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CLINICAL TRIAL PROTOCOL SYNOPSIS

Company name

Boehringer Ingelheim

Original protocol date

31 March 2023

Revision date

14 Sep 2023

BI trial number

1479-0011

Title of trial

The effect of multiple doses of carbamazepine on the pharmacokinetics of a single
oral dose of BI 1810631 in healthy male subjects (an open-label, two-period, fixed-
sequence trial)

- Investigator

Trial site

Clinical phase

Trial rationale

BI 1810631 is a substrate for CYP3A in vitro. The in vivo effect of induction of
CYP3A on BI 1810631 pharmacokinetics is not known. It needs to be investigated
to inform concomitant treatment recommendations.

Trial objective

To investigate the effect of multiple oral doses of the strong CYP3A inducer
carbamazepine on the pharmacokinetics of a single dose of BI 1810631 in plasma.

Trial endpoints

Primary endpoints: AUCq. and Ciax 0of BI 1810631
Secondary endpoint: AUCo., of BI 1810631

Trial design

Open-label, two-period, fixed-sequence crossover design

Number of subjects

total entered 16
on each treatment |16
Diagnosis Not applicable

Main inclusion criteria

Healthy male subjects, age of 18 to 55 years (inclusive), body mass index (BMI) of
18.5 t0 29.9 kg/m? (inclusive)

Test product 1
dose

mode of
administration

BI 1810631 60 mg film-coated tablets
60 mg

Oral with 240 mL of water after an overnight fast of at least 10 h
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Test products 2 and 3

Dose

mode of admin.

Test product 2: Carbamazepin-neuraxpharm® 400 mg retard tablets

Test product 3: Carbamazepin-neuraxpharm® 600 mg retard tablets

Titration, starting with low dose 200 mg q.d., to mid dose 400 mg q.d., followed by
the maximal dose 600 mg q.d.

Oral with 240 mL of water after a dinner

Duration of treatment

Period 1:
- BI 1810631 60 mg: 1 single dose in the morning of Day 1
Period 2:
- Carbamazepine
o Day-18to -15: 200 mg q.d. in the evening
o Day-14 to -8: 400 mg q.d. in the evening
o Day -7 to +6: 600 mg q.d. in the evening
- BI 1810631 60 mg: 1 single dose in the morning of Day 1

Statistical methods

The extent of the drug-drug interaction will be estimated by the ratios of the
geometric means (test/reference) for the primary and secondary endpoints.
Additionally, their two-sided 90% confidence intervals (Cls) will be provided. This
method corresponds to the two one-sided t-test procedure, each at a 5% significance
level. Since the main focus is on estimation and not testing, a formal hypothesis test
and associated acceptance range is not specified. The statistical model will be an
analysis of variance (ANOVA) on the logarithmic scale including effects for subject
and treatment. Cls will be calculated based on the residual error from the ANOVA.

Descriptive statistics will be calculated for all endpoints.
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examination*

10.
11.
12.

13.

14.

Subject must be informed and written informed consent obtained prior to starting any screening procedures. Screening
procedures include physical examination, neurological examination, skin inspection, check of vital signs, ECG, safety
laboratory (including drug screening test), demographics (including determination of body height and weight, smoking
status and alcohol history), relevant medical history, concomitant therapy, review of inclusion/exclusion criteria and
suicidality assessment (C-SSRS).

The time is approximate; the procedure is to be performed and completed within the 3 h prior to the next drug
administration.

If several actions are indicated at the same time, the intake of meals will be the last action.

At the end of study (synonym for end of trial), the EoS examination includes physical examination, neurological
examination, skin inspection, suicidality assessment (C-SSRS), vital signs, ECG, safety laboratory, recording of AEs
and concomitant therapies, and a determination of body weight.

Only urine drug screening and alcohol breath test and a nasal/oral swab for SARS-CoV-2 PCR testing (nasal/oral swab
and Covid-19 test at admission or within 36 h before admission) will be done at this time

AEs and concomitant therapies will be recorded throughout the trial, but will be specifically asked for at the times
indicated in the Flow Chart above.

In period 2, urine samples are to be collected over the stated 24 h intervals (<4—») -444 to -420, -300 to -276, -180

to -156, -132 to -108, -84 to -60, -36 to -12, +12 to +36, +60 to +84, and +132 to +156 h.

Blood sample on time, carbamazepine dosing immediately afterwards

Within 15 min before administration of carbamazepine

Letters A, B, and C designate different sets of safety laboratory examinations, see Section 5.2.3

Day 8 of period 1 is the same day as Day -19 of period 2

On Day 1 of both periods, only meals as described in the Flow Chart will be served. On the other days with in-house
stays, food will be served as per the CRO’s SOPs. Of note, a dinner will be served before all carbamazepine
administrations as indicated by the Flow Chart.

For content of neurological examination see Section 5.2.5.1. Suicidality assessment using the Columbia-Suicide
Severity Rating Scale (C-SSRS): ‘Screening/Baseline’ version at Visit 1, and ‘since last visit’ version at Visits 3 and 4 —
see also Sections 5.2.5.3 and Appendix 10.1

See Section 5.2.5.2.
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ABBREVIATIONS AND DEFINITIONS

AE
AESI
ANOVA
AUCo-0

%AUCtz-oo
AUCu-2

AUCO-tZ

BA
BI
BMI
BP
CA
CI
CL/F

Cinax

CRF

CRO
CTCAE
CT Leader
CT Manager
CTP

CTR
CYP3A
DDI

DILI

DLT

ECG
eCRF
eDC
EDTA
EGFR
EoS
EUCT No.

Adverse event
Adverse events of special interest
Analysis of variance

Area under the concentration-time curve of the analyte in plasma over the
time interval from 0 extrapolated to infinity

Percentage of AUC. obtained by extrapolation

Area under the concentration-time curve of the analyte in plasma over the
time interval t; to t

Area under the concentration-time curve of the analyte in plasma over the
time interval from O to the last quantifiable data point

Bioavailability

Boehringer Ingelheim

Body mass index (weight divided by height squared)
Blood pressure

Competent authority

Confidence interval

Apparent clearance of the analyte in plasma after extravascular
administration

Maximum measured concentration of the analyte in plasma
Case Report Form, paper or electronic (sometimes referred to as ‘eCRF’)
Clinical Research Organisation

Common Terminology Criteria for Adverse Events
Clinical Trial Leader

Clinical Trial Manager

Clinical trial protocol

Clinical trial report

Cytochrome P450 family 3 subfamily A

Drug Drug Interaction

Drug induced liver injury

Dose-limiting toxicity

Electrocardiogram

Electronic case report form

Electronic data capture

Ethylenediaminetetraacetic acid

Epidermal growth factor receptor

End of Study (synonym for End of Trial)

European Clinical Trial Number
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FU

GCP

gCV
gMean

IB

IEC

IPD

IRB

ISF

Az
LC-MS/MS
MDA
MDMA
MedDRA
MRT;o
MTD

NF
NSCLC

PE

PK

PKS

PP

PR

QT interval
QTc interval

R
REP
RTK
SAE
SCR
SmPC
SOP
ss

TF1

tin

Follow-up

Good Clinical Practice

Geometric coefficient of variation

Geometric mean

Investigator’s brochure

Independent Ethics Committee

Important protocol deviation

Institutional Review Board

Investigator site file

Terminal rate constant of the analyte in plasma

Liquid chromatography with tandem mass spectrometry
Methylenedioxyamphetamine
Methylenedioxymethamphetamine

Medical Dictionary for Regulatory Activities

Mean residence time of the analyte in the body after oral administration
Month-do-Date

New formulation

Non-small-cell lung cancer

Polyethylene

Pharmacokinetic(s)

Pharmacokinetic set

Polypropylene

Pulse rate

ECG interval from the start of the QRS complex to the end of the T wave

QT interval corrected for heart rate, e.g. using the method of Fridericia
(QTcF) or Bazett (QTcB)

Reference treatment

Residual effect period

Receptor tyrosine kinases

Serious adverse event

Screening

Summary of Product Characteristics
Standard operating procedure

(at) steady state

Test product or treatment

Trial formulation 1

Terminal half-life of the analyte in plasma
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tmax

TS

tz
TSAP
ULN
V/F

WOBC

Time from (last) dosing to the maximum measured concentration of the
analyte in plasma

Treated set

Time of last measurable concentration of the analyte in plasma
Trial statistical analysis plan

Upper limit of normal

Apparent volume of distribution during the terminal phase after
extravascular administration

woman of child-bearing potential
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1. INTRODUCTION
1.1 MEDICAL BACKGROUND

Human epidermal growth factor receptor 2 (HER2) is a member of the epidermal growth
factor receptor (EGFR) family of homologous transmembrane receptor tyrosine kinases. The
family of ErbB transmembrane receptor tyrosine kinases (RTKs) consists of the four
members EGFR (ErbB1), HER2 (Neu, ErbB2), HER3 (ErbB3) and HER4 (ErbB4), which
fulfil essential functions during development [R20-1872, R09-6185, R20-1990]. ErbB
signalling is initiated upon binding of the extracellular domains of EGFR, HER3 or HER4 to
their respective ligands and subsequent homo- or heterodimerization of ErbB family
members. HER2, for which no ligand has been identified, is the preferred dimerization
partner for the other ErbB members. Once an active ligand-receptor complex has been
formed, the intracellular tyrosine kinase domains of EGFR, HER2 or HER4 are activated by
auto- or transphosphorylation and subsequently elicit a signal transduction cascade most
notably engaging the mitogen-activated protein kinase and/or the phosphoinositide 3-kinase
pathways [R20-1872, R09-6185, R20-1990].

