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presented. If 2 or more clinical events were reported within a single AE entry, then the
corresponding mndividual PT will be coded separately.

94.7.2 Vital Sign Assessments

Results of vital sign parameters (including weight and BMI) and changes from baseline will
be summanzed descriptively. Results will also be listed by participant.

9474 Prior and Concomitant Medications

Prior and concomitant medications will be listed by participant, coded using the WHO Drug
Dictionary, and summarized descriptively. Prior medications are defined as any medications
started prior to the day of the first dose of study treatment. Concomutant medications are
defined as any medications taken on the day of or after the first dose of study treatment.
Medications will be classified according to primary fourth level Anatomical Therapeutic
Chemucal codes and WHO Drug preferred names in the listing. Participants may have >1
conconutant treatment per drug class and per preferred name Summary tables will be
generated by treatment for both prior and concomutant treatments, and in the tabular
summaries, a participant will be counted only once for a given prior or concomitant treatment.

04.8 Other Analyses

9.4.8.1  Demographics, Baseline Characteristics, and Disposition

Demographics and baseline characteristics include age, race, ethnicity (Hispamic or Latin
origin), body weight, height, BMI (kg/m?), general medical history, and gynecological history.

All vanables will be summarnized by treatment group using descriptive statistics.
Demographics and baseline characteristics will be summarized for the SAF, FAS, and MFAS.

The number and percentage (as applicable) of participants screened and randommzed to study
treatment, the primary reason for screening failure, and the primary reason for discontinuation
from study treatment will be displayed. In addition, the primary reason why participants were
randomuzed to study treatment but discontinued prior to study treatment (non-treated
participants) will be presented in a table.

The number of participants who were treated and who completed the clinical study will also
be tabulated. A disposition graph of participants will be provided.

The number of participants with protocol deviations will be tabulated by deviation for the FAS.
In addition, all deviations will be listed by participant.
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9.5 Inferim Analysis

There will be no interim analysis [ RINN-
An mterim psychometric analysis using blinded data will be performed to affirm methods for
establishing pain responder cutoffs.
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11.0 APPENDIX

Appendix 1 Abbreviations

Abbreviation

BC
BCEP
BID
BMI
BP

CFR
CI
Comax

cocC
COVID-19
COX-2
CRO

CS
C-SSRS

OFHHTO

Definition
I
Activities of Daily Living
Adverse event

Adverse event of special interest
Alkaline Phosphatase

Alanine anunofransferase
analysis of covanance
first-order autoregressive 1
Aspartate aminotransferase

Area under the plasma-concentration-time curve dunng a
dosing interval, calculated by linear up/log down trapezoidal
summation

Baseline Cycle

Breast Cancer Resistance Protein
Twice a day

Body mass index

Blood pressure
|
Code of Federal Regulations
Confidence interval

Maximum concentration, obtained directly from the observed
concentration versus time data
Combined oral contraceptives

Coronavirus Disease 2019
Cyclooxygenase-2

Contract Research Orgamzation
compound symmetry

Columbia-Suicide Severity Rating Scale
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Abbreviation Definition
CYP Cytochrome

DMC
DX
DYS

hCG
hERG

OFHHTO

Data Monitoring Commuttee

Day X

Dysmenorrhea

Estrone

Estradiol

Electrocardiogram

Electronic case report form
Electronic diary

Electronic Patient-reported outcome
Endometriosis Health Profile-30
End of Study

End of Treatment

Electronic Patient Reported Outcome
EQ Visual Analog Scale
I

Estrogen receptor
Endometriosis-related pain

Full Analysis Set

United States Food and Drug Administration
I

Good Chinical Practice
Gastromtestinal

Gonadotropin releasing hormone
Human chornonic gonadotropin
Human Ether-a-go-go-Related Gene

Human immunodeficiency virus
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Abbreviation
HPG
HPV
HRT
HSD17p1
HSD17p2
HSD17p5
HSD17ps
IA

IB

IC50

ICF

ICH

IEC
IET

MCH
MCHC
MCV
MFAS

NCA
NMPP
NRES
NSAID
=
OPP
OTC

OFHHTO

Definition

Hypothalanuc pitwitary gonadal
Human papillomavirus

Hormonal replacement therapy
Hydroxysteroid-17f-dehydrogenase type 1
Hydroxysteroid-17p-dehydrogenases 2
Hydroxysteroid-17p-dehydrogenases 5
Hydroxysteroid-17p-dehydrogenases
Interim Analysis

Investigator’s Brochure

Half maximal inhibitory concentration

Informed Consent Form

International Council for Harmonisation of Technical

Requirements for Pharmaceuticals for Human Use

Independent Ethics Commuttee
Institutional Review Board
Interactive Response Technology
I

Mean corpuscular hemoglobin

Mean cell hemoglobin concentration
Mean corpuscular volume

Modified Full Analysis Set
Magnetic Resonance Imaging
Noncompartmental analysis
Non-menstrual pelvic pain

Numeric rating scale

Nonsteroidal anti-inflammatory drug
I
Overall Pelvic Pain (endometriosis-related)

Over the counter
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Abbreviation Definition

PD Pharmacodynamic

PGI-C Patient Global Impression of Change

PGI-S Patient Global Impression of Severity

P-gp P-Glycoprotein

PK Pharmacokinetic

PoC Proof of Concept

= N

PRO Patient-reported outcome

PT Preferred term

QTcF QT interval will be assessed using the [SRENEz
QTL Quality tolerance limut

RDW Red Cell Distribution Width

SAE Serious Adverse Event

= I

SARS-CoV-2 Severe acute respiratory syndrome—related coronavirus-2
SC Screening Cycle

SD Standard deviation

SDR Short-chain dehydrogenase/reductase

SEC Safety Follow-up Cycle

SoA Schedule of Activities

STI Sexually transnutted nfection

TBL Total bilirubin

TEAE Treatment-emergent adverse event

Toax Time taken to reach the maximum concentration
B |

TRC1 Treatment Cycle 1

TRC2 Treatment Cycle 2

TRC3 Treatment Cycle 3
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Abbreviation

Definition

ULN
UPT
uv
VAS
VX

WOCBP

B-hCG

Term

Screening Period

Randomization
Treatment Period

Safety Follow-up

OFHHTO

Upper linut of normal

Urine Pregnancy Test

Ultraviolet

Visual Analog Scale

Visit X

Women of childbearing potential
|
I

f-human choriomic gonadotropin

Definition

One SC: Starts at. (first day of the menses) and ends one-day before
next menses.

One BC during the si.ﬂgle—h]jnd,_ period: Starts at.
(first day of the menses) and ends at one-day before next menses.

.= this 15 on first day of the next menses after the end of BC.

Three treatment cycles (TRC1, TRC2, and TRC3) after V4:

TRC1 is the period between the first day of menses associated with
treatment start -} to the day prior to the first day of next menses,
regardless of number of days. _ 1s dependent on
confirmation Dfllt‘i]lf:- plus-.

TRC? 1s the period between the first day of second menses after end of
BC to the day prior to first day of next menses, regardless of number of
days. Phone Contact 1 1s done duning the menses.

TRC3 or EOT 1s the period between the first day of third menses after
end of BC to etther end after 3 completed cycles ﬂr- on study
treatment, whichever occurs first.

SFC, 1s the period of time between the first day after stopping study
treatment during TRC3 and ends after 30 consecutive days (regardless
of whether 1t aligns with first day menses or not). Phone contact 2 1s
done at Day 14 after last intake of study treatmtﬂt.- at the first
day of next menses 1s considered End of Study (EOS).

c Confidential



0G-6219
Clinical Trial Protocol - 0G-6219-P001-06 104

Appendix 2 Regulatory, Ethical, and Study Oversight Considerations
Regulatory and Ethical Considerations
This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines including the
Declaration of Helsinki and Council for International Organizations of Medical Sciences
international ethical guidelines

e Applicable ICH/GCP Guidelines.

e Applicable laws and regulations.

The protocol, protocol amendments, ICF, IB, and other relevant documents (eg,
advertisements) must be submitted to an Institutional Review Board (IRB)/Independent Ethics
Committee (IEC) by the Investigator and reviewed and approved by the IRB/IEC before the
study is initiated.

Any amendments to the protocol will require IRB/IEC and regulatory authority approval, when
applicable, before implementation of changes made to the study design, except for changes
necessary to eliminate an immediate hazard to the participants.

Protocols and any substantial amendments to the protocol will require health authority
approval prior to initiation except for changes necessary to eliminate an immediate hazard to
study participants.

The Investigator will be responsible for the following:

e Providing written summaries of the status of the study to the IRB/IEC annually or more
frequently in accordance with the requirements, policies, and procedures established by the
IRB/IEC

e Notifying the IRB/IEC of SAEs, or other significant safety findings as required by IRB/IEC
procedures

e Providing oversight of the conduct of the study at the study site and adherence to
requirements of 21 Code of Federal Regulations (CFR), ICH guidelines, the IRB/IEC,
EU CTR 536/2014 for clinical studies and all other applicable local regulations.

After reading the protocol, each Investigator will sign the protocol signature page and send a
copy of the signed page to the Sponsor or representative. The study will not start at any study
site at which the Investigator has not signed the protocol.

