_.Consent for Voluntary-Participation in a Research Study Entitled: Efficacy of . .. e
Injectable Local Anesthetics on Postsurgical Analgesia Following Posterior
Colporrhaphy: A Prospective, Randomized, Double-Blinded Trial

Principal Investrgator

— e MAJ(P)-Katherine-- Dengler; MG;-
Female Pelvic Medicine and Reconstructlve Surgery Fellow (Post GraduateYear -6).. ..

OB/Gyn Department, Division of Female Pelvic Medicine and ReconstruCtlve Surgery
T U Office: (301)400-2468; Cell (352) 262-6861 ! ST
Walter Reed National Military Medical Center

Study site: _X_WRNMMC, _ FBCH, USUHS,  WRAIR, __ NMRC,  JPC,
__OTHER

S A-description of this clinical trial-will be available on—---- - -
http://nvrw.ClinicalTrials.gov, as required by U.S. Law. This Web site will not
include information that can identify you. At most, the Web site will include a
summary of the results. You can search this Web site at any time.”

Are you participating in any other research studies? Yes No

1. INTRODUCTION OF THE STUDY

You are being asked to be in this research study because you are scheduled for surgery
involving the posterior wall of your vagina with the Urogynecology Setrvice at
WRNMMC.

Taking part in this study is voluntary. You may choose either to take part or not to take
part in the study. If you decide to take part in this study, you may leave the study at any
time. No matter what decision you make, there will be no penalty to you and you will not
lose any of your benefits to which you are otherwise entitled. Leaving the study will not

Page 1 0f 13




i "IRB NUMBER: WRNMMC-2018-0150
Y | IRB APPROVAL DATE: 04/15/2020

e DoD

Protocol No. 11111
Current Version: 1.4
Date: March 10, 2020
affect your medical care. Please read the information below, and ask questions about
anything you do not understand, before deciding whether to take part in the study, '

. decision to continue participation, you will be informed.

- - |f significant-new.findings develop. during the.course of this study.that..mayurelate,,toﬁyour. B

2. PURPOSE OF THE STUDY:

The purpose of this study is to learn how well the treatment drug works on controlling
pain following surgery. A numbing medication either a short-acting local anesthetic -
solution, bupivacaine or a combination of both bupivacaine plus a long-acting local
anesthetic solution, Exparel® will be injected into your vagina while you are under

—anesthesia-in-the-eperating-room-prior-to-the-start-of-your-Uregynecelegic-surgery-
Participation in our study will not increase the amount of time you spend under
anesthesia. We will also be studying how much pain medication you used to control

- your post-surgery pain during the first three days after your surgery, whether you have 7

any pain associated with bowel movements, and whether or not you had any difficulty
with emptying your bladder.

This study involves the use of FDA approved-drugs bupivacaine and Exparel®, a long-
acting liposomal bupivacaine injection. This means that the drug has been approved by

-~ the-Food & Drug-Administration-(FDA) for treatment of post-operative pain for surgeries ———— - -

involving soft-tissue and is currently being used at WRNMMC as one of many options
available from our pharmacy. While the drug has not been studied extensively in
surgeries such as the one you are scheduled for, it has been studied in numerous other
surgical procedures. The same operating techniques will be used regardiess of study
enrollment.

3. PROCEDURES TO BE FOLLOWED:
As a subject, you will undergo the following procedures:
Screening: You have been selected for our study because you are scheduled for
surgery involving your posterior vagina (back wall of the vagina). We have ensured that
you do not have any of the following conditions:

* Known allergy to amide local anesthetics

» Unstable cardiac arrhythmia also known as unstable irregular heart rate
*  Known liver impairment
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« Known pregnancy at time of surgery (a pregnancy test will be done the

morning of surgery if applicable)
» Regular use of narcotic pain medication, defined as use on most days of

e . Week at any time in the three.months _prior.to surgery.- S

+ Significant history of opioid or alcohol abuse or addrctlon (requrr;ng
- treatment)

pharmacy on the day of your surgery; Group A or Group B. Randomization is a process
like flipping a coin and means you will have a one in two chance of being assigned to
either group. Both groups will receive an injection into the vagina at the beginning of

"+ Concurrent paln management requiring the use of epadural anesthes:a

As a research SUbJ@Ct you w:lt be randomly aSS|gned to one of twe groups by the '

- YOI SUFG EFY-iR-the-operati ng-roem:

‘vagina atthe begtnnlng of surgery.