Aberrant ErbB signalling is implicated in several pathophysiological conditions including
cancer or neurological diseases. In cancer, ErbB signalling is hyper-activated through
mutations that render the RTK constitutively active by promoting dimerization or shifting the
equilibrium towards the active conformer of the kinase and/or through amplification and
consequent over-expression of the RTK. Both oncogenic mechanisms increase the net output
of ErbB signalling and thereby promote cell survival, cell growth and proliferation
[P15-01211].

More recently, increasing attention has been given to the emerging impact of oncogenic
HER?2 activation through somatic gene mutation. The majority of these HER2 mutant cancers
have not been associated with concurrent HER2 gene amplification. Mutations are found
across all exons of the HER2 gene including exon 20, with significant heterogeneity both
between and within human cancer types. The highest prevalence of HER2 mutations is
observed in prostate neuroendocrine cancer, metastatic cutaneous squamous cell carcinoma,
and bladder cancer (all >10% of cases). A significant HER2 mutation prevalence is also
found in more common cancers, including lung, colorectal and breast cancers, indicating a
large additional patient base that could potentially be targeted with HER2-directed therapies
[P19-10412].

Mutations in HER2 have been identified as oncogenic drivers and occur in 2 to 3% of non-
small-cell lung cancer (NSCLC). HER2 mutations most commonly consist of a 12 base pair
in-frame insertion YVMA (p.A775_G776insYVMA) in exon 20 [P19-00456, P20-09250].
There is no standard targeted treatment for NSCLC with HER2 aberrations including HER2
exon 20 insertion mutations. Clinically approved tyrosine kinase inhibitors have not been
shown to be efficacious in these patients, as they are limited by EGFR wild type mediated
dose limiting toxicity. Therefore there is a clear unmet medical need for new treatment
options for NSCLC patients with HER2 insertion mutations.

BI-VQD-11906_40-106_AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 17 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

1.2 DRUG PROFILE
1.2.1 BI 1810631

For a comprehensive description of BI 1810631 refer to the IB [¢c32836122]. Preliminary PK
and safety data available so far from clinical studies and not included in the IB are described
below in Section 1.2.1.3.

1.2.1.1 Mode of action

BI 1810631 is an EGFR wild type sparing, selective HER2 inhibitor with potent inhibitory
activity on all major HER2 mutations including the HER2 YVMA insertion allele. It is
intended to treat patients with advanced solid tumors with HER2 aberrations.

1.2.1.2 Potential for drug-drug interactions (DDIs) with CYP3A inducers

Based on in vitro data, CYP3A4/5 is primarily responsible for the hepatic oxidative
metabolism of BI 1810631, . Thus, concomitant
medication with inducers of CYP3A could cause clinically relevant decreases of the plasma
exposure of BI 181063 1. For more details refer to the IB [c32836122].

1.2.1.3 Data from studies in humans

Prior to the current trial, BI 1810631 was administered in the ongoing first-in-man trial in
patients with cancer 1479-0001 and in one PK study in healthy volunteers (trial 1479-0003).

Short description of patient first-in-man trial 1479-0001

1479-0001 is an open-label, Phase I dose escalation trial, with dose confirmation and
expansion, of BI 1810631 as monotherapy in patients with advanced or metastatic solid
tumors with HER2 aberrations. Patients are continuously treated in different dose groups with
q.d. or b.i.d. dosing schemes. PK and safety data are collected. So far, 42 patients were
treated in the dose escalation part with BI 1810631 either in one of the b.i.d. cohorts (17
patients - 15-30-60-100-150 mg) or the q.d. cohorts (25 patients - 60-120-180-240-300 mg).
Data cut time point for the data described here is 24 Feb 2023.

Short description of healthy volunteer trial 1479-0003

At the time of CTP 1479-0011 finalization, trial 1479-0003 is in the reporting phase. Trial
1479-0003 was an open-label, randomized, 4-way crossover Phase I trial. The trial
investigated relative bioavailability of BI 1810631 after administration as two different
formulations (trial formulation 1 [TF1] and new formulation [NF]), investigated the food
effect on the pharmacokinetics of a single dose of BI 1810631 in plasma and investigated the
effect of multiple-dose treatment with rabeprazole on the pharmacokinetics of a single dose
of BI 181063 1. Thirteen healthy male volunteers were dosed with single doses of 30 mg

BI 1810631 in 4 treatment periods in randomized order, separated by wash-out intervals of at
least 14 days. The 4 treatments were:

e R:30mgBI 1810631 trial formulation 1 (TF1) under fasted conditions
e TI1:30 mgBI 1810631 new formulation (NF) under fasted conditions
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e T2:30 mg BI 1810631 NF after a high-fat, high-calorie breakfast

e T3:30 mg BI 1810631 NF after a 5-day pre-treatment with the proton-pump inhibitor
rabeprazole.

1.2.1.3.1 Pharmacokinetic data of patient first-in-man trial 1479-0001 (preliminary data)

Table 1.2.1.3.1: 1 Single-dose BI 1810631 PK data of ongoing patient trial 1479-0001

(preliminary data)
Preliminary PK tmax Crax AUCp.12 AUCoz  AUCow  ti
parameters: gMean [h]' [nM] [nM*h] [nM*h]> [nM*h] [h]
(gCV%)
Dose group (N)

15 mg b.id. (3)

30 mg b.i.d. (3)

60 mg b.i.d. (3)

60 mg q.d. (5)

100 mg b.i.d. (4)

120 mg q.d. (4)

150 mg b.i.d. (3)

180 mg q.d. (5)

240 mg q.d. (4)

300 mg q.d. (3)

! median (min-max
2*
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Table 1.2.1.3.1: 2 Steady-state BI 1810631 PK data of ongoing patient trial 1479-0001
(preliminary data)

Prellmlnary PK tmax,ss Cmax AUCt’ss tl/2,ss
parameters: [h]! [nM] [nM*h] [h]
gMean (gCV%)

Dose group (N)
15 mg b.i.d. (3)

30 mg b.i.d. (3)

60 mg b.i.d. (3)

60 mg q.d. (5)

100 mg b.i.d. (4)

120 mg q.d. (3)

150 mg b.i.d. (2)

180 mg q.d. (4)

240 mg q.d. (4)

300 mg q.d. (2)

"' median (min-max)
1.2.1.3.2 Pharmacokinetic data of healthy volunteer trial 1479-0003

Table 1.2.1.3.2: 1 Single-dose BI 1810631 PK data of healthy volunteer trial 1479-0003

Preliminary PK tmax Crmax AUCo., AUCp-» tin
parameters: gMean [h]! [nM] [nM*h] [nM*h] [h]
(gCV%)

Treatment (N)

R =30 mg TF1 fasted
(12)

T1 =30 mg NF fasted
(12)

T2 =30 mg NF fed

©)

T3 =30 mg NF fasted +
rabeprazole (11)

! median (min-max)
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Of note, the film-coated tablets used in the current trial 1479-0011 are based on the same
formulation principle as the NF used in trial 1479-0003, i.e. pharmacokinetic data of NF
(fasted) are expected to be representative for current trial 1479-0011.

1.2.1.3.3  Safety and tolerability data of patient first-in-man trial 1479-0001 (preliminary
data; data cut 24 Feb 2023)

Among the 42 patients treated with BI 1810631 in either q.d. or b.i.d. dosing schemes, no
severe expected or serious unexpected safety findings were observed so far at data cut point
(24 Feb 2023). Overall, BI 1810631 was well tolerated, and reported AEs were manageable.

B.i.d. cohorts

For all b.i.d. cohorts (17 patients treated), the most frequent treatment related reported AE
was diarrhoea in 8 (47.1%) patients with CTCAE Grade 1 severity in 6 (35.3%) cases and
Grade 2 severity in 2 (11.8%) cases. For 3 (17.6%) patients, anaemia was reported (related,
two patients Grade 1 and one patient Grade 2). Dry skin, hypertension, rhinitis, and blood
creatinine increased was reported in 2 (11.8%) patients each, all related, Grade 1.

There was one patient with related ALT increased Grade 3 during treatment with 150 mg
BI 1810631. Treatment for this patient was interrupted and restarted at the same dose level.
Reported AST and ALT levels decreased during continued treatment with BI 1810631.