Adequate Resources

The Investigator is responsible for supervising any individual or party to whom the Investigator
delegates study-related duties and functions conducted at the study site.
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If the Investigator/institution retains the services of any individual or party to perform study-
related duties and functions, the Investigator/institution should ensure this individual, or party
is qualified to perform those study-related duties and functions and should implement
procedures to ensure the integrity of the study-related duties and functions performed and any
data generated.

Financial Disclosure

Investigators and Sub-Investigators will provide the Sponsor with sufficient, accurate financial
information as requested to allow the Sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are
responsible for providing information on financial interests during the course of the study and
for 1 year after completion of the study.

Insurance

The Sponsor has obtained liability insurance, which covers this study as required by local law
and/or national regulations and/or ICH guidelines, whichever is applicable. The terms of the
insurance will be kept in the study files.

Recruitment and Informed Consent Process

Trial participants will be identified from existing patient lists of the Investigators involved in
the trial. Investigators may be supported with physician referral or direct to patient outreach
(local or centralised advertisement and trial awareness) to identify potential trial participants.

Potential Trial participants will be presented with trial information via the following:

e Printed or electronic study awareness materials to be provided by the site staff either in
clinics or via post/email (patient brochure, poster, Banner ads)

e Study information and pre-screening website with educational video (storyboard)

e Social media advertisement (Clinical trial posts)

e Direct mail regarding the trial

Any trial-related information will be handed to a potential participant by a member of the
clinical trial team at the trial site prior to consent and before any trial-related activities are
performed.

The Investigator or medically qualified designee will explain the nature of the study to the
participant or her legally authorized representative and answer all questions regarding the
study.

Participants must be informed that their participation is voluntary. Participants will be required
to sign a statement of informed consent that meets the requirements of 21 CFR 50, local
regulations, ICH guidelines, privacy, and data protection requirements, where applicable, and
the IRB/IEC or study site.
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The medical record must include a statement that written informed consent was obtained before
the participant was enrolled in the study and the date the written consent was obtained. The
authorized person obtaining the informed consent must also sign the ICF.

Participants must be reconsented to the most current version of the ICF(s) during their
participation in the study.

The Investigator or medically qualified designee (consistent with local requirements) must
obtain documented informed consent, and assent if applicable, from each potential participant
prior to participating in this clinical study.

Documentation of Informed Consent

Informed consent given by the participant must be documented on a consent form. The form
must include the study protocol number, study protocol title, dated signature, and agreement
of the participant and of the person conducting the consent discussion.

A copy of the signed and dated ICF should be given to the participant before participation in
the study.

The initial ICF, any subsequent revised ICF, and any written information provided to the
participant must receive the IRB/IEC’s approval/favorable opinion in advance of use. The
participant should be informed in a timely manner if new information becomes available that
may be relevant to the participant’s willingness to continue participation in the study. The
communication of this information will be provided and documented via a revised consent
form or addendum to the original consent form that captures the participant’s dated signature.

Specifics about the study and the study population are to be included in the study ICF.

Informed consent will adhere to IRB/IEC requirements, applicable laws and regulations, and
Sponsor requirements.

During a regional or national emergency declared by a governmental agency, contingency
procedures may be implemented for the duration of the emergency. The participant or their
legally authorized representative (if applicable) should be verbally informed prior to initiating
any changes that are to be implemented for the duration of the emergency (eg, study visit
delays/treatment extension, use of local laboratories), this verbal information given to the
participant should be documented in the participant’s source notes.

A separate consent for optional intensive PK analysis will be administered.

Participants who are rescreened are required to sign a new ICF if the rescreening is >42 days
from the previous ICF signature date.
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Data Protection

e Participants will be assigned a unique 1dentifier by the Sponsor. Any participant records or
datasets that are transferred to the Sponsor will contain the identifier only; participant
names or any information which would make the participant identifiable will not be
transferred.

¢ The participant must be informed that her personal study-related data will be used by the
Sponsor 1n accordance with local data protection law. The level of disclosure must also be
explamed to the participant who will be required to give consent for their data to be used
as described 1n the informed consent.

¢ The participant must be informed that her medical records may be examined by Clinical
Quality Assurance auditors or other authorized personnel appointed by the Sponsor, by
approprniate IRB/TEC members, and by mspectors from regulatory authonties.

¢ The contract between sponsor and study sites and any applicable third part involved in the
trial specifies responsibilities of the parties related to data protection, including handling
of data secunty breaches and respective communication and cooperation of the parties.

¢ Information technology systems used to collect, process, and store study-related data are
secured by techmical and orgamizational security measures designed to protect such data
against accidental or unlawful loss, alteration, or unauthorized disclosure or access. In the

event of a data secunity breach, appropnate mitigation measures will be implemented.
Committees Structure

Data Monitoring Commuttee

A DMC has been appointed for thus study. The DMC 1s an external group of independent
scientists who are appointed to monitor the safety and scientific integnity of a human research
mtervention. The composition of the commuttee 1s dependent upon the scientific skills and
knowledge required for monitoring the particular study.

The monmitoring process mcludes safety signal detection at any time during the study. This
mncludes multiple safety evaluations by the DMC; the first evaluation 1s planned when
approximately the first [ff] participants randomized have either completed Phone Contact 1 or
discontinued study treatment.

Dissemination of Clinical Study Data

The results of the study should be reported within 1 year from the end of the climical study.
Irrespective of the outcome, the Sponsor will submut to any relevant database a summary of
the results of the clinical study within 1 year from the end of the global clinical study. It shall
be accompanied by a summary written in a manner that 1s understandable to laypersons.
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Data Quality Assurance

All relevant participant data relating to the study will be recorded on eCRFs. The laboratory
data, eDiary, or other applicable data will be transmitted to the Sponsor or designee
electronically. The Investigator is responsible for verifying that data entries are accurate and
correct by physically or electronically signing the CRF.

The Investigator must maintain accurate documentation (source data) that supports the data
entered in the eCRF.

The Investigator must permit study-related monitoring, audits, IRB/IEC review, and regulatory
agency inspections and provide direct access to source data documents.

Quality tolerance limits (QTLs) will be pre-defined in the Monitoring Plan to identify
systematic issues that can impact participant safety and/or reliability of study results. These
pre-defined parameters will be monitored during the study and deviations from the QTLs and
remedial actions taken will be summarized in the clinical study report.

Monitoring details describing strategy (eg, risk-based initiatives in operations and quality such
as Risk Management and Mitigation Strategies and Analytical Risk-Based Monitoring),
methods, responsibilities, and requirements, including handling of non-compliance issues and
monitoring techniques (central, remote, or on-site monitoring) are provided in the Monitoring
Plan.

The Sponsor or designee is responsible for the data management of this study including quality
checking of the data.

The Sponsor assumes accountability for actions delegated to other individuals (eg, Contract
Research Organizations [CROs]).

Records and documents, including signed ICFs, pertaining to the conduct of this study must
be retained by the Investigator for 15 years after study completion unless local regulations or
institutional policies require a longer retention period. No records may be destroyed during the
retention period without the written approval of the Sponsor. No records may be transferred to
another location or party without written notification to the Sponsor.

Details of study monitoring will be included in a separate Study Monitoring Plan.
Source Documents

The Investigator/institution should maintain adequate and accurate source documents and
study records that include all pertinent observations on each of the study site’s participants.
Source data should be attributable, legible, contemporaneous, original, accurate, and complete.
Changes to source data should be traceable, should not obscure the original entry, and should
be explained if necessary (eg, via an audit trail).
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Source documents provide evidence for the existence of the participant and substantiate the
integrity of the data collected. Source documents are filed at the Investigator’s site.

Data entered in the eCRF that are transcribed from source documents must be consistent with
the source documents or the discrepancies must be explained. The Investigator may need to
request previous medical records or transfer records, depending on the study. Also, current
medical records must be available.

The Investigator must maintain accurate documentation (source data) that supports the
information entered in the CRF.

Study monitors will perform ongoing source data verification to confirm that data entered into
the CRF by authorized study site personnel are accurate, complete, and verifiable from source
documents; that the safety and rights of participants are being protected; and that the study is
being conducted in accordance with the currently approved protocol and any other study
agreements, ICH GCP, and all applicable regulatory requirements.

Study and Study Site Termination

The Sponsor or designee reserves the right to close the study site or terminate the study at any
time for any reason at the sole discretion of the Sponsor. Study sites will be closed upon study
completion. A study site is considered closed when all required documents and study supplies
have been collected and a study site closure visit has been performed.

The Investigator may initiate study site closure at any time, provided there is reasonable cause
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the Sponsor or Investigator may include but are
not limited to:

For study termination:
e Discontinuation of further study treatment development.
For study site termination:

e Failure of the Investigator to comply with the protocol, the requirements of the IRB/IEC
or local health authorities, the Sponsor’s procedures, or GCP guidelines

e Inadequate or no recruitment (evaluated after a reasonable amount of time) of participants
by the Investigator

e Total number of participants included earlier than expected.

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform the
Investigators, the IECs/IRBs, the regulatory authorities, and any CRO(s) used in the study of
the reason for termination or suspension, as specified by the applicable regulatory
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requirements. The Investigator shall promptly inform the participant and should assure
appropriate participant therapy and/or follow-up.