« Group B, will receive a combination of the short acting bupivacaine and
the long-acting liposomal bupivacaine injection (Exparel®), injected into
the vagina at the beginning of surgery.

Neither you nor your surgeon will know which Group you are assigned to. You will have

-——————a-50%-chance-of-being in-either-group:- We use-short-acting -bupivacaine routinely-in-our—-—-—----

surgeries. You will not be under anesthesia longer as a result of choosing to participate
in our study. As standard of care, no other portion of your surgery or post-operative care
will be different or experimental. You will receive the same post-operative pain
medications, regardless if you are Group A or B or if you choose not to participate.

On the day after surgery, you be asked to rate the pain in your abdomen and vagina
using an 11-point visual analog scale. We will keep track of how much pain medication
you use after your surgery; any pain with bowel movements and any difficulty emptying
your biadder after the bladder catheter is removed. We wilt contact you on days two and
three after your surgery, either by phone or through email (Relay Health) and ask you
once again to rate your pain using the same visual analog scale. We will aiso ask you
four quality of life guestions using the visual analog scale along with a count of how
many pain tablets you have used since your surgery. You will have the same post-
operative appointments regardless of study participation or if you choose not to
participate. Providers from the Urogynecology Setrvice will be available at any time to
discuss your post-operative care, pain issues or any medications questions (other than
study group assignment).
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This study is a double blind study, which means that neither you nor your study
investigator will know what medication you are receiving. In the event of an emergency,
there is a way to determine which solution you received.

_ 4. ALTERNATIVES TO PARTICIPATION:

-----EGhoosing not-to participate- in this study-is-your-alternative to participating for the-study.- - - .«

The medication involved in this study may also be available without the need for you to
volunteer to participate in this study.

You will be part of this study for three dany'L. During this time, you will be asked at three

—5—AMOUNT-OF-TIME-FOR-YOU-FO-GOMPLETE THE-STUDY- e

7 different times to rate your pain, quality of life questions and how much pain medication  ~

you have taken. This will be on post-operative day one, two and three.
6. NUMBER OF PEOPLE THAT WILL TAKE PART IN THIS STUDY

A total of 120 female subjects are expected to take part in this study.

7. POSSIBLE RISKS AND DISCOMFORTS FROM BEING IN THIS STUDY

There are risks, discomforts, and inconveniences associated with any research study.
These deserve careful thought. You should talk with the study investigator if you have
any questions.

There are adverse side effects associated with Exparel to include nausea, vomiting, and
constipation, occurring in 10% of patients. These are also common side effects
associated with any surgery and you will be treated appropriately. Exparel is intended
to cause numbness at the injection sites and surrounding areas for the duration of the
medication effect. This is similar to the how it feels while having your teeth numbed at
the dentist. This localized numbness is how this medication helps reduce pain.
Adverse reactions that can occur in 2-10% of patients following EXPAREL
administration include fever, dizziness, peripheral swelling, anemia (low blood count),
low blood pressure, itching, fast heart rate, headache, difficulty sleeping, muscle
spasms, back pain, sleepiness, and pain at injection site. If you have any concerns
during your post-operative course, please contact your surgeon.
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: Your post-operative pain will still be addressed and managed in the same manner,
i regardless of which study group you are assigned to.

7 Addrtronal risks are assocrated Wlth any surgery to mclude rnfectlon Ifyou expertence a
. fever greater than 100,4°F increase in redness or swelling to the surgical siteoran ~_ .~

N ——— S e

~increase in d|scharge please contact your surgeon or go to the Emergency Room.

or email via Relay Health. We will contact.you between the hours of 8 am and 8 pm for
information regarding your pain and the number of pain tablets you have used.