Otherwise, single events reported of Grades 3, 4, or 5 were all assessed as not related to
BI 1810631. The two fatal cases were associated to malignant neoplasm progression. No
serious event was reported as related to BI 1810631.

was observed as dose-limiting toxicit
. This event caused a

. For another case (not yet captured in clinical

database), one related AE of diarrhoea Grade 2 was observed as DLT in dose group 150 mg.
In dose group 60 mg one

related AE of stomatitis Grade 1 was observed. No DLTs were reported during Cycle 1
(MTD period). No AE leading to discontinuation of BI 1810631 was reported.

Q.d. cohorts

For all q.d. cohorts (25 patients treated), the most frequent reported related AEs were
diarrhoea in 5 (20.8%) patients, followed by ALT increased and blood AP increased in 4
(16.7%) patients each, followed by anaemia, AST increased, GGT increased,
hyperglycaemia, and hypoalbuminaemia, each in 3 (12.5%) patients. Two related ALT
increases were of CTCAE Grade 3 (180 mg, 240 mg), and one each of the related AEs AST
increased (240 mg) and GGT increased (60 mg) were of Grade 3. Moreover, one related
anaemia, one related lymphocyte count decreased, and one related hypocalcaemia (all at

60 mg) were of CTCAE Grade 3. Of note, the observed Grade 3 AEs of anaemia, lymphocyte
count decreased and GGT increased are under re-evaluation for causality.
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All other related AEs were of Grades 1 or 2. Otherwise, single events reported of Grade 3 and
Grade 5 were assessed as not related to BI 181063 1. There were two fatal cases, both related
to underlying malignancy.

The five related diarrhoea reports were of CTCAE grade 1. In dose group 240 mg 2 related
AEs of stomatitis Grade 1 were observed, and in dose group 300 mg one related AE of mouth
ulceration Grade 1 was observed.

One anaemia Grade 3 (60 mg) (re-evaluation for causality pending) and one ALT / AST
increased, both Grade 3, (240 mg) were reported as drug-related serious adverse events. One
anaemia Grade 3 (60 mg) (re-evaluation pending) in Cycle 11 and one ALT increased Grade
3 (180 mg) in Cycle 4 were reported as DLTs. No DLTs were reported during Cycle 1 (MTD
period). In one patient at 180 mg, one ALT increased Grade 3 led to dose reduction (120 mg).
The AE was improving. For another patient at 240 mg, one ALT increased Grade 3 and one
AST increased Grade 3 led to dose reduction (180 mg). Both AEs were improving. Follow-up
data is pending for both patients who required dose reductions. One anaemia Grade 3 (re-
evaluation pending) at 60 mg and one SARS-CoV-2 test positive Grade 1 at 180 mg led to
treatment discontinuations.

Table 1.2.1.3.3: 1 Number (%) of patients with drug-related AEs by dose group —
b.i.d. cohorts (preliminary data)

Preferred term I5mgb.id.  30mgb.id.  60mgb.id. 100 mg b.i.d. 150 mg b.i.d.
[N (%0)] [N (%)] [N (%)] [N (%0)] [N (%)]
Number of patients 3 (100.0) 3 (100.0) 4 (100.0) 4 (100.0) 3 (100.0)
Total with drug-related AEs 2 (66.7) 2 (66.7) 4 (100.0) 3 (75.0) 2 (66.7)
Diarrhoea 0 1(33.3) 3(75.0) 2 (50.0) 2 (66.7)
ALT increased 0 0 0 0 1(33.3)
Anaemia 0 0 0 1(25.0) 2 (66.7)
AST increased 0 0 0 0 1(33.3)
Blood AP increased 0 0 1(25.0) 0 0
Blood creatinine increased 0 0 0 1(25.0) 1(33.3)
Dyspepsia 0 1(33.3) 0 0 0
Dry skin 0 0 0 1 (25.0) 1(33.3)
Fatigue 0 0 1(25.0) 0 0
Hypercholesterolaemia 1(33.3) 0 0 0 0
Hypertension 0 1(33.3) 0 1(25.0) 0
Hypoalbuminaemia 0 0 0 1(25.0) 0
Hypocalcaemia 0 0 0 1(25.0) 0
Increased upper airway secretion 0 1(33.3) 0 0 0
Oedema 0 0 1(25.0) 0 0
Paronychia 0 0 0 0 1(33.3)
Platelet count decreased 0 0 0 0 1(33.3)
Pruritus 1(33.3) 0 0 0 0
Rash 0 0 0 0 1(33.3)
Rash maculo-papular 0 0 0 1(25.0) 0
Rhinitis 0 0 1 (25.0) 1(25.0) 0
Stomatitis 0 0 1(25.0) 0 0
Taste disorder 0 0 0 0 1(33.3)
Vomiting 0 0 0 1(25.0) 0
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Table 1.2.1.3.3: 2 Number (%) of patients with drug-related AEs by dose group —
q.d. cohorts (preliminary data)

Preferred term 60 mg q.d. 120 mg q.d. 180mgq.d. 240mgq.d. 300 mgq.d.
[N (%0)] [N (%0)] [N (%0)] [N (%0)] [N (%0)]
Number of patients 5(100.0) 4 (100.0) 6 (100.0) 5(100.0) 4 (100.0)*
Total with drug-related AEs 3 (60.0) 3(75.0) 4 (66.7) 5(100.0) 1(25.0)
Abdominal pain upper 0 0 1(16.7) 0 0
ALT increased 0 1 (25.0) 2(33.3) 1 (20.0) 0
Anaemia 1 (20.0) 1 (25.0) 1(16.7) 0 0
Arthralgia 0 0 0 0 1 (25.0)
AST increased 0 0 2(33.3) 1 (20.0) 0
Bilirubin conjugated increased 1(20.0) 0 0 0 1(25.0)
Blood AP increased 1(20.0) 1(25.0) 1(16.7) 0 1(25.0)
Blood creatinine increased 1 (20.0) 1(25.0) 0 0 0
Blood fibrinogen increased 1(20.0) 0 0 0 0
Blood LDH increased 0 1(25.0) 0 0 0
Blood phosphorus decreased 0 1 (25.0) 0 0 0
Bone pain 1 (20.0) 0 0 0 0
Chest pain 0 0 0 0 1(25.0)
Decreased appetite 1(20.0) 0 1(16.7) 0 0
Dermatitis acneiform 0 0 1(16.7) 0 0
Diarrhoea 0 2 (50.0) 0 2 (40.0) 1 (25.0)
Dry eye 0 1(25.0) 0 0 0
Dry skin 1 (20.0) 0 0 0 0
Dysgeusia 0 0 1 (16.7) 0 0
Fatigue 1(20.0) 0 0 0 0
Flatulence 0 0 1(16.7) 0 0
GGT increased 1 (20.0) 1 (25.0) 1 (16.7) 0 0
Glucose urine present 1(20.0) 0 0 0 0
Hyperglycaemia 1(20.0) 1(25.0) 1(16.7) 0 0
Hypermagnesaemia 0 1 (25.0) 0 0 0
Hyperphosphataemia 0 1 (25.0) 0 0 0
Hypertriglyceridaemia 1(20.0) 1(25.0) 0 0 0
Hyperuricaemia 1(20.0) 0 0 1(20.0) 0
Hypoaesthesia oral 0 0 1(16.7) 0 0
Hypoalbuminaemia 1(20.0) 1(25.0) 1(16.7) 0 0
Hypocalcaemia 1(20.0) 1(25.0) 0 0 0
Hypochloraemia 0 1(25.0) 0 0 0
Hypokalaemia 1 (20.0) 1(25.0) 0 0 0
Hypomagnesaemia 1(20.0) 0 0 0 0
Hyponatraemia 1(20.0) 1(25.0) 0 0 0
Hypophosphataemia 1 (20.0) 0 0 0 0
Hypothyroidism 0 1(25.0) 0 0 0
INR increased 1(20.0) 0 0 0 0
Insomnia 0 0 1(16.7) 0 0
Lymphocyte count decreased 1 (20.0) 0 0 0 0
Malaise 1 (20.0) 0 1(16.7) 0 0
Mouth ulceration 0 0 0 0 1(25.0)
Nausea 1 (20.0) 0 0 0 0
Paronychia 1(20.0) 0 1(16.7) 0 0
Peripheral sensory neuropathy 1(20.0) 0 0 0 0
Proteinuria 1 (20.0) 1 (25.0) 0 0 0
Prothrombin time prolonged 1 (20.0) 0 0 0 0
Pruritus 0 1 (25.0) 0 0 0
Rash 0 0 1 (16.7) 0 1 (25.0)
SARS-CoV-2 test positive 0 0 1 (16.7) 1 (20.0) 0

BI-VQD-11906 40-106 AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 23 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

Table 1.2.1.3.3: 2 Number (%) of patients with drug-related AEs by dose group —
g.d. cohorts (preliminary data) — cont.