Publication Policy

The data generated by this study are confidential information of the Sponsor. The Sponsor will
make the results of the study publicly available. The publication policy with respect to the
Investigator and study site will be set forth in the Clinical Trial Agreement.

The results of this study may be published or presented at scientific meetings. If this is foreseen,
the Investigator agrees to submit all manuscripts or abstracts to the Sponsor before submission.
This allows the Sponsor to protect proprietary information and to provide comments.

The Sponsor will comply with the requirements for publication of study results. In accordance
with standard editorial and ethical practice, the Sponsor will generally support publication of
multicenter studies only in their entirety and not as individual study site data. In this case, a
coordinating Investigator will be designated by mutual agreement.

Authorship will be determined by mutual agreement and in line with International Committee
of Medical Journal Editors authorship requirements.
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Appendix 3 Clinical Laboratory Tests

The tests detailed in Table 9 will be performed by the central laboratory. Local laboratory
results are only required in the event that the central laboratory results are not available i time
for either study treatment admumstration and/or response evaluation. If a local sample 1s
required, 1t 1s important that the sample for central analysis 1s obtained at the same fime.
Additionally, if the local laboratory results are used to make either a study treatment decision
or response evaluation, the results must be entered into the eCRF.

Protocol-specific requrements for inclusion or exclusion of participants are detailed in
Section 5.0 of the protocol.

Additional tests may be performed at any time during the study as determuned necessary by
the Investigator or required by local regulations.

All study-required laboratory assessments will be performed by a central laboratory.

The results of each test must be entered into the eCRF. Investigators must document their
review of each laboratory safety report.

Additional tests may be performed at any time during the study as determuned necessary by
the Investigator or required by local regulations. Re-test of samples due to cancelled tests 1s
pernutted.

Table 9 Protocol-required Safety Laboratory Tests

Laboratory Parameters
Assessmenis
Hematology Platelet count White blood cell count with
differential (% and absolute):
Red blood cell count Neutrophils
Hemoglobin Lymphocytes
Hematocnt Monocytes
I o
Red blood cell indices: Fosinophils
Mean corpuscular volume (MCWV) Basophils

Mean corpuscular hemoglobin (MCH)
Mean cell hemoglobin concentration Coapulation tests

(MCHC) Prothrombin time

Red Cell Distribution Width Activated partial thromboplastin time
(RDW) Antithrombin IIT

%Reticulocytes
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Laboratory Parameters
Assessmenis
Clinical Blood vrea nitrogen (BUN) Aspartate annnotransferase (AST)/Serum
Chemistry® glutamic-oxaloacetic transaminase
Creatinine Alanine aminotransferase (AL T)/serum
glutanuic-pyruvic transaminase
Glucose (Fasting) Alkaline phosphatase (ALP)
Gamma glutamy] transferase (GGT) Creatine kinase
Urea Creatine kinase MB fraction will be
performed if clinically mdicated
Magnesium Chloride
Cholesterol Globulin
Potassium Amylase
Sodium Total bilirubin
Calcium Conjugated and unconjugated bilimabin
Lactate dehydrogenase (LDH) Total protein
Albumin Phosphate
Uric acid Potassium
C-reactive protein Carbon dioxide (bicarbonate)
Urinalysis Leucocytes Red blood cells
Protein pH
Bilirubin Nitrite
Urobilinogen Specific gravity
Eetones Glucose
Microscopy
Hemoglobin
Viral serology Human immunodeficiency virus (HIV) I Hepatitis C virus
and I
Hepatitis B Virus Hepatitis A
COVID-19 Virus and antibodies (following local guidelines)
Other tests Lipids: Total cholesterol, Low density lipoprotein cholesterol, High density lipoprotein

cholesterol, and Triglycerides

Sexually transmitted infection (STI) panel, papanicolaou (PAP) smear, human

papillomavims (HPV) testing (if required), transvaginal ultrasound (TVUS),
endometrial biopsy (optional unless abnormal vaginal bleeding - at the discretion of the

Investigator)
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Laboratory Parameters
Assessments

Pregnancy: f-human chorionic gonadotropin (f—hCG), Urine pregnancy test (human
chononic gonadotropin)*

IIIIIIIIIIIlllllllllllllllllllllllllllllllllllll

The results of each test nust be entered into the eCEF.

NOTES:

®  All events of ALT >3 * ULN and bilirubin =2 * ULN (=35% direct bilirubin) or ALT =3 x ULN and
international normalized ratio (INR) =15, if INR. measured, which may indicate severe liver injury
(possible Hy's Law), must be reported as an SAE (excluding studies of hepatic impairment or cirrhosis),

¢ Local urine testing will be standard for the protocol unless serum testing is required by local regulation or
IRB/IEC.

Investigators must document their review of each laboratory safety report.
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Appendix 4 AEs and SAEs: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting for Study Intervention

Definition of AE

AE Definition

An AE is any untoward medical occurrence in a clinical study participant administered an
investigational product and which does not necessarily have a causal relationship with this treatment.
An AE can therefore be any unfavorable and unintended sign (including an abnormal laboratory
finding), symptom, or disease temporally associated with the use of an investigational medicinal
product, whether or not considered related by the Investigator.

AESI Definition

Adverse events of special interest are any events identified for intensive review during the study.
An AESI is a potential AE of scientific and medical interest specific to the Sponsor’s product or
program, for which ongoing monitoring and immediate notification by the Investigator to the
Sponsor is required. Such events may require further investigation in order to characterize and
understand them. Adverse events of special interest may be added, modified, or removed during a
study by protocol amendment.

Events Meeting the AE Definition

e Any abnormal laboratory test results (hematology, clinical chemistry, or urinalysis) or other
safety assessments (eg, ECG, radiological scans, vital signs measurements), including those that
worsen from baseline, considered clinically significant in the medical and scientific judgment of
the Investigator (ie, not related to progression of underlying disease).

e Exacerbation of a chronic or intermittent pre-existing condition including either an increase in
frequency and/or severity of the condition.

e New condition detected or diagnosed after study treatment administration even though it may
have been present before the start of the study.

e Signs, symptoms, or the clinical sequelae of a suspected intervention-intervention interaction.

e Signs, symptoms, or the clinical sequelae of a suspected overdose of either study treatment or a
concomitant medication. All overdose events must be reported in accordance with its seriousness
including overdose taken with intentional suicidal/ self-harming intent.
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Events NOT Meeting the AE Definition

e Any clinically significant abnormal laboratory findings or other abnormal safety assessments
that are associated with the underlying disease, unless judged by the Investigator to be more
severe than expected for the participant’s condition.

e The disease/disorder being studied or expected progression, signs, or symptoms of the
disease/disorder being studied, unless more severe than expected for the participant’s condition.

e Medical or surgical procedure (eg, endoscopy. appendectomy): the condition that leads to the
procedure is the AE.

e An elective surgery/procedure scheduled to occur during a study will not be considered an AE
if the surgery/procedure is being performed for a pre-existing condition and the
surgery/procedure has been pre-planned prior to study entry. However, if the pre-existing
condition deteriorates unexpectedly during the study (eg, surgery performed earlier than
planned), then the deterioration of the condition for which the elective surgery/procedure is being
done will be considered an AE.

e Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present or detected
at the start of the study that do not worsen.

Definition of SAE

If an event is not an AE per definition above, then it cannot be an SAE even if serious
conditions are met (eg, hospitalization for signs/symptoms of the disease under study, death
due to progression of disease).

An SAE is defined as any untoward medical occurrence that, at any dose, meets 1 or more of
the criteria listed:

a. Results in death

e Tor SAEs with the outcome of death, the date and cause of death will be recorded on the
appropriate case report form.

b. Islife-threatening

e The term /ife-threatening in the definition of serious refers to an event in which the participant
was at risk of death at the time of the event. It does not refer to an event, which hypothetically
might have caused death, if it were more severe.

¢. Requires inpatient hospitalization or prolongation of existing hospitalization

e In general, hospitalization signifies that the participant has been admitted (usually involving at
least an overnight stay) at the hospital or emergency ward for observation and/or treatment that
would not have been appropriate in the physician’s office or outpatient setting. Complications
that occur during hospitalization are AEs. If a complication prolongs hospitalization or fulfills
any other serious criteria, the event is serious. When in doubt as to whether hospitalization
occurred or was necessary, the AE should be considered serious.

e Hospitalization for elective treatment of a pre-existing condition that did not worsen from
baseline is not considered an AE.
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d.

Results in persistent or significant disability/incapacity

The term disability means a substantial disruption of a person’s ability to conduct normal life
functions.

This definition is not intended to include experiences of relatively minor medical significance
such as uncomplicated headache, nausea, vomiting, diarrhea, influenza, and accidental trauma
(eg. sprained ankle) that may interfere with or prevent everyday life functions but do not
constitute a substantial disruption.

e. Is a congenital anomaly/birth defect

e The term congenital anomaly/birth defect means there is suspect that exposure to a medical
product prior to conception or during pregnancy may have resulted in an adverse outcome in the
child.

f. Other situations:

Medical or scientific judgment should be exercised by the Investigator in deciding whether SAE
reporting is appropriate in other situations such as significant medical events that may jeopardize
the participant or may require medical or surgical intervention to prevent one of the other
outcomes listed in the above definition. These events should usually be considered serious.