We WI[| contact you at home on post operatwe day one, two and three elther by phone

- Many-of-our-patients-are-having-a-hysterectomy-at-the-time-of-their surgery—lf-you-are
not scheduled for a hysterectomy and are still capable of becoming pregnant (have a

uterus and are NOT postmenopausal, that is, you are still having menstrual cycles), we

T “do not recommend becoming pregnant Tor six months following surgery. Thisisto
promote healthy surgical site healing. There are no human data studies to date which
have shown bupivacaine or Exparel® to cause birth defects or issues with fertility.

If you are a FEMALE OF CHILD BEARING POTENTIAL wishing to participate in this
research study, you must understand that Exparel® might be harmful to (1) an unborn

- - —-child-if you-are pregnant;-or-(2)}-an-infant if you-are breast-feeding.—Therefore;-you-may
not be pregnant and will take a pregnancy test before you participate in this study on the
morning of your surgery. You must also agree to take precautions to prevent pregnancy
during the course of this study due to the possible severe harm the drug/procedure may
cause your unborn child. The only completely reliable methods of birth controf are total
abstinence or surgical removal of the uterus. Other methods, such as the use of
condoms, a diaphragm or cervical cap, birth control pills, IUD, or sperm killing products
are not totally effective in preventing pregnancy. Also, you may not be actively breast-
feeding and participate in this study.

If you become pregnant or feel you might be pregnant, contact your provider and the
study investigator. Your surgery will be cancelled if you are pregnant.

8. POSSIBLE BENEFITS FROM BEING IN THIS STUDY:
You may benefit from taking part in this study because you may experience less post-
operative discomfort, require less pain medication and have a decreased risk of adverse

side effects from narcotic medications. Better long-term pain control may lead to less
stress, less interference with normal activity, and improved sleep. The information we
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learn will help us learn about providing better pain relief after surgery in the posterior
aspect of the vagina. The information we learn will help us learn about providing better
pain relief after Urogynecologic surgery.

”""'9 CONFIDENTIALITYIPR!VACY OF YOUR !DENTITY AND YOUR RESEARCH

The principal investigator will keep your research records stored in a locked cabinet
(hard copies) in a locked office and stored on a password-protected CAC enabled
computer. These records may be looked at by staff from the Walter Reed (WRNMMC)

_the Food and Drug Administration (FDA), as part of thelr duties.

Department-of Research-Programs;-the-Walter-Reed-(WRNMME}-Institutional-Review
Board .(IRB), the DoD Higher Level Review, and other government agencies, such as

These duties include making sure that the research subjects are protected.
Confidentiality of your records will be protected to the extent possible under existing
regulations and laws but cannot be guaranteed. Complete confidentiality cannot be
promised, particularly for military personnel, because information bearing on your health
may be required to be reported to appropriate medical or command authorities. Your

~-research records-may be disclosed outside-of WRNMMC, but in-this-case, only-a-unigue------——-

code number will identify you. Information about the code will be kept in a secure
location and access limited to authorized research study personnel. '

By signing this consent document, you give your permission for information gained from
your participation in this study to be published in medical literature, discussed for
educational purposes, and used generally to further medical science. You will not be
personally identified; all information will be presented as anonymous data. So, your
name will not appear in any published paper or presentation related to this study.

This research study meets the confidentiality requirements of the Health Insurance
Portability and Accountability Act (HIPAA).

The purpose of this research study is to obtain data or information on the safety and

effectiveness of Exparel; the results will be provided to the Food and Drug
Administration and other federal and regulatory agencies as required.
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" 10. CONDITIONS UNDER WHICH YOUR PARTICIPATION IN THIS STUDY MAYBE

“STOPPED WITHOUTYOURCONSENT "~ =~~~ = ="

: f-Your-taking part.in this study-may-be -stoppedwithodtyour. consent.if remaining inthe. ... ..o

study might be dangerous or harmful to you. Your taking part in this study may also be
stopped without your consent if the military mission requires it, or if you lose your right
to receive medical care at a military hospital.

—TFhe-study-investigater-may-alse-withdraw-you-fram-the-study-and-the-study-medieation
may be stopped [if applicable], without your consent for one or more of the following

reasons

'« Failure to follow the instructions of the. study staff.

« The study investigator decides that continuing your participation could be
harmful to you.