Preferred term 60 mg q.d. 120 mgq.d. 180mgqd. 240mgq.d. 300 mgq.d.
[N (%)] [N (%)] [N (%)] [N (%)] [N (%)]

Number of patients 5 (100.0) 4 (100.0) 6 (100.0) 5 (100.0) 4 (100.0)*

Total with drug-related AEs 3 (60.0) 3(75.0) 4 (66.7) 5 (100.0) 1(25.0)

Sinus bradycardia 0 0 0 0 1(25.0)

Stomatitis 0 0 0 2 (40.0) 0

Vomiting 1(20.0) 0 0 0 0

Weight increased 1 (20.0) 0 0 0 0

White blood cells urine positive 0 1(25.0) 0 0 0

* 1 additional patient in 300 mg dose group not yet captured in clinical database
1.2.1.3.4 Safety and tolerability data of healthy volunteer trial 1479-0003

Table 1.2.1.3.4: 1 Frequency [N (%)] of healthy subjects with on-treatment adverse
events by treatment, primary system organ class and preferred term in
trial 1479-0003

System organ class / R - T1- T2 - T3 partial — T3 partial —  Total

Preferred term TF1 fasted NF fasted NF fed Rabeprazole NF fasted +

N (%)] N (%)] [N (%)] alone rabeprazole
[N (%0)] [N (%)]

Number of subjects 12 (100.0) 12 (100.0) 9 (100.0) 11 (100.0) 11 (100.0) 13 (100.0)
Total with AEs 4(33.3) 1(8.3) 4 (44.4) 2(18.2) 4 (36.4) 8 (61.5)
Gastrointestinal disorders 0 1(8.3) 2(22.2) 0 1(9.1) 4 (30.8)

Haemorrhoids 0 0 1(11.1) 0 0 1(7.7)

Nausea 0 0 1(11.1) 0 0 1(7.7)

Diarrhoea 0 0 0 0 1(9.1) 1(7.7)

Abdominal pain upper 0 1(8.3) 0 0 0 (0.0) 1(7.7)
Infections and 3(25.0) 1(8.3) 0 2(18.2) 0 6 (46.2)
infestations

COVID-19 2(16.7) 1(8.3) 0 0 0 3(23.1)

Furuncle 0 0 0 19.1) 0 1(7.7)

Hordeolum 0 0 0 1(9.1) 0 1(7.7)

Pharyngitis 1(8.3) 0 0 0 0 1(7.7)
Injury, poisoning and 0 0 1(11.1) 0 1.1 1(7.7)
procedural complications

Sunburn 0 0 1(11.1) 0 0 1(7.7)

Contusion 0 0 0 0 1(9.1) 1(7.7)
Musculoskeletal and 0 0 0 0 2 (18.2) 2(154)
connective tissue
disorders

Arthralgia 0 0 0 0 1(9.1) 1(7.7)

Myalgia 0 0 0 0 1(9.1) 1(7.7)
Nervous system 1(8.3) 0 0 0 0 1(7.7)
disorders

Headache 1(8.3) 0 0 0 0 1(7.7)
Psychiatric disorders 0 0 0 0 1(9.1) 1(7.7)

Insomnia 0 0 0 0 19.1) 1(7.7)
Skin and subcutaneous 0 0 1(11.1) 0 1(9.1) 2(154)
tissue disorders

Rash 0 0 1(11.1) 0 0 1(7.7)

Petechiae 0 0 0 0 1(9.1) 1(7.7)
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In trial 1479-0003, in which oral single doses of 30 mg BI 1810631 were administered to
healthy volunteers, there were no SAEs, no AESIs, and no other significant AEs. All AEs
were of CTCAE grade 1 or 2 severity, and none of the AEs were assessed as drug-related.
Available safety data including AEs, ECGs, VS, and safety laboratory indicate that single
doses of 30 mg BI 1810631 were safe and well tolerated in trial 1479-0003.

1.2.2 Carbamazepine

Carbamazepine is an anticonvulsant medication indicated, amongst other indications, for the
treatment of epilepsy and neuropathic pain. After oral administration, carbamazepine is
slowly and nearly completely absorbed. Pharmacokinetic steady state is reached after 2 to 8
days. Plasma protein binding is between 70 and 80%. Carbamazepine is oxidated,
desaminated, hydroxylated and esterified with glucuronic acid in the liver. After a single
dose, carbamazepine ti/2 is approximately 36 hours. After multiple doses, ti/2 is reduced due
to enzyme induction by about 50%. [R23-1121]

Therapeutic doses are usually given once (q.d.) or twice (b.i.d.) daily and range between 400
and 1200 mg per day. A maximal daily dose of 1600 mg should usually not be exceeded as
higher doses are associated with a higher risk for side effects. It is recommended to take the
extended release tablets together with or after a meal. [R23-1121]

FDA recommends carbamazepine as strong index inducer of CYP3A for clinical trials
(https://www.fda.gov/drugs/drug-interactions-labeling/drug-development-and-drug-
interactions-table-substrates-inhibitors-and-inducers; accessed on 23 Jan 2023).

Stockis A et al. reported from a trial in healthy volunteers that a carbamazepine dosing
regime of 200 mg/day for 4 days, followed by 400 mg/day for 7 days, followed by
600 mg/day for 21 days resulted in a maximal induction of CYP3A (based on

6B-OH cortisol/cortisol ratio) on Day 18 of this regime [R23-0228].

For a more detailed description of carbamazepine, please refer to the SmPCs for
Carbamazepin-neuraxpharm® 200 mg retard / 400 mg retard [R23-1120] and Carbamazepin-
neuraxpharm® 300 mg retard / 600 mg retard [R23-1121].

1.2.3 Residual Effect Period

The Residual Effect Period (REP) of single doses of BI 1810631 is conservatively estimated
as 14 days. This is the period after the last dose during which measurable drug levels and/or
pharmacodynamic effects are still likely to be present.

The REP of carbamazepine is defined as 8 days.
1.3 RATIONALE FOR PERFORMING THE TRIAL

Based on in vitro data, CYP3A4/5 is primarily responsible for the hepatic oxidative
metabolism of BI 1810631, [c32836122]. Thus,
concomitant medication with inducers of CYP3A could cause clinically relevant decreases of
the plasma exposure of BI 1810631. It is therefore necessary to investigate the effect of an
inducer of CYP3A on the pharmacokinetics of BI 1810631 in plasma to inform concomitant
treatment recommendations.
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Carbamazepine is selected because the FDA recommends carbamazepine as strong index
inducer of CYP3A for clinical trials (https://www.fda.gov/drugs/drug-interactions-
labeling/drug-development-and-drug-interactions-table-substrates-inhibitors-and-inducers;
accessed on 23 Jan 2023).

14 BENEFIT - RISK ASSESSMENT

1.4.1 Benefits

Participation in this clinical trial is without any (therapeutic) benefit for healthy subjects.
Their participation, however, is of major importance for the development of BI 1810631 for
treatment of patients with advanced solid tumours with HER2 aberrations.

1.4.2 Risks

Subjects are exposed to risks of trial procedures and risks related to the exposure to the trial
medication. An overview of trial-related risks is given in Table 1.4.2: 1.

Table 1.4.2: 1 Overview of trial-related risks for this trial

Possible or known risks of

clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Investigational Medicinal Product:

BI 1810631

Mucositis e Lesions of oral mucosa e AEFE questioning (see
observed in dog Flow Chart)
toxicology and gen.eral e Instruction of subjects to report
pharmacology studies AEs spontaneously
[c32836122] . .
. e Protection of subjects by
* Stomatitis / mouth administration of only two
UIC?ratlop observed n single doses with appropriate
patients in trial wash-out
1479-0001 (Section .
12.13.3) e For recgmmenda‘uons for
- mucositis treatment see
Section 4.2.1
QT prolongation e Preclinical data indicate a | ® Subjects with a marked QTc

low proarrhythmic
potential of BI 1810631

e So far no QTc
prolongations reported
from patient trial 1479-
0001

prolongation at baseline are
excluded from participation in this
trial (see exclusion criterion 20)

e Subjects with a history of risk
factors for Torsade de Pointes are
excluded from participation in this
trial (see exclusion criterion 21)

e ECGs will be performed as
defined in the Flow Chart
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Table 1.4.2: 1 Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Interstitial lung disease
(ILD) and Pneumonitis

e Not observed for
BI 1810631 so far,
however reported from
other tyrosine kinase
inhibitors

e Subjects are protected from this
finding by administration of only
two single doses with appropriate
wash-out

e AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Subjects with pre-existing
ILD/pneumonitis or other
respiratory disorder are excluded
from trial participation (see
exclusion criteria 4 and 5)

Hair discoloration

e  Yellow hair discoloration
with indication for
reversibility in rats and
dogs [c32836122]

e So far no hair
discoloration reported
from patients after
multiple-dose treatment
up to 150 mg b.i.d. /

300 mg q.d. BI 1810631
over at least 21 days (see
Section 1.2.1.3.3)

o AE questioning (see Flow Chart)

e Instruction of subjects to report
AESs spontaneously

e Physical examination of subjects
at end-of-study visit

¢ Protection of subjects by
administration of only two single
doses

Toxicity to adrenal glands

e Reversible changes to
adrenal glands in rats
after multiple dosing
(increased organ weights,
vacuolation, minimal
single cell necrosis,
hypertrophy of zona
fasciculata/ reticularis)
[c32836122]

e Reversible changes to
adrenal glands in dogs
after multiple dosing
(hyperplasia of zona
glomerulosa)
[c32836122]

e Safety laboratory (see
Section 5.2.3) includes serum
electrolytes

e Protection of subjects by
administration of only two single
doses with appropriate wash-out
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Table 1.4.2: 1 Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Intestinal toxicity

e Reversible intestinal
effects in dogs after
multiple dosing (fecal
alterations, Goblet cell
hyperplasia) [c32836122]

e Diarrhoea observed in
patients in trial
1479-0001 (see Section
1.2.1.3.3)