Examples of such events include invasive or malignant cancers, intensive treatment for allergic
bronchospasm, blood dyscrasias, convulsions or development of intervention dependency or
intervention abuse.

Recording and Follow-Up of AE and/or SAE

AFE and SAE Recording

When an AE/SAE occurs, it is the responsibility of the Investigator to review all documentation
(eg. hospital progress notes, laboratory reports, and diagnostics reports) related to the event.

The Investigator will then record all relevant AE/SAE information.

It is not acceptable for the Investigator to send photocopies of the participant’s medical records
to the Sponsor or designee in lieu of completion of the applicable/required report form.

There may be instances when copies of medical records for certain cases are requested by the
Sponsor or designee. In this case, all participant identifiers, with the exception of the participant
number, will be redacted on the copies of the medical records before submission to the Sponsor
or designee.

The Investigator will attempt to establish a diagnosis of the event based on signs, symptoms,
and/or other clinical information. Whenever possible, the diagnosis (not the individual
signs/symptoms) will be documented as the AE/SAE.
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Assessment of Severity

The severity of an AE is an estimate of the relative severity of the event made by the Investigator
based on his or her clinical experience and familiarity with the literature. The following definitions
are to be used to rate the severity of an AE:

e Mild: Asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention
not indicated.

e Moderate: Minimal, local, or noninvasive intervention indicated: limiting age-appropriate
instrumental Activities of Daily Living (ADL). Instrumental ADL refers to preparing meals,
shopping for groceries or clothes, using the telephone, managing money, etc.

e Severe: Severe or medically significant but not immediately life-threatening; hospitalization or
prolongation of hospitalization indicated; disabling, limiting self-care ADL. Self-care ADL
refers to bathing, dressing, and undressing, feeding self, using the toilet, taking medications, and
not bedridden.

Assessment of Causality

e The Investigator is obligated to assess the relationship between the study treatment and each
occurrence of each AE/SAE. The AE must be characterized as unrelated, unlikely to be related,
possibly related, probably related. or unknown (unable to judge).

o “Probably related” conveys that there are facts, evidence, and/or arguments to suggest a
causal relationship, rather than a relationship cannot be ruled out.

o “Possibly related” suggests that the association of the AE with the study treatment is
unknown; however, the AE is not reasonably supported by other conditions.

o “Unlikely to be related” suggests that only a remote connection exists between the study
treatment and the AE. Other conditions, including chronic illness, progression or
expression of the disease state or reaction to concomitant therapy. appear to explain the
reported AE.

o “Unrelated” is used if there is not a reasonable possibility that the study treatment caused
the AE.

o All efforts should be made to classify the AE according to the above categories. The
category “unknown” (unable to judge) may be used only if the causality is not
assessable, eg, because of insufficient evidence, conflicting evidence, conflicting data,
or poor documentation.

e The Investigator will use clinical judgment to determine the relationship.

e Alternative causes, such as underlying disease(s), concomitant therapy, and other risk factors, as
well as the temporal relationship of the event to the study treatment administration will be
considered and investigated.

e The Investigator will also consult the IB in his/her assessment.
e For each AE/SAE, the Investigator must document in the medical notes that she has reviewed
the AE/SAE and has provided an assessment of causality.

e There may be situations in which an SAE has occurred, and the Investigator has minimal
information to include in the initial report to the Sponsor. However, it is very important that the
Investigator always make an assessment of causality for every event before the initial
transmission of the SAE data to the Sponsor.
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The Investigator may change his/her opinion of causality in light of follow-up information and
send a SAE follow-up report with the updated causality assessment.

The causality assessment is 1 of the criteria used when determining regulatory reporting
requirements.

Follow-up of AEs and SAEs

The Investigator is obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated or as requested by the Sponsor or
designee to elucidate the nature and/or causality of the AE or SAE as fully as possible. This may
include additional laboratory tests or investigations, histopathological examinations, or
consultation with other health care professionals.

New or updated information will be recorded in the originally submitted documents.

e The Investigator will submit any updated SAE data to the Sponsor or designee within 24 hours
of the Investigator’s awareness of the information.
Reporting of SAEs

SAE Reporting to the Sponsor or Designee via an Electronic Data Collection System

The primary mechanism for reporting an SAE to the Sponsor or designee will be the electronic
data collection system. The study site will enter the event into the electronic data collection
system within 24 hours of the Investigator’s awareness of the event.

If the electronic system is unavailable, then the study site will use the paper SAE report form
(see next section) to report the event and will enter the event into the electronic data collection
system as soon as the system becomes available.

After the study is completed at a given study site, the electronic data collection system will be
taken offline to prevent the entry of new data or changes to existing data.

If a study site receives a report of a new SAE from a study participant or receives updated data
on a previously reported SAE after the electronic data collection system has been taken offline,
then the study site can report this information on a paper SAE report form (see next section) to
the Sponsor or designee.

Contacts for SAE reporting can be found in study manual, Investigator Study File Binder,
or equivalent.
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SAE Reporting to the Sponsor or Designee via Paper SAE Report Form

e Email transmission of the SAE form should be done in case there are technical issues
with the electronic data capture system and SAE cannot be reported within 24 hours of
awareness per the ICH guidelines via electronic data capture. The SAE/Pregnancy form
should be emailed to the IQVIA safety project mailbox detailed in the form.

e Initial notification via telephone does not replace the need for the Imvestigator to
complete and sign the SAE CRF pages within the designated reporting time frames.

* Contacts for SAE reporting can be found in study manual, Investigator Study File
Binder, or equivalent.
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Appendix 5 Contraceptive and Barrier Guidance and Collection of
Pregnancy Information

Definitions

Woman of Childbearing Potential (WOCBP)

A woman is considered fertile following menarche and until becoming post-menopausal unless
permanently sterile (see below).

Women in the following categories are not considered WOCBP
1. Premenarchal
2. Pre-menopausal female with 1 of the following:

a) Documented hysterectomy.
b) Documented bilateral salpingectomy.
¢) Documented bilateral oophorectomy.

NOTE: Documentation can come from the study site personnel’s: review of the participant’s
medical records, medical examination, or medical history interview.

3. Post-menopausal female:

a) A post-menopausal state is defined as no menses for 12 months without an alternative
medical cause. A high FSH level in the post-menopausal range may be used to confirm
a post-menopausal state in women not using hormonal contraception or hormonal
replacement therapy (HRT). However, in the absence of 12 months of amenorrhea, a
single FSH measurement is insufficient.

b) Females on HRT and whose menopausal status is in doubt will be required to use 1 of
the non-estrogen hormonal effective contraception methods if they wish to continue
their HRT during the study. Otherwise, they must discontinue HRT to allow
confirmation of post-menopausal status before study enrolment.

Contraception Guidance

Female participants

Female participants of childbearing potential are eligible to participate if they agree to use
adequate non-hormonal contraceptive methods consistently and correctly as described in the
table below from signing of consent through 30 days from the last dose of study treatment

NOTE: Please consider use of intrauterine devices are prohibited from start of the Screening
Period until EOS.
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Adequate non-hormonal Contraceptive Methods

Note: Participant should use an acceptable effective method for contraception as specified
in the Inclusion Criterion #8

Adequate non-hormonal Contraceptive Methods That Are User Dependent®

Failure rate of <1% per year when used consistently and correctly.

# Participant has undergone surgical sterilization, or

® Bilateral tubal occlusion.

Vasectomized partner (at least 12 weeks before signing informed consent)

4 vasectomized partner is a highly effective birth control method provided that the partner is the sole male sexua
partner of the WOCBP, and the absence of sperm has been confirmed. If not, an additional highly effective method)
of contraception should be used.

Sexual abstinence

Sexual abstinence is considered a highly effective method only if defined as refraining from heterosexua
intercourse during the entire period of risk associated with the study treatment. The reliability of sexua
abstinence needs to be evaluated in relation to the duration of the studyv and the preferred and usual lifestvle of
the participant.
INOTES:

P Typical use failure rates may differ from those when used consistently and correctly. Use should be consistent]
with local regulations regarding the use of contraceptive methods for participants participating in clinical
studies.

Acceptable Birth Control Methods Which May Not be Considered as Highly Effective

Failure rate of = 1% per vear.

Dual non-hormonal contraception method
* Male condom combined with any one of the following barrier methods:
o With spermicide
o  Diaphragm with or without spermicide
o Cervical cap with or without spermicide
o Vaginal sponge impregnated with spermicide
Note:
1. Male and female condom should not be used at the same time

2. If permitted by local guidelines, contraceptive gels with other barrier methods (eg. diaphragm
or cervical cap) may be used in countries where spermicides are not available.

Pregnancy Testing:

Women of childbearing potential should only be included after a confirmed menstrual period
and a negative highly sensitive serum pregnancy test.

Pregnancy testing should be performed at times specified in the SoA. Additional pregnancy
testing will be performed whenever a menstrual cycle is missed or when pregnancy is
otherwise suspected.
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Urine pregnancy testing is to be performed using the test kit provided by the Sponsor and in
accordance with instructions provided in its package insert.