« Preghancy.

« The study is cancelled.

« Other administrative reasons.

—— e ———e—(Jnanticipated circumstances; - T s s e

11. ELIGIBILITY AND PAYMENT FOR BEING IN THIS STUDY

You will not receive any payment for being in this study.
12. COMPENSATION IF INJURED AND LIMITS TO MEDICAL CARE

You will not receive any compensation (payment) if you are injured as a direct resuit of
being in this study. You should understand that this is not a waiver or release of your
legal rights. You should discuss this issue thoroughly with the study investigator before
you enroll in this study.

Should you be injured as a result of your participation in this study, you will be given
medical care for that injury at no cost to you.

Medical care is limited to the care normally altowed for Department of Defense health

care beneficiaries (patients eligible for care at military.hospitals and clinics). Necessary
medical care does not include in-home care or nursing home care. If you need to be

Page 7 of 13




wnes DoD
IRB NUMBER: WRNMMC-2018-0150
IRB APPROVAL DATE: 04/15/2020

@

Protocol No. 11111
. Current Version; 1.4
Date: March 10, 2020
hospltallzed you may have to pay the normal fees for subsistence (hospital meals), as
per standard regulations. .

--If-at any time you believe you have.suffered an injury.or.iliness as.a-result of ..o

__ Administrator, Department of Research Programs, at Walter Reed National Military

participating in this research study, you should contact the Human Protectlons

Medical Center at 301-295-8273

13 COSTS THAT MAY RESULT FROM TAKING PART IN THIS STUDY

There is no charge to you for taking part in this study.

14AF-You- DECIDE TO-STOP-TAKING-PART-IN-THIS- STUDY AND-THE

INSTRUCTIONS FOR STOPPING EARLY

i

~ You have the right to withdraw from this study at any time. If you decide to stop taking ™~~~ "~~~

part in this study, you should tell the study investigator as soon as possible. By leaving
this study at any time, you in no way risk losing your right to medical care and there will
be no penalty to you and you will not lose any of your benefits to which you are
otherwise entitled. Your post-operative pain will continue to be treated in accordance
with acceptable standards of medical treatment. We will keep and analyze aiready

—collected-data untilthe study closes to maintain-the-integrity-of our-study: - e

Should you choose to withdraw, you must notify the study team or principal investigator.
You will be given a short form to complete.

15. AUTHORIZATION FOR RESEARCH USE OF PROTECTED HEALTH
INFORMATION

The Federal Health Insurance Portability and Accountability Act (HIPAA) includes a
Privacy Rule that gives special safeguards to Protected Health Information (PHI) that is
identifiable, in other words, can be directly linked to you by your name, your Social
Security Number or date of birth. We are required to advise you how your PH! will be
used. This authorization is effective untit the end of the research study.

(1) What information will be collected?
For this research study, we will be collecting information about your pain level after your

surgery and any pain medications you took to treat this pain. We will be collecting this
information for three days after your surgery. We additionally will be coliecting basic
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data like your age, a weight and height calculation (BMI or Body Mass Index), date of
surgery, type of surgery, and any difficulty you had emptying your bladder after your
surgery. PHI data elements collected:

. Names
~«" “Dates including all elements (except year) directly related to an individual,

“including birth date, admission date, discharge date, and date of death

e Ages over 89 and all-elements of dates (including year) indicative of such-age, -« oo e

unless you will only request a single category of “age 90 or older”
+ Telephone numbers ,

- Social Security numbers (SSNs)

+ Medical record numbers

e——————and the- WRNMMGC-Institutional-Review Beard—~- - ———————

—Any-other-unigue-identifying-number-characteristie;-or- code»(DEERs—ID——ED.P.\.,
Rank) , . . . -

7 (2) Who may use your PHI within the Military Healthcare System?

The members of the research team will have access to your health information in order
to find out if you qualify to participate in this study, to administer research procedures, to
monitor your progress, and/or to analyze the research data. Additionally, your PHI may
be made available to groups such as the WRNMMC Department of Research programs

(3) What persons outside of the Military Healthcare System who are under the
HIPAA requirements will receive your PHI?