¢ AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Protection of subjects by
administration of only two single
doses with appropriate wash-out

Reproductive and
developmental toxicity

e Developmental and
reproductive toxicity
studies have not been
conducted. Teratogenicity
cannot be excluded.

e Through the ejaculate,
BI 1810631 could
potentially be transferred
to a female partner of the
male participant, be
vaginally absorbed and
could thus theoretically
harm the fetus

e Only male subjects are included
into this trial

e Volunteers will, together with
their WOCBP (woman of child-
bearing potential) partner, use
highly effective contraception
from first dosing of BI 1810631
until 30 days after the last dosing
with BI 1810631 (see also
exclusion criterion 28 in
Section 3.3.3)

Drug-related AEs
observed in patients in
trial 1479-0001

e After multiple dosing
with BI 1810631, AEs
assessed as drug-related
were reported (see
Section 1.2.1.3.3)

e AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Following administration of
BI 1810631, subjects will be in-
house under close observation for
at least 48 hours

¢ Protection of subjects by
administration of only two single
doses with appropriate wash-out
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Table 1.4.2: 1 Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Uncertainties due to the
early stage of
development

e Comparatively very high
plasma exposures were
explored in humans (see
Section 1.2.1.3.1) and
were associated to well
tolerable and manageable
safety profile so far (see
Section 1.2.1.3.3).
However, the stage of
development is still early
and there may still be
some yet unknown risks
of treatment with
BI 1810631

¢ AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Following administration of
BI 1810631, subjects will be in-
house under close observation for
at least 48 hours

e VS and ECGs after dosing (see
Flow Chart)

e Protection of subjects by
administration of only two single
doses with appropriate wash-out

Drug-induced liver injury
(DILI)

e Rare but severe event,
thus under constant
surveillance by sponsors
and regulators.

e Timely detection, evaluation, and
follow-up of laboratory alterations
in selected liver laboratory
parameters to ensure subjects’
safety.

Investigational Medicinal Product: Carbamazepine

Skin reactions

e Life-threatening skin
reactions (e.g., Stephens-
Johnson syndrome, Toxic
Epidermal Necrolysis) are
very rare side effects of
carbamazepine. The
incidence of life-
threatening skin reactions
is increased in subjects of
han-Chinese or Thai
ancestry [R23-1121]

e AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Skin examinations at pre-defined
time points (see Flow Chart and
Section 5.2.5.2)

¢ During the entire phase of
carbamazepine dosings, subjects
are in-house at the trial site under
close medical observation (see
Flow Chart)

e Exclusion of subjects of Asian
ancestry (see exclusion criterion
25)

e Withdrawal of subjects who
experience clinical signs of a
drug-induced Stevens-Johnson
syndrome or Toxic Epidermal
Necrolysis (see Section 3.3.4.1
criterion 8)
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Table 1.4.2: 1 Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Disorders of the
haematopoietic system

During treatment with
carbamazepine, several
disorders of the
haematopoietic systems
are observed, such as
anemia, leukopenia or
thrombocytopenia.

¢ AE questioning (see Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e Exclusion of subjects with
relevant deviations in the safety
laboratory at screening (see
Section 3.3.3, exclusion criterion
3)

e Exclusion of subjects with
haemoglobin, leukocytes, or
platelets below lower level of
normal at screening (Section 3.3.3,
exclusion criterion 29)

e Withdrawal of subjects who,
during carbamazepine treatment,
develop a relevant disorder of the
haematopoietic system (see
Section 3.3.4.1, criterion 7)

e Frequent safety laboratory during
carbamazepine dosing phase (see
Flow Chart)

Hypersensitivity reactions

Various hypersensitivity
reactions are reported
during therapy with
carbamazepine

e AE questioning (see
Flow Chart)

e Instruction of subjects to report
AEs spontaneously

e During the entire phase of
carbamazepine dosings, subjects
are in-house at the trial site
under close medical observation
(see Flow Chart)

e Exclusion of subjects with
relevant allergy or
hypersensitivity including
allergy to the trial medication
and including allergy to drugs
structurally related to
carbamazepine (see
Section 3.3.3 exclusion criterion
11)
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Table 1.4.2: 1 Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Hepatic side effects

e Rarely / very rarely,
several hepatic side
effects, e.g. hepatitis, can
occur [R23-1121]

e Frequent safety laboratory
during carbamazepine dosing
phase (see Flow Chart)

e Withdrawal of subjects with
ALT/ AST increase >3x ULN
during carbamazepine dosings
from treatment (see
Section 3.3.4.1, criterion 6)

Hyponatremia e (Carbamazepine e Frequent safety laboratory
frequently causes during carbamazepine dosing
hyponatremia phase (see Flow Chart)
[R23-1121] e Withdrawal in case of CTCAE

grade 3 hyponatremia (see
Section 3.3.4.1 criterion 9)

Suicidality e Treatment with e Suicidality questionnaire
anticonvulsant implemented at screening and
medication has been during the study
associated with suicidal | ¢ pyring the entire phase of
1deat19n and suicidal carbamazepine dosings, subjects
behaviour [R23-1121] are in-house at the trial site

under close medical observation
(see Flow Chart)

e Exclusion criterion (Section 3.3,
criteria 26 and 27) and
withdrawal criterion
(Section 3.3.4.1, criterion 10)
defined

Phototoxicity e Photosensitivity isa very | @ Direct exposure to the sun or

rare side effect of
carbamazepine
[R23-1121]

exposure to solarium radiation
should be avoided starting from
first carbamazepine dosing and
until the end-of-trial
examination (see

Section 4.2.2.2)
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Table 1.4.2: 1

Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Risk of subjects falling

Treatment with
carbamazepine can cause
ataxia, dizziness,
somnolence, hypotension,
confusion, and sedation.
This could cause subjects
to fall. [R23-1121]

During the entire phase of
carbamazepine dosings, subjects
are in-house at the trial site
under close medical observation
(see Flow Chart)

Subjects who experience
adverse events like dizziness or
ataxia are allowed to use the lift
instead of stairs during the in-
house period of Visit 3

Neurological examination at
pre-defined time points (see
Section 5.2.5.1 and Flow Chart)

Cardial rhythm disorders

Carbamazepine can cause
cardial conduction and
rhythm disorders
[R23-1121]

Subjects with AV block, QTc
prolongation or other relevant
ECG finding are excluded from
trial participation (see

Section 3.3.3 criterion 20)
During the entire phase of
carbamazepine dosings, subjects
are in-house at the trial site
under close medical observation
(see Flow Chart)

ECGs will be done during the
study as per Flow Chart
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Table 1.4.2: 1

Overview of trial-related risks for this trial (cont)

Possible or known risks of
clinical relevance

Summary of data, rationale
for the risk

Mitigation strategy

Other side effects of
carbamazepine

e See[R23-1121]

e Stringent in- and exclusion and
individual withdrawal criteria
(see Sections 3.3.2, 3.3.3 and
3.34.1)

e During the entire phase of
carbamazepine dosings, subjects
are in-house at the trial site
under close medical observation
(see Flow Chart)

e Neurological examination at
pre-defined time points (see
Section 5.2.5.1 and Flow Chart)

e Frequent safety laboratory
during carbamazepine dosing
phase (see Flow Chart)

e AF questioning (see
Flow Chart)

e Instruction of subjects to report
AESs spontaneously

Trial procedures

Bruising and, in rare
cases, phlebitis, or nerve
injury, potentially
resulting in paraesthesia,
reduced sensibility, and/or
pain

General risk by venipuncture
for blood sampling,
acceptable in the framework
of trial participation.

Medical expertise of the trial site

ECG recording: Skin
irritation, redness, itching

General risk by ECG
electrodes, acceptable in the
framework of trial
participation

Exclusion of subjects from trial
participation with known clinically
relevant hypersensitivity reactions to
adhesive tapes (see Section 3.3.3,
criterion 11

The total volume of blood withdrawn per subject during the entire trial will not exceed the
volume of a normal blood donation (500 mL; see Appendix 10.2 for exact blood volume). No
health-related risk to healthy subjects is expected from withdrawal of this volume of blood.

1.4.3 Discussion

There is significant medical need in cancer patients harbouring HER2 mutations for effective,
safe and well-tolerated therapies. BI 1810631 is an EGFR wild-type sparing selective HER2
inhibitor with potent inhibitory activity on all major HER2 mutations.
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It provides a unique opportunity for the treatment of NSCLC patients harbouring HER2
mutations, and data further suggest that BI 1810631 could be efficacious in all HER2-
dependent cancers.