Collection of Pregnancy Information

Female Participants who become pregnant

The Investigator will collect pregnancy information on any female participant who
becomes pregnant while participating in this study. Information will be recorded on the
appropriate form and submitted to the Sponsor or designee within 24 hours of learning of
a participant’s pregnancy. The participant will be followed to determine the outcome of the
pregnancy. The Investigator will collect follow-up information on the participant and the
neonate, and the information will be forwarded to the Sponsor or designee. Generally,
follow-up will not be required for longer than 6 to 8 weeks beyond the estimated delivery
date. Any termination of pregnancy will be reported, regardless of fetal status (presence or
absence of anomalies) or indication for the procedure.

While pregnancy itself is not considered to be an AE or SAE, any pregnancy complication
or elective termination of a pregnancy will be reported as an AE or SAE. A spontaneous
abortion is always considered to be an SAE and will be reported as such.

Any post-study pregnancy-related SAE considered reasonably related to the study
treatment by the Investigator will be reported to the Sponsor or designee as described in
Section 8.4.4. While the Investigator is not obligated to actively seek this information in
former participants, he or she may learn of an SAE through spontaneous reporting.

Any female participant who becomes pregnant while participating in the study will
discontinue study treatment or be withdrawn from the study. If the participant is planning
to terminate the pregnancy, they can be rescreened based on the Sponsor Medical
Monitor’s discretion.
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Appendix 6 Protocol-Specific Rescue Medication

The rescue medication will be naproxen sodium, [JRMJ] (administered per local guidelines)
and will be provided by the Sponsor. The rescue medication 1s to be prescribed as per
Investigator’s discretion.
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Appendix 7 Prohibited CYP3A4 Substrates, Inducers, and Inhibitors; and
P-gp and BCRP Substrates

The following medications are prohibited at any time during this study.

Note: The list is intended to be a guidance and may not include all medications in the respective

categories.

CYP3A4 Substrates
(Sensitive)

Alfentanil, apixabane, alprazolam, aprepitant, atorvastatin,
budesonide, buspirone, colchicine, conivaptan, cyclosporine,
darifenacin, darunavir, dronedarone, ebastine, eletriptan,
eliglustat, eplerenone, everolimus, felodipine, indinavir
lomitapide, lovastatin, lurasidone, maraviroc, midazolam,
naloxegol, nisoldipine, pimozide, quinidine, quetiapine, rifabutin,
rilpivirine, rivaroxaban, saquinavir, simvastatin, sirolimus,
tacrolimus, ticagrelor, tipranavir, tolvaptan, triazolam, and
voclosporine.

CYP3A4 Inducers
(Moderate and Strong)

Amprenavir, armodafinil, avasimibe, bosentan, carbamazepine,
echinacea, efavirenz, etravirine, modafinil, nafcillin, nevirapine,
phenobarbital, phenytoin, primidone, rifampin, and rufinamide.

CYP3A4 Inhibitors
(Moderate and Strong)

Amiodarone, amlodipine, atazanavir, boceprevir, bicalutamide,
chlorzoxazone, cimetidine, cilostazol, ciprofloxacin,
clarithromycin, clotrimazole, cobicistat, cyclosporine, danoprevir,
diltiazem, erythromycin, fluconazole, fluvoxamine,
fosamprenavir, fluoxetine, ginkgo, goldenseal, grapefruit juice,
1soniazid, istradefylline, itraconazole, ivacaftor, ketoconazole,
lopinavir, mibefradil, nefazodone, nelfinavir, nicardipine,
paritaprevir, posaconazole, products containing Seville oranges,
ranitidine, ranolazine, rifabutin, ritonavir, telaprevir,
telithromycin, tiranavir, tofisopam, troleandomycin verapamil,
voriconazole, and zileuton.

Sensitive substrates
for P-Gycoprotein (P-
gp)

Digoxin, dabigatran etexilate, edoxaban, fexofenadine,
loperamide, morphine

Note: should be administered at least 4 hours apart from OG-6219

Sensitive substrates
for Breast Cancer
Resistance Protein
(BCRP)

Rosuvastatin, sulfasalazine, methotrexate, prazosin, glyburide,
teriflunomide, cladribine

Note: should be administered at least 4 hours apart from OG-6219
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Appendix 8 Concomitant Pain Relief Medication TGN
<IN

Nonstercidal anti-inflammatory drugs (NSAID) and Others

Acetaminophen (Actamin, Altenol, Anunofen, Feverall, Genapap ,Ofirmev, Tylenol)
Aspinn (also known as acetylsalicylic acid) (Ecotrin)
Celecoxib (CeleBREX, Elyxyb)
Diclofenac (Cataflam, Cambia, Dyloject, Lofena, Pennsaid, Rexaphenac, Solaraze,
Voltaren, Voltaren-XR  Zipsor, Zorvolex)
Diflunisal (Dolobid)
Etodolac (Lodine, Lodine XI.)
Fenoprofen (Expron, Fenortho, Nalfon, Profeno)
Flurbiprofen (Ansaid)
Ibuprofen (Actiprofen, Addaprin, Advil, Advil Liqui-Gels, Advil Migrame, A-G
Profen, Bufen, Caldolor, Genpnil, Haltran, Tbu, IBU 220, Ibu-8, Ibu-6, Ibu-4, Ibu-Tab,
Midol IB, Motrin, Motrin IB, NeoProfen, Nuprin, Proprinal, Q-Profen)
Indomethacin (Indocin, Indocin SR, Tivorbex)
Ketoprofen (Orudis, Omdis KT, Oruvail) / Dexketoprofen (Algoflex Neo, Keral)
Ketorolac (Sprix, Toradol)
Magnesium salicylate (Doan's Extra Strength, Doan's Regular, Keygesic-10, MST 600,
Momentum, Novasal)
Meclofenamate (Meclomen)
Mefenamic acid (Ponstel,
Meloxicam (Anjeso, Mobic, Qmuz, Vivlodex)
MNabumetone (Relafen, Refalen DS)
Nepafenac (Ilevro, Nevanac)
Naproxen (Aleve, Napronex, Flanax, mediproxen)
Oxaprozin (Daypro)
Piroxicam (Feldene)
Salsalate (Ammgesic, Disalcid, Salflex, Salsitab, Mono-Gesic)
Sulindac (Clinornl)
Tolmetin (Tolectin DS, Tolectin 600)
Opioids
Hydrocodone: Vantrela, Hysingla ER_ Zohydro ER
Hydromorphone: Exalgo(R), Palladone (R)
Mependine: Demerol
Morphine: Avinza, Kadian, Arymo, MS Contin
Oxycodone: OxyContin, Roxicodone, Xtampza (TM)
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Tramadol: Ultram

Combinations

Acetaminophen/aspirin, caffeine (Excedrin, Vanquish)

Acetaminophen / butalbital / caffeine / codeine (Fioricet with Codeine, Phrenilin with
Caffeine and Codeine)

Acetaminophen / caffeine / dihydrocodeine (Dvorah, Panlor, Panlor DC, Panlor SS,
Trezix, Zerlor)

Acetaminophen / codeine (Capital w/Codeine, Cocet , Codrix, Tylenol with Codeine,
Tylenol #3)

Acetaminophen / hydrocodone (Anexsia, Co-Gesic, Hycet, Lorcet 10/650, Liquicet,
Lorcet Plus, Lortab, Maxidone, Norco, Stagesic, Theracodophen Low 90, Verdrocet,
Vicodin, Vicodin ES, Vicodin HP, Xodol, Zamicet, Zolvit, Zydone)

Acetaminophen / oxycodone (Endocet, Magnacet, Nalocet, Narvox, Percocet, Perloxx,
Primlev, Prolate, Roxicet, Roxilox, Tylox, Xartemis XR, Xolox)

Acetaminophen/pentazocine (Talacen)

Acetaminophen/propoxyphene (Balacet, Darvocet A500, Darvocet-N 50)
Acetaminophen / tramadol (Tramapap, Ultracet)

Acetylsalicylic acid, sodium bicarbonate, and anhydrous citric acid (Alka Seltzer)
Aspirin / butalbital / caffeine / codeine (Ascomp with Codeine, Fiorinal with Codeine)
Aspirin/caffeine (Anacin, Bayer Aspirin, BC Arthritis, Goody's)

Aspirin / caffeine / dihydrocodeine (Synalgos-DC)

Aspirin / oxycodone (Endodan, Percodan)

Belladonna / opium (B&O Supprettes)

Buprenorphine / naloxone (Bunavail, Cassipa, Suboxone, Zubsolv)
Celecoxib / tramadol (Seglentis)

Diclofenac / misoprostol (Arthrotec)

Esomeprazole / naproxen (Vimovo)

Famotidine / ibuprofen (Duexis)

Hydrocodone / ibuprofen (Ibudone, Reprexain, Vicoprofen)
Ibuprofen/Caffeine (Algoflex duo)

Ibuprofen / oxycodone (Combunox)

Metamizole/ caffeine / drotaverin-hydrochloride (Quarelin)

Morphine / naltrexone (Embeda)

lansoprazole/naproxen (Prevacid NapraPAC)

Naloxone / pentazocine (Talwin Nx)

Naloxone / oxycodone (Targiniq ER)

Naltrexone / oxycodone (Troxyca ER)
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Appendix 9 Country-specific Requirements
9.1 Specific requirements for France
Requirements for Section 8.1.5

Race will not be collected for participants in France (see section 8.1.5) as the collection and
processing of personal data that reveals, directly or indirectly, the racial and ethnic origins, the
political, philosophical, religious opinions or trade union affiliation of persons, or which
concerns their health or sexual life, is prohibited. This is based on France’s Data Protection
Act No. 78-17 created the French Data Protection Authority (Commission Nationale
Informatique et Libertés [CNIL]) (see 8.1.5).
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Appendix 10 Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment is located
directly before the table of contents (TOC).