The study team has no plans fo share data outside of WRNMMC.
(4) What is the purpose for using or disclosing your PHI?

The members of the research team need to use your PHI in order to analyze the
information to find out whether the drug we are testing is effective and to monitor your

safety.

(5) How long will the researchers keep your PHI?

The research team in the Urogynecology Division will keép the research data for up to
three years after the end of the study. At that time all the information will be destroyed.

The master code, linking your study number with your personal identifying mformatlon
will be destroyed as soon as all data collection is completed.
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This consent form and HIPAA authorization will be maintained for a perlod of six years
after the study is completed

(6) Can you review your own research mformatmn"

"~ You will not be abie to look at your ‘research information until the study has ended.
(7) Is your hea!th mformatlon requested for future research studres"

No, your health information is not requested for future research studies.

————————(8)-Can-you-cancel this-Authorization?
Yes. If you cancel this Authorization, you will no longer be included in the research
cancellation unless you indicate otherwise. No further data will be collected.

If you want to cancel your Authorization, please contact the Principal Investigator in
writing:

- study. However, the research team will use the study information collected priorfothis =~~~

e e Katherlne,Dengler, MD; FAGGG v o e e D hn e e ime L o Se e e e At e e o ot oem < A+ o1\ et o A e e

MAJ(P), USA, MC

Department of Obstetrics and Gynecology/Division of Female Pelvic Medicine and
Reconstructive Surgery

8901 Wisconsin Ave

Bethesda MD 20889

(9) Does this Authorization expire?

Yes, it expires at the end of the research study.

(10) What will happen if you decide not to grant this Authorization?

If you decide not to grant this Authorization, you will not be able to participate in this

research study. Refusal to grant this Authorization will not result in any loss of medical
benefits to which you are otherwise entitled.

[

(11) Can your PHI be disclosed to parties not included in this Authorization who
are not under the HIPAA requirements?
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There is a potential that your research information will be shared with another party not
listed in this Authorization in order to meet legal or regulatory requirements, Examples

Review, the Food and Drug Administration, the Department of Health and Human

T services (DHHS) Office for Human Research Protections (OHRP), and the DHHS R

- Of persons who may.access your.PHl.include representatives of the.DoD-Higher.Level ...

--information would no longer be protected by the HIRAA Privacy Rule. -

(12) What else may you want to consider?

+ No publication or public presentation about the research described above will

“Office for Civil Rights. This disclosure is unlikely to occur, but in that case, your health

reveal—yeurwideﬂtit—y~witheutwanether—signed-Auther—izationnfrom—yeu.

« Ifall mformatlon that does or can ldentify you is removed from your health

“information, the remaining de-identified information will no longer be subjectto

this Authorization and may be used or disclosed for other purposes.

+ In the event your health information is disclosed to an organization that is not
covered by HIPAA, the privacy of your health information cannot be guaranteed.

(13) Who shouid you contact if you have any complamts’?

if you believe your privacy rights have been violated, you may file a written complaint
with the WRNMMC Privacy Officer, located at 8901 Wisconsin Ave, Bethesda, MD
20889, Telephone: 301-319-4775

Your signature at the end of this document acknowledges that you authorize WRNMMC
personnel to use and disclose your Protected Health Information (PHI) collected about
you for research purposes as described above.

16. CONTACTS FOR QUESTIONS ABOUT THE STUDY:

If you have questions about the study, or if you think you have a study-related injury you
should contact Dr. Katherine Dengler at WRNMMC, Urogynecology Division at (301)
400-2468. For questions about your rights as a research subject, contact the Human

Protections Administrator, WRNMMC Department of Research Programs in Building 17
at (301) 295-8239 or WRNMMC Staff Judge Advocate Office at (301) 295-2215.
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A signed copy of this consent form will be given to you.

= SIGNATURE OF SUBJECT - - oo oo e e

have been given a chance to ask questlons and all of your questtons have been

BY SIGNING THIS CONSENT FORM, YOU FREELY AGREE TO TAKE PART IN THE
RESEARCH IT DESCRIBES.