BI 1810631 has been adequately characterized in preclinical studies. Preclinically identified
toxicities are addressed by appropriate mitigation (see Section 1.4.2). Moreover, preliminary
data from two clinical trials are available (see Section 1.2.1.3) that support the two single
doses of BI 1810631 (with or without carbamazepine) planned for the current trial. In
particular, BI 1810631 has been given at multiple doses of up to 300 mg q.d. and of up to
150 mg b.i.d. over at least 21 days to patients in first-in-man trial 1479-0001, and in that
study, BI 1810631 showed so far good safety and tolerability. The observed plasma
exposures of BI 1810631 in trial 1479-0001 provide a large safety window for the expected
exposures in the current trial.

The current study is necessary to support the development of BI 1810631: As BI 1810631 is a
substrate for CYP3A, a DDI study with a CYP3A inducer is required to inform management
of concomitant medications in the BI 1810631 label and for future clinical trials.

Carbamazepine is a recommended index inducer of CYP3A that has successfully been used
in previous DDI studies in healthy volunteers (e.g., [R23-0228]). Relevant risks of
carbamazepine are addressed by appropriate safety measures (see Section 1.4.2).

Considering the medical need for an effective and safe treatment of solid tumours with HER2
mutations, the benefit of this trial is assessed to outweigh the potential risks.
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2. TRIAL OBJECTIVES AND ENDPOINTS
2.1 MAIN OBJECTIVES, PRIMARY AND SECONDARY ENDPOINTS
2.1.1 Main objectives

The main objective of this trial is to investigate the effect of multiple oral doses of the strong
CYP3A inducer carbamazepine on the pharmacokinetics of a single dose of BI 1810631 in
plasma.

2.1.2 Primary endpoints

The following pharmacokinetic parameters will be determined for BI 1810631:

e AUCo. (area under the concentration-time curve of the analyte in plasma over the
time interval from 0 extrapolated to infinity)

¢ Cmax (maximum measured concentration of the analyte in plasma)
2.1.3 Secondary endpoint

The following pharmacokinetic parameter will be determined for BI 1810631:

o AUCo (area under the concentration-time curve of the analyte in plasma over the
time interval from 0 to the last quantifiable data point)
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3. DESCRIPTION OF DESIGN AND TRIAL POPULATION
3.1 OVERALL TRIAL DESIGN

The trial will be performed as an open-label, two-treatment, two-period, fixed-sequence
crossover trial in healthy male subjects in order to compare the test treatment (T) to the
reference treatment (R). The treatments will be:

e Treatment R: One oral single dose of 60 mg BI 1810631 administered as film-coated
tablet alone

e Treatment T: One oral single dose of 60 mg BI 1810631 administered as film-coated
tablet together with multiple oral doses of carbamazepine (doses titrated from
200 mg q.d. over 400 mg q.d. to 600 mg q.d.)

BI 1810631 is administered in the fasted state, and carbamazepine is administered after a
dinner. In the first treatment period (Period 1 = Visit 2), all subjects are planned to undergo
treatment R, and in the second treatment period (Period 2 = Visit 3), all subjects are planned
to undergo treatment T. For details, refer to Section 4.1.

Visit 3 follows immediately after Visit 2, i.e. Day 8 is the last day of Visit 2, and Day 8 of
Visit 2 is the same day as Day -19 of Visit 3.

. .. o End of
Screening Visit 2 Visit 3 trial
BI 1810631 60 mg < <o
600 mg q.d.
Carbamazepine 400 mg q.d.
200 mgq.d.

I [ | | [ | |

I T T T T T i
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Figure 3.1: 1 Trial Design

An overview of all relevant trial activities is provided in the Flow Chart. For visit schedule
and details of trial procedures at selected visits, refer to Sections 6.1 and 6.2, respectively.

3.2 DISCUSSION OF TRIAL DESIGN, INCLUDING THE CHOICE OF
CONTROL GROUP

For drug interaction trials, the crossover design is preferred because of its efficiency: since
each subject serves as his own control, the comparison between treatments is based on an
intra-subject comparison, thus removing inter-subject variability from the comparison
between treatments [R94-1529].
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Because of the potentially long-lasting CYP3A induction mediated by carbamazepine, a
fixed-sequence design was selected, in which carbamazepine is administered in the second
trial period only. The fixed-sequence design is not expected to lead to systematic errors in the
estimation of the treatment effects since non-specific time-effects are unlikely due to the
short trial duration.

The open-label treatment is not expected to bias results, since the trial endpoints are derived
from measurement of plasma and urine concentrations of the analyte, which should not be
affected by knowledge of treatment administered.

Dosing duration of carbamazepine is expected to be long enough to reliably achieve maximal
CYP3A induction. However, this expectation is based on one publication only [R23-0228];
therefore two biomarkers (4B-OH cholesterol in plasma and 63-OH cortisol / cortisol ratio in
urine) are sampled frequently during carbamazepine dosing to investigate the time course of
induction.

3.3 SELECTION OF TRIAL POPULATION
It is planned that 16 healthy male subjects will enter the trial. They will be recruited from the

volunteers' pool of the trial site.

Only male subjects will be included in the trial because a) no data on reproductive toxicology
are available at this time for BI 1810631 and b) because of the embryotoxicity of
carbamazepine [R23-1121].

A log of all subjects enrolled into the trial (i.e. who have signed informed consent) will be
maintained in the ISF, irrespective of whether they have been treated with investigational
drug or not.

3.3.1 Main diagnosis for trial entry

The trial will be performed in healthy subjects.

Please refer to Section 8.3.1 (Source Documents) for the documentation requirements
pertaining to the in- and exclusion criteria.

3.3.2 Inclusion criteria
Subjects will only be included in the trial if they meet the following criteria:

1. Healthy male subjects according to the assessment of the investigator, as based on a
complete medical history including a physical examination, vital signs (BP, PR), 12-lead
ECQG, and clinical laboratory tests

2. Age of 18 to 55 years (inclusive)
3. BMI of 18.5 to 29.9 kg/m? (inclusive)

4. Signed and dated written informed consent in accordance with ICH-GCP and local
legislation prior to admission to the trial
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3.3.3 Exclusion criteria

Subjects will not be allowed to participate, if any of the following general criteria apply:

1. Any finding in the medical examination (including BP, PR or ECG, the neurological
examination, or the skin inspection) deviating from normal and assessed as clinically
relevant by the investigator

2. Repeated measurement of systolic blood pressure outside the range of 90 to 140 mmHg,
diastolic blood pressure outside the range of 50 to 90 mmHg, or pulse rate outside the
range of 50 to 90 bpm

3. Any laboratory value outside the reference range that the investigator considers to be of
clinical relevance

4. Any evidence of a concomitant disease assessed as clinically relevant by the investigator

5. Gastrointestinal, hepatic, renal, respiratory, cardiovascular, metabolic, immunological or
hormonal disorders

6. Cholecystectomy or other surgery of the gastrointestinal tract that could interfere with the
pharmacokinetics of the trial medication (except appendectomy or simple hernia repair)

7. Diseases of the central nervous system (including but not limited to any kind of seizures
or stroke), and other relevant neurological or psychiatric disorders

8. History of relevant orthostatic hypotension, fainting spells, or blackouts
9. Relevant chronic or acute infections

10. Any documented active or suspected malignancy or history of malignancy within 5 years
prior to screening, except appropriately treated basal cell carcinoma of the skin

11. History of relevant allergy or hypersensitivity (including allergy to the trial medication or
its excipients and including allergy to drugs structurally related to carbamazepine, such as
tricyclic antidepressants)

12. Use of drugs within 30 days of planned administration of trial medication that might
reasonably influence the results of the trial (including drugs that cause QT/QTc interval
prolongation or any kind of vaccination)

13. Intake of an investigational drug in another clinical trial within 60 days or within five
half-lives, whichever is longer of planned administration of investigational drug in the
current trial, or concurrent participation in another clinical trial in which investigational
drug is administered

14. Smoker (unless the subject quit smoking for at least 3 months prior to first planned
administration of trial medication)

15. Alcohol abuse (consumption of more than 24 g per day)
16. Drug abuse or positive drug screening

17. Blood donation of more than 100 mL within 30 days of planned administration of trial
medication or intended blood donation during the trial
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Intention to perform excessive physical activities within one week prior to the
administration of trial medication or during the trial

Inability to comply with the dietary regimen of the trial site

A marked prolongation of QT/QTec interval (such as QTc intervals that are repeatedly
greater than 450 ms), atrioventricular block, or any other relevant ECG finding at
screening

. A history of additional risk factors for Torsade de Pointes (such as heart failure,

hypokalaemia, or family history of Long QT Syndrome)

Subject is assessed as unsuitable for inclusion by the investigator, for instance, because
the subject is not considered able to understand and comply with study requirements, or
has a condition that would not allow safe participation in the study

History of bone marrow depression, haematologic disease, history of medication-induced
haematologic reactions, or history of hepatic porphyria

Hyponatremia, i.e. serum sodium below lower limit of normal at screening
Known Asian ancestry

Any lifetime history of suicidal behaviour (i.e. actual attempt, interrupted attempt,
aborted attempt, or preparatory acts or behaviour)