Amendment 01 (16-Sep-22)

Overall Rationale for the Amendment:

Initial findings from non-clinical study have indicated that concomitant medications that are
sensitive substrates of P-glycoprotein (P-gp) or Breast Cancer Resistance Protein (BCRP)
should be administered 4 hours apart from OG-6219 intake. Therefore, the protocol
0G6219-P001 has been amended to add this non-clinical information, address United States
Food and Drug Administration (FDA) comments and to improve the readability.

Section number and Change Description of Change (the information | Brief Rationale
added is shown in quotes, and deleted

information is shown as a strike-out)

Title page ¢ Protocol number updated to 0G6219-
P001-02

e EU CTR number added

To update administrative

Synopsis information.

Synopsis/ o The overall pelvic pain (OPP) denotes To provide clarity on
Rationale “endometriosis-related” overall pelvic pelvic pain (OPP and
Section 4.2 (Scientific Rationale pain, NMPP) cl?fmiti.ons and
for Study Design) e The non-menstrual pelvic pain score their relationship only

(NMPP) includes “pain associated with with endometriosis.

micturition, defecation, ovulation,
intercourse”

Throughout the document

To provide clarity on
when PK assessment is to
be performed.

Synopsis/ ¢ For secondary objective #6, the
Secondary Objectives and corresponding endpoint sampling time for

Endpoints PK parameters Cmag. Tyze. and AUCy
was clarified to b[:“

Section 3 (Objectives and

Endpoints)

Synopsis/ ¢ For the secondary objective #12 endpoint | To provide clarity that
Secondary Objectives and of mean change from BC to TRC3 “of the | from BC to TRC3 relates
Endpoints monthly dyspareunia score” was added to the monthly

Section 3 (Objectives and
Endpoints)

dyspareunia score.

Synopsis/Statistical Methods

Section 9.5 (Interim Analysis)

IA was added to the synopsis

Interim psychometric evaluation of
blinded data was added during IA

To include psychometric
analysis of blinded data in
the TA.

Section 1.3 (Schedule of
Activities)

In footnote e: clarified that the PAP smear
should be performed “at Screening”

To provide clarity on
when PAP smears are to
be performed.
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Section number and Change Description of Change (the information | Brief Rationale
added is shown in quotes, and deleted
information is shown as a strike-out)
Section 1.3 (Schedule of To provide clarity on [Sill

Activities)

'
Additional changes were made to the

section title and_ to be

entered in the eCRF

Section 2.3.1 (Risk Assessment)

Section 2.3.3 (Overall Benefit
Risk Conclusion)

Section 5.3 (Lifestyle
Considerations)

Appendix 5 (Contraceptive and
Barrier Guidance and Collection
of Pregnancy Information)

o Clarified acceptable contraceptive use

o Added that participants who are willing to

reliably use “an acceptable effective
method for contraception” may be
eligible.

The acceptable methods include effective
methods of contraception (references to
double barriers and highly effective
contraception were removed)

To clarify acceptable
methods for
contraception, use and
correct the contraceptive
terminology related to
effective versus highly
effective methods based
on CTFG guidance %

Section 2.3.1 (Risk Assessment)

Section 2.3.3 (Overall Benefit
Risk Conclusion)

Section 6.8.2 (Prohibited
Medications and Other Products)

Appendix 7

e Added “OG-6219 and FOR-1011 were
found to inhibit P-glycoprotein (P-gp)
and/or Breast Cancer Resistance Protein
(BCRP) transporters in vitro, thus
concomitant administration of 0G-6219
with sensitive P-gp and BCRP substrates
should be avoided.”

e Concomitant medications that are
sensitive substrates of P-gp or BCRP
should be administered at least 4 hours
apart from administration of 0G-6219.

The lists of medications that are sensitive
substrates for P-gp and BCRP were added
to Appendix 7.

To specify how
medications that are
sensitive substrates of P-
gp or BCRP should be
administered in relation to
0G-6219 intake to avoid
possible DDIs with regard
to these transporters.

Section 1.3 (SOA) — footnote y

Section 2.3.1 (Risk Assessment)

Section 2.3.3 (Overall Benefit
Risk Conclusion)

Section 7.2 (Participant
Discontinuation/Withdrawal
from the Study

Section 8.3.4 (Columbia-Suicide
Severity Rating Scale (C-SSRS)

Added “Based on determination of
positive C-SSRS results for suicidality
and its severity, the participants will be
discontinued from the study medication
and referred to a specialist at the
Investigator’s discretion for further
evaluation. In addition, the positive
results from C-SSRS evaluation will have
to be treated as an SAE and reported to
the Sponsor in a timely manner.”

Added the study discontinuation criterion
for “participants who experience suicidal
ideation or attempt suicide”

Added the following sentence:
“Suicidality will be monitored throughout
the study employing a validated
questionnaire C-SSRS.”

To provide steps taken
with a positive C-SSRS
result.
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Section number and Change

Description of Change (the information
added is shown in quotes, and deleted
information is shown as a strike-out)

Section 5.1 (Inclusion Criteria)

Table 2: Prohibited Medication
and Other Substances

Section 8.2.2.4 Prohibited Pain
Medication Use

Section 5.2 (Exclusion Criteria)

Brief Rationale

 Clarified that [ UG R
of etherdSAlD-oshon-opioid pain

medications for acute conditions other

than ERP is permitted

For clarification [l
B i
medication in Inclusion
Criterion #13 and other
sections in the protocol as
listed.

For clarification.

Section 5.2 (Exclusion Criteria)

o Corrected EC#3 to include “clinically” as
follows: Has a “clinically” significant
gynecologic condition

e Revised exclusion criteria #14 as follows:
Has a known human immunodeficiency
virus infection, “and/or” active, recurrent,
or chronic infection (eg, hepatitis A, B, or
C virus)

For clarification.

Section 6.6 (Continued Access
to Study Treatment after the End
of the Study)

e Changed as follows: The Sponsor will not

provide additional care to the participants
after they leswe “complete or discontinue”
the study.

To use consistent
terminology.

Section 6.9 (Study Treatment
Accountability)

Section 8.3.2 (Vital Signs)

e Corrected that the quantity of dispensed
study treatment will be recorded on study
treatment accountability forms and
entered in the “IRT”.

Corrected that the use of rescue
medication will also be recorded in the
IRT “and eDiary”

Deleted specific instructions related to
blood pressure

To correct of
documentation methods
used.

To correct the error.

Standard procedure.

Section 8.4.1 (Time Period and
Frequency for Collecting AE
and SAE Information) — Table 7

* Revised that for Overdose. report if

receiving or other-
medication “(including Rescue
Medication)”

* Added, “For SAEs, standard procedures
for reporting (within 24 hours) must be
followed”

To clarify the use of
Rescue Medication and to
specify that for SAE the
standard procedures for
reporting (within 24
hours) must be followed.
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Section number and Change

Description of Change (the information
added is shown in quotes, and deleted
information is shown as a strike-out)

Brief Rationale

Appendix 2 (Regulatory, Ethical,
and Study Oversight
Considerations)

o For Quality Assurance, added that the
“eDiary” data will be transmitted to the
Sponsor or designee electronically.

For clarification.

Appendix 3 (Clinical Laboratory
Tests)

¢ In Table 9 (Protocol-required Safety
Laboratory Tests) the following
coagulation tests were added:
prothrombin time, activated partial
thromboplastin time, and antithrombin TIT

* Revised Urinalysis as follows:

Microscopy «elinicalbindieatad)

Added evaluations for
coagulation as
recommended by the
FDA. and indicated that
Microscopic evaluation
for Urinalysis will be for
all participants.

Appendix 7 e Added, “Note: The list is intended to be a | Added guidance.
guidance and may not include all
medications in the respective categories”
Appendix 9 (Protocol e Section added Section to be added for
Amendment History) amendments.

Throughout the document

s Minor editorial updates

For better readability.

Amendment 02 (03-Jan-2023)

Overall Rationale for the Amendment:
The protocol 0G6219-P001-01 was amended to address European Medicines Agency (EMA)

feedbacks.
Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)
Section 1.3 * Serum Pregnancy Test was added to- Agreement with EMA
Serum Pregnancy Test suggestion
(B-hCG)
Section 1.3 The footnote g was changed to: Clarify that when a
Footnote g The UPT is centrally provided. If any menstrulal. delay is noted,
menstrual cycle delay is noted, the ?he pa.11llc1pa.nt must
participant must immediately perform UPT immediately perform
and contact clinic to schedule a visit as soon | UPT and contact the
as possible and the Sponsor must be clinic.
contacted. Additional UPT can be dispensed
as needed.
Introduction e The introduction was modified as follows: Include recent published
o The HSDI7B1 in primatesisprimasi] information
expressed-in-the-placentaand-ovaryandtea
l i il I e
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Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)

deteeteduntil-Day14-ofthe-menstranl-eyele
HSD17[B1 expression is seen in the eutopic
endometrium throughout the cycle. The
HSD17p1 and HSD17B2 are both expressed
in endometrium and endometriotic implants;
however, there is an imbalance between
HSD17p1 and B2 in endometriotic lesions
as compared to normal endometrium
(eutopic endometrium).