_You have read (or someone has read fo you) the information inthis consent form., You o

-answered to your satisfaction. ... - - e e e e

 printed Name of Subject

T

Signature of Subject Date Time

My signature is intended to attest that the information in the consent document and any
other information was explained to and apparently understood by the subject that
guestions and concerns were addressed and that informed consent was freely given.

Printed Name of Person Obtaining Consent

Signature of Person Obtaining Consent Date (must be same as subject)

Time
WRNMMC-2018-0150
Phone Script
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1. VOICEMAIL: Hello! This is Dr. at the WRNMMC (Walter Reed

~ National Mslltary Medlcal Center) OB/GYN Department regardmg a

__research study you aré participating in. Please réturn my call at your

N earhest convenlence at (lee name and #) Than’k youl

2. ANSWERED: Hello, maylspeak with (rank/patient name)’)

a. NOT AVAILABLE — May | leave a message for (rank/patient)?

My-name-is-Dr- —l-am-calling from-Walter-Reed
National Military Medical Center regarding a research study (Patient’s

___name) is participating.in. Please return my call at (name, #). Thank you so__

—Investigator of atesearch study you are participating in. Do you have afew

much for passing this message along. (End call.)

b. AVAILABLE — Hello (rank/patient name)! My name is (Research Team
Member). | am calling from Walter Reed National Military Medical Center’s
OB/GYN Department on behalf of Dr. Dengler who is the Principal

minutes to talk? (if no, ask for a good time to call back.)

We are working with Dr. Dengler to follow-up with individuals who are
participating in her study. The purpose of this follow-up call is to discuss
your postsurgical pain in accordance with our research study.

Would you please locate your visual analog pain scale and the bottles of
pain medication we prescribed at the time of your discharge? Looking at
the pain scale, would you please rate your pain in your vagina from 0-10.
Ms. , have you had a bowel movement since surgery? Did you
experience pain during your bowel movement? If yes, what was the pain
associated with this, using the same scale? How has the pain interfered
with your usually activity from 0-10? Please rate how your pain interferes
with your ability to sleep using the same scale. How has the pain affected
your mood from 0-10? How has the pain contributed to your stress from

0-107

| would now like you to look at each of your pill bottles and tell me the
names of the medications. Please count for me the number of pills
remaining in that bottle. Thank you Ms. . | will contact you again
on postoperative day , and ask you the same questions.” Thank
You! Have a good day.
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1.VOICEMAIL: Hello! This is Dr. at the WRNMMC (Walter Reed National Military
Medical Center) OB/GYN Department regarding a research study you are participating
in. Please return my call at your earliest convenience at (Give name and #). Thank you!

~ 2.ANSWERED: Hello, may | ‘speak with (ranklpatieni rrame)’)

--Dr... .l-am caliing from Walter. Reed -

L am callmg from Walter Reed Natronal Mrlrtary Medlca! Centers OB/GYN Department on.

Natrona[ Mlhtary Medical Center regarding a research study (Patrent S name) is

- participating in. Please return my call at (name, #). Thank you so much for passing this

message along. (End call).

behalf of Dr. Dengler who is the Principal Investigator of a research study you are

- participating in. Do you have a féw minutesto talk? (If no, ask for a good fimée o call

accordance wrth our research study

back).

We are working with Dr. Dengler to follow-up with individuals who are participating in
her study. The purpose of this follow-up call is to discuss your postsurgical pain in

Would you please locate your visual analog pain scale and the bottles of pain
medication we prescribed at the time of your discharge? Looking at the pain scale,
would you please rate your pain in your vagina from 0-10. Ms. , have you had a
bowel movement since surgery? Did you experience pain during your bowel
movement? If yes, what was the pain associated with this, using the same scale? How
has the pain interfered with your usually activity from 0-10? Please rate how your pain
interferes with your ability to sleep using the same scale. How has the pain affected
your mood from 0-10? How has the pain contributed to your stress from 0-107?

| would now like you to look at each of your pill bottles and tell me the names of the
medications. Please count for me the number of pills remaining in that bottle. Thank
you Ms. . | will contact you again on postoperative day , and ask you the
same questions.” Thank You! Have a good day. :

Initial for agreement to leave voicemail.
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