Any suicidal ideation of type 2 to 5 on the C-SSRS in the past 12 months (i.e. active
suicidal thought without method, intent or plan; active suicidal thought with method but
without intent or plan; active suicidal thought with method and intent but without specific
plan; or active suicidal thought with method, intent and plan)

Subjects with WOCBP partner who are unwilling to use highly effective contraception
from time point of first administration of BI 1810631 until 30 days after the last
administration of BI 1810631. Highly effective methods of contraception are:

- Subject is sexually abstinent

- Subject is vasectomized (with appropriate post-vasectomy documentation of the absence
of sperm in the ejaculate) and uses condom

- Use of intrauterine device or intrauterine hormone-releasing system by female partner
plus use of condom

- Use of progestogen-only hormonal contraception by female partner that inhibits
ovulation (injectables or implants) plus use of condom

- Use of combined (estrogen and progestogen containing) hormonal contraception by
female partner that prevents ovulation (oral, intravaginal, or transdermal) plus use of
condom

- Bilateral tubal occlusion in the female partner plus use of condom

Sperm donation is not allowed from the time point of first administration of BI 1810631
until 30 days after the last administration of BI 1810631

White blood cell count, platelets, or blood haemoglobin below lower limit of normal
(LLN) at screening
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30. ALT and/or AST exceeding 10% above ULN, confirmed by a repeat test
For restrictions of the trial, refer to Section 4.2.2.
3.34 Withdrawal of subjects from treatment or assessments

Subjects may withdraw or may be removed from trial treatment or may withdraw consent to
trial participation as a whole (‘withdrawal of consent’) with very different implications;
please see Sections 3.3.4.1 and 3.3.4.2 below.

If a subject is removed from or withdraws from the trial prior to the first administration of
trial medication, the data of this subject will not be entered in the case report form (CRF) and
will not be reported in the clinical trial report (CTR).

If a subject is removed from or withdraws from the trial after the first administration of trial
medication, this will be documented and the reason for discontinuation must be recorded in
the CRF; in addition, trial data will be included in the CRF and will be reported in the CTR.

Following removal or withdrawal, a complete end-of-trial examination should be performed.
If the discontinuation or withdrawal occurs before the end of the REP (see Section 1.2.3 , the
discontinued subject should, if possible, be questioned for AEs and concomitant therapies at
or after the end of the REP, in order to ensure collection of AEs and concomitant therapies
throughout the REP, if not contrary to any consent withdrawal of the subject.

3.34.1 Withdrawal from trial treatment
An individual subject will be withdrawn from trial treatment if:

1. The subject wants to withdraw from trial treatment. The subject will be asked to explain
the reasons but has the right to refuse to answer

2. The subject has repeatedly shown to be non-compliant with important trial procedures
and, in the opinion of both, the investigator and sponsor representative, the safety of the
subject cannot be guaranteed as he is not willing or able to adhere to the trial
requirements in the future.

3. The subject needs to take concomitant medication that interferes with the investigational
medicinal product or other trial treatment

4. The subject can no longer receive trial treatment for medical reasons (such as surgery,
adverse events (AEs), or diseases)

5. The subject has an elevation of AST and/or ALT 23-fold ULN and an elevation of total
bilirubin 22-fold ULN (measured in the same blood sample) and/or needs to be followed
up according to the DILI checklist provided in the ISF

6. The subject, during treatment with carbamazepine, has an elevation of AST and/or ALT
>3-fold ULN

7. The subject, during treatment with carbamazepine, experiences petechial or purpura
bleedings, a reduction of erythrocytes in blood below 4 million/mm?, a reduction of blood
haematocrit below 32%, a reduction of blood haemoglobin below 11 g/dL, a reduction of

BI-VQD-11906_40-106_AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 41 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

leukocytes below 2,000/mm?, a reduction of neutrophil granulocytes below 1,000/mm?>, a
reduction of platelets below 100,000/mm?>, or any symptomatic disorder of
haematopoiesis

8. The subject, during treatment with carbamazepine, experiences signs of a drug-induced
Stevens-Johnson Syndrome or Toxic Epidermal Necrolysis (e.g., a progressive rash)

9. Hyponatremia of CTCAE grade >3

10. The subject exhibits serious suicidality, in the clinical judgment of the investigator or
according to the following criteria:

e Any suicidal behaviour (i.e. actual attempt, interrupted attempt, aborted attempt,
or preparatory acts or behaviour)

e Any suicidal ideation of type 2 to 5 in the C-SSRS (i.e. active suicidal thought
without method, intent or plan; active suicidal thought with method but without
intent or plan; active suicidal thought with method and intent but without specific
plan; or active suicidal thought with method, intent and plan)

In addition to these criteria, the investigator may discontinue subjects at any time based on
his or her clinical judgment.

If new efficacy or safety information becomes available, Boehringer Ingelheim will review
the benefit-risk-assessment and, if needed, pause or discontinue the trial treatment for all
subjects or take any other appropriate action to guarantee the safety of the trial subjects.

3.34.2 Withdrawal of consent to trial participation

Subjects may withdraw their consent to trial participation at any time without the need to
justify the decision. If a subject wants to withdraw consent, the investigator should be
involved in the discussion with the subject and explain the difference between trial treatment
discontinuation and withdrawal of consent to trial participation, as well as explain the options
for continued follow-up after trial treatment discontinuation, please see Section 3.3.4.1 above.

3.3.43 Discontinuation of the trial by the sponsor

Boehringer Ingelheim reserves the right to discontinue the trial at any time for any of the
following reasons (if reasons 4 and/or 5 are met, the trial should be discontinued
immediately):

1. Failure to meet expected enrolment goals overall or at a particular trial site

2. The sponsor decides to discontinue the further development of the investigational
products

3. Deviation from GCP, or the CTP, or the contract with BI impairing the appropriate
conduct of the trial

4. New toxicological findings, serious adverse events, or any safety information invalidating
the earlier positive benefit-risk-assessment (see Section 3.3.4.1)
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5. More than 50% of the subjects show drug-related and clinically relevant adverse events of
CTCAE grade 2 or grade 3 severity (except™* for benign carbamazepine-induced grade 2
side effects as follows: leukopenia; hyponatremia; neurological adverse effects such as
dizziness, ataxia or headache; eye accommodation disorders; gastrointestinal disorders;
and fatigue), or if at least one drug-related serious adverse event is reported

* Given the safety profile of carbamazepine, it is necessary to except certain carbamazepine-
induced side effects of grade 2 severity from discontinuation criterion 5, that are acceptable
as long as subjects are in-house at the study site under close medical observation, from
discontinuation criterion 5; otherwise the successful conduct of the study would be
jeopardized.

The investigator / trial site will be reimbursed for reasonable expenses incurred in case of
trial termination (except if item 3 applies).

3.3.5 Replacement of subjects

In case more than 4 subjects do not complete the trial (including subjects non-evaluable for
PK), subjects may be replaced if considered necessary to reach the objective of the trial.

Subjects who withdraw or are withdrawn from treatment or assessments because of a drug-
related adverse event will not be replaced. The Clinical Trial Leader together with the Trial
Pharmacologist and the Trial Statistician are to decide, if and how many subjects will be

replaced. The total number of replacements may not exceed 4 subjects. A replacement subject
will be assigned a unique trial subject number.
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4. TREATMENTS
4.1 INVESTIGATIONAL TREATMENTS
4.1.1 Identity of the Investigational Medicinal Products

Test product 1:

Substance: BI 1810631

Pharmaceutical formulation: Film-coated tablet (-)

Source: BI Pharma GmbH & Co. KG, Germany

Unit strength: 60 mg

Posology: 1-0-0

Mode of administration: Oral

Duration of use: Single dose in treatment R (Visit 2) and T (Visit 3)
Test product 2:

Name: Carbamazepin-neuraxpharm® 400 mg retard
Substance: Carbamazepine

Pharmaceutical formulation: Extended release tablet

Source:

Holder of marketing

authorisation:

Unit strength: 400 mg

Posology: Visit 3 Days -18 to -15: 200 mg (1/2 tablet) q.d.,
Days -14 to -8: 400 mg (1 tablet) q.d.

Mode of administration: Oral

Duration of use: Q.d. for 11 consecutive days in treatment T (Visit 3)

Test product 3:

Name: Carbamazepin-neuraxpharm® 600 mg retard

Substance: Carbamazepine

Pharmaceutical formulation: Extended release tablet

Source:

Holder of marketing

authorisation:

Unit strength: 600 mg

Posology: Visit 3 Days -7 to +6: 600 mg (1 tablet) q.d.

Mode of administration: Oral

Duration of use: Q.d. for 13 consecutive days in treatment T (Visit 3)
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Note: At the time of protocol finalization, carbamazepine 200 mg retard tablets are not
available on the German drug market. Therefore, a strength of 400 mg (1/2 tablet per dosing)
is used for the 200 mg dose on days -18 to -15 of Visit 3.