® In a recently published study, in which
protein levels of different enzymes were
determined in both eutopic endometrium
and endometriotic lesions, eutopic
endometrium presented higher levels of
aromatase, compared to steroid sulfatase
(STS) or HSD17p1, while endometriotic
lesions had superior levels of STS and
HSD17p1.

2.3.1 Risk assessment e Modified the following: Clarification

e Any potentially deleterious effect on the
endometrium will be monitored by TVUS or
transabdominal (pelvic) ultrasound and
endometrial biopsies during Screening up to
TRC3

2.3.1 Risk assessment e Modified the following: Clarification

* However, as the effect of OG-6219 on
fertility and early embryonic development
and pre-and post-natal development has not
been studied at this time, the risk of
reproductive toxicity cannot be
considered fully characterized.

2.3.3 Overall Benefit Risk e Clarified that the lower doses of_ Agreement with EMA
Conclusion Il BID are planned based on Phase 1 suggestion

PK modeling data
4.3 Justification for dose * Modified the following: All three dose levels

chosen {

¢ In this Phase 2a/b study, the lower doses .
- BID) are anticipated

I 51 i '
o planneg-are to be efficacious based

based on Phase 1 PK modeling data. .
on Phase 1 PK modeling

* : ' ' df’.-‘ all-thelowestdese | ¢, (therefore ‘no
eﬁ-—BHQ-pLaﬂﬂed—lﬁ—expeeted—te—be—les& effect’ is incorrect).
offective o have no-effect assuming dose
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Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)
5.1 Inclusion Criteria IC04 was modified as follows: Clarify the perni-

Inclusion criterion 04 (IC04)

Has had spontaneous (ie, without
hormonal therapy), regular, menstrual
cycles with a cycle length between 21 to
32 days (inclusive) for the past 2 1 months
before V1. Note: Peri-menopausal
women have irregular menstrual cycles,
and don’t meet this inclusion criterion,
and should not be included.

menopausal participants
are excluded

5.2 Exclusion Criteria
Exclusion criterion 7 (EC7)

e EC7 was modified as follows:

¢ Has no documented normal Papanicolaou
(PAP) test within the timeline of current
standard of care guidelines or has a
significantly abnormal PAP test at
Screening (V1) (ie. atypicalsquamouns—cells,
low grade squamous intraepithelial lesion.
high grade squamous intraepithelial lesion,
atypical glandular cells [any type],
squamous cell carcinoma. or
adenocarcinoma [in situ or invasive]). The
presence of high-risk human papillomavirus
(HPV), regardless of PAP result, is
exclusionary (e.g. atypical squamous
cells).

Clarification

5.2 Exclusion Criteria
Exclusion criterion 14 (EC14)

e EC14 was modified as follows:

* Has a known human immunodeficiency
virus infection, and/or an acute or active,
recurrent/relapsing, or chronic infection
(eg. hepatitis A, B, or C virus).

Clarification

5.2 Exclusion Criteria
Exclusion criterion 22 (EC22)

e EC22 was modified as follows:

* Based on the known metabolism of OG-
6219 there are no effects of alcohol,
caffeine, or tobacco associated with study
treatment. However. during the study
participants are asked to refrain from

¢  Excessive tobacco use and smoking

-!ased on Investigator’s
1sCretion.

is an exclusion
criterion

5.2 Exclusion Criteria
Table 2

¢ Table heading changed to: Prohibited
Medication, Contraceptive Devices and
Other Substances

e Also Modified the text in the table as
follows:

e  The following medications,
contraceptive devices and other
substances are prohibited at any time

Clarify that
Contraceptive Devices
are also listed in the
table as being prohibited
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Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)
during the participant’s participation
in this study
e Section subheading changed to: Prohibited Clarify that
Medications: Hormones and Contraceptive | Contraceptive Devices
Devices are listed in the table as
being prohibited
e Included Hormonal Replacement Therapy Specify that HRT is a

(HRT)

prohibited medication

e Changed the description for_

s Footnote b was modified as follows:

o Participants with an Ne-istrasterine-deviee
TUD (non-hormonal) ssust-be-remeved
befere on the day of the Screening Visit
are excluded.

Clarify that any

_taken for

chronic pain is
prohibited

5.3 Lifestyle consideration

& The following changes were made:

® Excessive tobacco uses and smoking has
been restricted based on Investigator’s
discretion. Abuse of alcohol is prohibited.
Alcohol intake should be limited to 2 to 3
units per day, not to exceed 14 units per
week. Active use of illicit drugs [SiSIIN
I s 0 obibited.

Note:

(prescribed) for chronic pain use is
prohibited. Refer to Table 2 for a list
of prohibited medications.

Clarification on use of

8.1.5 Demography

e Specific requirements were added for
France

Specify requirements for
France on collection of
demography data

8.3.6 Endometrial Biopsy

* The following changes were made:

e If the results of an endometrial biopsy are
abnormal the participant will be
informed of the results and appropriate
clinical follow-up is required. If abnormal
results are at Screening, the participant
will be screen failed.

. oy
| Ly . 'Ill'tzij Lof

Clarification on
endometrial biopsy
results
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

8.4.4 Regulatory Reporting
Requirements

The following was added:

SUSAR reports will be submitted
electromnically (gateway to gateway) from
the sponsor’s safety database to the
EudraVigilance Clinical Trial Module, in
accordance with the EU Clinical Trial
Regulation.

Added procedure for
reporting of SUSARs by
the sponsor

Appendix 2

[ 3

[

Recruitment information was added and the
heading was changed to Recruitment and
Informed Consent

Subheading styles were changed

For Data Protection, the following was
added: The contract between sponsor and
study sites and any applicable third part
involved in the trial specifies responsibilities
of the parties related to data protection, ,
including handling of data security breaches
and respective communication and
cooperation of the parties.

Include recruitment
procedures. Subheading
styles were changed for
easier viewing and
navigation.

Appendix 5

The following was added:

Dual non-hormonal confraception
method

e Male condom combined with any one
of the following barrier methods:

o With spermicide

o Diaphragm with or without
spermicide

o Cervical cap with or without
spermicide

o  Vaginal sponge impregnated
with spermicide

Note:

1. Male and female condom should not be
used at the same time

2. If permitted by local guidelines,
contraceptive gels with other barrier
methods (eg. diaphragm or cervical cap)
may be used in countries where spermicides
are not available.

Clarify contraceptive
requirements.

Appendix 8

This is a new appendix that was added:
Concomitant Pain Relief Medication

OFHHTO

Clarify pain medications

allowed S
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Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)
Appendix 9 & Specific requirements for France were EMA feedback based on

added as race will not be collected

France’s Data Protection
Act No. 78-17 created
the French Data
Protection Authority
(Commission Nationale
Informatique et Libertés
[CNIL])

Appendix 10

Protocol Amendment History was added

Template specification

Appendix 11: Data Protection

The following was added

The contract between sponsor and study
sites specifies responsibilities of the
parties related data protection, including
handling of data security breaches and
respective communication and
cooperation of the parties.

Information technology systems used to
collect, process, and store study-related
data are secured by technical and
organizational security measures
designed to protect such data against
accidental or unlawful loss, alteration, or
unauthorized disclosure or access. In the
event of a data security breach,
appropriate mitigation measures will be
implemented.

Clarify data protection
procedures

Throughout the protocol

L]

Minor edits and corrections

Clarity

Amendment 03 (10-Feb-2023)

Overall Rationale for the Amendment:
The protocol 0G6219-P001-01 has been amended to address Food and Drug Administration

(FDA) questions.
Section number and Change Description of Change (the information Brief Rationale
added is shown in bold, and deleted
information is shown as a strike-out)
Section 1.1 Synopsis and e  The Objective and Endpoint Table have Clarification of
Section 3 Objectives and been reorganized into Secondary endpoints

Endpoints (Table 1)

Efficacy, Safety, and PK/PD Endpoints
with further editorial revisions made to
the content

Text has been added that the primary

efficacy, primary safety, and secondary
efficacy endpoints will be assessed

comparing Group A (Sj8ljJjj BID). B (8§
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

Bl BD). C (S8 BID) with Group D
(Placebo)

¢ Footnote * was added to define OPP as the
combination of the DYS and NMPP
scores

Section 1.1 Synopsis

Modify text in Rationale:

The primary efficacy endpoint will assess the
efficacy of 3 dose levels of 0G-6219 in
change from Baseline Cycle (BC) in
endometriosis-related overall pelvic pain
(OPP) score (the weighted mean of the
dysmenorrhea [DYS] pelvic pain score
combined-with-the-mean-of and the non-
menstrual pelvic pain score [NMPP; pain
associated with micturition, defecation,
ovulation, intercourse]) during the Treatment
Cycle 3 (TRC3) compared to Placebo.

Clarify the primary
endpoint

Section 1.1 Synopsis and
Section 9.4.2 Primary Endpomt
Analysis

Added sentence to include alternate error

structures:

If nonconvergence is encountered,
compound symmetry (CS) and first-order
autoregressive AR(1) error structures will
be considered.

Agreement with FDA

Section 1.1 Synopsis and
Section 9.4.3 Secondary
Endpoint Analysis

Added sentence to include alternate error

structures:

If nonconvergence is encountered, CS and
AR(1) error structures will be considered

Agreement with FDA

Section 1.3 Schedule of
Activities (footnote y), 2.3.1
Risk Assessment, Section 2.3.3
Overall Benefit Risks
Conclusion, Section 8.3.4
Columbia Suicide Severity
Rating Scale (C-SSRS)

Deleted text:

Based on determination of positive
C-SSRS results for suicidality ase-s
sexerity, the participants will be
discontinued from the study medication
and referred to a specialist at the
Investigator’s discretion for further

Clarification that Study
is not evaluating the
severity

evaluation.
Section 2.3.1 Risk Assessment | Clarification on Agreement with FDA
and Section .7'3 ICriteria for e DMC role
Study Termination , o

s independent safety monitoring and study

stopping criteria to align with DMC

charter
Section 5.2 Exclusion Criteria Exclusion criteria #9 has been modified: Agreement with FDA

Has a history of malignancy <5 years before
signing informed consent except for adequately
treated basal cell or squamous cell skin cancer

or in situ cervical cancer. Note: Any history of

hormonal sensitive malignancy (eg, breast
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

or ovarian cancers) excludes the participant.

Section 6.7 Treatment
Overdose

Clarified text on time frame to report an
overdose

Agreement with FDA

Section 7.2 Participant
Discontinuation/Withdrawal
from the Study

Updated bullet on ECG:

e ECG findings of QTcF prolongation of
300 , or a change of =60 ms
from the pre-dose ECG, based on the
average of triplicate ECGs

Added new bullets

s Safety recommendation based on DMC
/ investigator/ Sponsor assessment of
AEs and AESI

o If the participant undergoes urgent
surgical procedures for endometriosis-
related pain.

Agreement with FDA /
clarification

Section 8.3.4 Columbia Suicide
Severity Rating Scale
(C-SSRS)

Added text to provide a threshold score using
the Columbia Suicide Severity Rating Scale
(C-SSRS) that subjects must reach for the
investigator to discontinue the subject from
clinical trial.

Agreement with FDA

Section 8.4.1 Time Period and
Frequency for Collecting AE
and SAE Information

Modified Table 7 Overdose row to clarify text
on time frame to report an overdose.

Clarification and align
with Section 6.7
Treatment Overdose

Modified text Clarification
Section 9.4.7.1 Adverse Events | A jded text: Clarification
The timeframe for a TEAE after stopping
the randomized treatment is 14 days.
Throughout the protocol e Minor edits and corrections Clarity
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Overall Rationale for the Amendment:

The protocol 0G6219-P001-03 has been amended to address Food and Drug Administration
(FDA) questions and make clarifications to the protocol.
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

Section 1.1 Synopsis (Overall
Design). Section 3.0 Objectives
and Endpoints (footnote to
Table 1). Section 4.1 Overall
Design, Appendix 1 Definitions

Modified text

o TRC2 is the period between the first
day of second menses after TRC+ end of BC to
the day prior to first day of next menses,
regardless of number of days. Phone Contact'
1s done during the menses.

TRC3 or EOT is the period between the first
day of third menses after TRE2 end of BC to
either end after[§f completed cycles or SISl
on study treatment, whichever occurs first.

Clarification

1.3 Schedule of Activities

Modified Footnote h

: Participant must be -compliant with
to be randomized—Hnfermation

Clarification

Modified Footnote 1

During the site-study visit. the PRO should be
completed prior to other types of study
procedures, such as blood draws and physical
examinations.

Clarification

Modified Footnote v

. sample collection sheuld to be collected
within 12+4 hours of last dose of study
medication. If not possible, the PK sample
should be collected at . irrespective of the
timing of the last study dose taken.

Clarification ‘rhat- PK
sample must be taken
even if not possible
within stated window of
time.

5.2 Exclusion Criteria

Modified Exclusion Criterion #9.

Has a history of malignancy <5 years before
signing informed consent except for
adequately treated basal cell or squamous cell
skin cancer erin-situ-cervical cancer:

Agreement with FDA

Modified Exclusion Criterion #22 to exclude
the use o

(per cycle).

Based on the known metabolism of OG-6219
there are no effects of alcohol., caffeine, or
tobacco associated with study treatment.
However, during the study participants are
asked to refrain from:

Response to FDA/

compounds
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

a) Excessive tobacco use and smoking
(including exeessive reereational

based
on Investigator’s discretion.

(ie,

5.2 Exclusion Criteria

Contraceptive Devices and
Other Substances

Table 2 Prohibited Medication,

Table 2. Prohibited Medications: Analgesics

Deleted text on

Anypreseribed [N fo: <h-onic
pai-renasement

Clarification to Table 2
for category of Other
Prohibited Medications.
Response to FDA/

compounds

Prohibited Medications: Other

Added

compounds are permitted.

Response to FDA/

compounds.
Added cannabis to
“other”

5.3 Lifestyle considerations

Modified Note: Neﬂ—e*ee&eﬁ-e-

- compounds are permitted (usage

must be recorded) [SSIIEIGgGGEGEG
esosibed) forchronte e i Libited

Refer to Table 2 for a list of prohibited
medications.

Response to FDA/

clarify use of -

compounds

Section 6.1 Study Treatments
Administered

Modified Table 6. Non-Investigational
Medicinal Products / Rescue Medication

Packaging and | FerHS-+the-produetwill
Labeling

requirements- Product
will be provided in
commercial packaging
and will be labeled as
required per country
requirements.

Provided centrally by the
Sponsor. In special
circumstances., may be

Sourcing:

Clarification to country-
specific text to make
protocol global.

Deleted manufacturer as
source may change
depending on
region/country
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Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

provided locally with
prior approval from the
Sponsor.

{Eentral | Pharmeaceutiesals

: EH IR dd

Section 8.5.1 Collection of
Samples

Table 8. Schedule of Pharmacokinetic samples
Modified footnote ¢

. sample collection shetdd to be collected
within 12+4 hours of last dose of study
medication. If not possible, the PK sample
should be collected at. irrespective of the
timing of the last study dose taken.

Appendix 4

Modified Events Meeting the AE Definition

Signs, symptoms, or the clinical sequelae of a
suspected overdose of either study treatment

or a concomitant medication. Serdeseperse

. T e . . .

cidabelfd .. . Ifl 41
: - All overdose

events must be reported in accordance with
its seriousness including overdose taken
with intentional suicidal/self-harming
intent.

Clarification
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Overall Rationale for the Amendment:

The protocol 0G6219-P001-05 has been amended to address a Food and Drug Administration
(FDA) question and make clarifications to the protocol.

Section number and Change

Description of Change (the information
added is shown in bold, and deleted
information is shown as a strike-out)

Brief Rationale

Study Schema

Change Screening period:
Up-to ~ 8 weeks
Change Run-in period
~ 4 weeks
Modified period between Visit 1 and
Visit 2:
Upte ~ 4 weeks
Added to list of abbreviations:
~= approximately

Clarification

Table 1.3 Schedule of
Activities

Changed Screening on line 1

Upte ~12 weeks
Added to list of abbreviations:
~ = approximately

Clarification

Section 5.2 Exclusion
criterium #9

Has & no history of malignancy <5-years
before-sigmng-mformed-consent-(except for
adeguately treated basal cell or squamous

cell skin cancer) before signing informed
consent.

Agreement with FDA

Table 8. Schedule of
Pharmacokinetic Sampling

Footnote a
Moming dose is speetfted preferred for

pre-witness dose.

Clarification

Section 2.2 and 10 References

Corrected cross-reference and updated
reference list

Incorrect citation
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Appendix 11 Signature of Investigator

PROTOCOL TITLE: A Phase 2a/b, Randomized, Double-blind, Placebo-controlled, Parallel
group, Multicenter, Clinical Study to Evaluate the Efficacy and Safety
of OG-6219 in 3 Dose Levels, in Women 18 to 49 Years of Age with
Moderate to Severe Endometriosis-related Pain

PROTOCOL NO: 0G-6219-P001
VERSION: Amendment 06

This protocol is a confidential communication of Organon LLC. I confirm that I have read this
protocol, I understand it, and I will work according to this protocol. I will also work
consistently with the ethical principles that have their origin in the Declaration of Helsinki and
that are consistent with Good Clinical Practices and the applicable laws and regulations.
Acceptance of this document constitutes my agreement that no unpublished information
contained herein will be published or disclosed without prior written approval from the
Sponsor.

Instructions to the Investigator: Please SIGN and DATE this signature page. PRINT your name, title, and the name of the
study site in which the study will be conducted. Return the signed copy to Organon LLC.

I have read this protocol in its entirety and agree to conduct the study accordingly:

Signature of Investigator: Date:

Printed Name:

Investigator Title:

Name/Address of Center:
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