4.1.2 Selection of doses in the trial

The doses of carbamazepine selected for this trial reflect standard clinical doses and are
considered sufficient to yield significant CYP3A induction. The titration scheme has been
used successfully in a previous study [R23-0228], with the modification that in the current
study carbamazepine administration is q.d. instead of b.i.d. This is because a) the tolerability
of carbamazepine is expected to be improved if dosed only in the evening and b) because a
once-daily dosing regimen may facilitate, in future studies, that subjects are ambulatory and
not in-house during large phases of the trial. This would decrease the burden to the subjects
in future trials.

The dose of BI 1810631 selected for this trial, a dose of 60 mg BI 1810631, is expected to
result in plasma concentrations that are in the range of concentrations that were explored so
far in trial 1479-0001 and that were associated with good safety and tolerability (see
Section 1.2.1.3). Moreover it is expected that the results of the study, by using a single dose
of 60 mg BI 1810631, are meaningful for concomitant treatment recommendations in future
trials and the label.

4.1.3 Method of assigning subjects to treatment groups

There is only one treatment sequence investigated in this trial, and each subject will be
allocated to the same treatment sequence (R-T). The subjects will be allocated to a trial
subject number by the principle “first come first serve” prior to first administration of trial
medication in the morning of Day 1 of Visit 2.

Once a subject number has been assigned, it cannot be reassigned to any other subject.

All subjects may be treated in one cohort, i.e. all subjects may receive treatment on the same
calendar day. In case this is not feasible (e.g., due to logistical or recruitment reasons), the
group may be split into several cohorts as required. For discussion of trial-associated risks
and safety measures, see Section 1.4).

4.14 Drug assignment and administration of doses for each subject

This is a fixed-sequence crossover trial. All subjects will receive the 2 treatments in fixed
order (R-T). The treatments to be evaluated are summarised in Table 4.1.4: 1 below.

BI-VQD-11906_40-106_AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 45 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

Table 4.1.4: 1 Dosage and treatment schedule

Treatment Substance Formulation Unit strength Dosage Total dose

R (Reference) BI 1810631 Film-coated 60 mg 1 tablet as single dose on study 60 mg
tablet day 1 of period 1

T (Test) BI 1810631 Film-coated 60 mg 1 tablet as single dose on study 60 mg
tablet day 1 of period 2

Carbamazepine Extended- 400 mg/ Period 2: 11,400 mg
release 600 mg e Days -18 to -15: 200 mg q.d.*
Y £q

tablet

e Days -14 to -8: 400 mg q.d."
e Days -7 to +6: 600 mg q.d.°

a1, tablet Carbamazepin-neuraxpharm® 400 mg retard per day
b 1 tablet Carbamazepin-neuraxpharm® 400 mg retard per day
¢ 1 tablet Carbamazepin-neuraxpharm® 600 mg retard per day

Administration of BI 1810631 will be performed after subjects have fasted overnight; fasting
is to start no later than 10 h before the scheduled dosing.

Administration of carbamazepine will be performed after a dinner. It is acceptable if the
dinner is only partly consumed.

The investigator (or authorised designee) will administer the trial medication as an oral dose
together with about 240 mL of water to subjects who are in a standing or sitting position. For
drug administration, the so-called four-eye principle (two-person rule) should be applied. For
this, one authorised employee of the trial site should witness the administration of trial
medication, and — if applicable — its preparation (e.g. reconstitution), if correct dosage cannot
be ensured otherwise.

Subjects will be kept under close medical surveillance:

e At Visit 2: until 48 h after administration of BI 1810631

e At Visit 3: during the entire phase of carbamazepine dosings, i.e. from the evening of
Day 8 of Visit 2 to the morning of Day 8 of Visit 3

During the first 4 h after administration of BI 1810631, subjects are not allowed to lie down
(i.e. no declination of the upper body of more than 45 degrees from upright posture). For
measurement of vital signs and ECGs a resting time of at least 5 minutes in the supine
position is permitted.

Day 8 of Visit 2 is the same day as Day -19 of Visit 3.
The administrations of BI 1810631 will be separated by a wash-out phase of 26 days.

4.1.5 Blinding and procedures for unblinding

This non-randomised open-label Phase I trial will be handled in an open fashion throughout.
The treatment assignment will be available to all involved parties.
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4.1.6 Packaging, labelling, and re-supply

The investigational medicinal product BI 1810631 will be provided by BI. It will be
packaged and labelled in accordance with the principles of Good Manufacturing Practice
(GMP).

The label will be prepared according to regulation (EU) No 536/2014, Annex 6, omitting
certain particulars with the following justification:

The "keep out of reach of children" statement was omitted from the label because the product
will remain at the clinical site.

The visit number is not relevant for the label because the product will remain at the clinical
site.

The investigator name was omitted from the label because it is included on the Trial
Identification Card (TIC), which will be issued to each trial participant.

For details of packing and the description of the label, refer to the ISF.

The telephone number of the sponsor and the name, address and telephone number of the trial
site including the name of the investigator are provided in the subject information form. The
EU CT number, the Sponsor study number, and the trial site study number are indicated on
the title page of this protocol as well as on the subject information and informed consent
forms.

Carbamazepine will be obtained by the trial site from a public pharmacy. The drug will be
dispensed out of the otherwise original, unmodified packages.

No re-supply is planned.
4.1.7 Storage conditions

Drug supplies will be kept in their original packaging and in a secure limited access storage
area in accordance with the recommended (labelled) storage conditions. If necessary, a
temperature log must be maintained to make certain that the drug supplies are stored at the
correct temperature. If the storage conditions are found to be outside the specified range, the
Clinical Research Associate (as provided in the list of contacts) is to be contacted
immediately.

4.1.8 Drug accountability

The investigator or designee will receive the investigational drugs delivered from the sponsor
(BI 1810631) when the following requirements are fulfilled:

e Approval of the clinical trial protocol by the IRB / ethics committee

e Availability of a signed and dated clinical trial contract between the sponsor or
delegate and the investigational site

e Approval/notification of the regulatory authority, e.g. competent authority
e Availability of the curriculum vitae of the Principal Investigator

e Availability of a signed and dated clinical trial protocol
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Carbamazepine can be obtained by the trial site at any time.

Only authorised personnel documented in the form "Trial Staff List' may dispense
investigational drugs to trial subjects. Investigational drugs are not allowed to be used outside
of this protocol.

The investigator or designee must maintain records of the product’s delivery to the trial site,
the inventory at the site, the use by each subject, and the disposal of unused products. These
records will include dates, quantities, batch / serial numbers, expiry (‘use-by') dates, and the
unique code numbers assigned to the investigational medicinal product and trial subjects. The
investigator or designee will maintain records that document adequately that the subjects
were provided the doses specified by the CTP and reconcile all investigational medicinal
products received from the sponsor. At the time of disposal of remaining trial medication, the
investigator or designee must verify that no remaining supplies are in the investigator’s
possession.

All unused medication will be disposed of locally by the trial site upon written authorisation
of the Clinical Trial Leader. Receipt, usage and disposal of trial medication must be
documented on the appropriate forms. Account must be given for any discrepancies.

4.2 OTHER TREATMENTS, EMERGENCY PROCEDURES,
RESTRICTIONS
4.2.1 Other treatments and emergency procedures

There are no special emergency procedures to be followed. No additional treatment is
planned. However, if adverse events require treatment, the investigator can authorise
symptomatic therapy. In those cases, subjects will be treated as necessary and, if required,
kept under supervision at the trial site or transferred to a hospital until all results of medical
evaluations are acceptable.

In case of the specific event of drug-related lesions of the oral mucosa, supportive treatment
and symptom control measures are recommended. These may include atraumatic cleansing
and rinsing with non-alcoholic solutions such as normal saline, diluted salt and baking soda
solution (e.g. one-half teaspoonful of salt and one teaspoon of baking soda in one quart of
water every four hours); avoidance of agents containing iodine, thyme derivatives and
prolonged use of hydrogen peroxide; dietary manoeuvres such as promotion of soft, non-
irritating foods like ice-cream, mashed/cooked vegetables, potatoes and avoidance of spicy,
acidic or irritating foods such as peppers, curries, chillies, nuts, and alcohol. If the subject is
unable to swallow food or liquids, parenteral fluid and/or nutritional support may be needed.
Examples of some of the agents suggested in Table 4.2.1: 1 include: topical analgesics —
viscous lidocaine 2%; mucosal coating agents — topical kaolin/pectin; oral antacids,
maltodextrin, sucralfate; topical antifungals — nystatin suspension. (Adapted from
[P11-09424]).
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Table 4.2.1: 1 Grade-specific treatment recommendations of study-drug related
lesions of the oral mucosa
Severity (CTCAE | Description Treatment recommendations
grading)

Mild (Grade 1) Minimal symptoms;

normal diet

Oral rinses with agents such as non-
alcoholic mouth wash, normal saline,
diluted salt and baking soda solution

unable to adequately
aliment or hydrate
orally

Moderate (Grade 2) | Symptomatic, but can | Addition of topical analgesic mouth
eat and swallow treatments, topical corticosteroids, antiviral
modified diet therapy if herpetic infection confirmed,
antifungal therapy preferably topical on a
case by case basis.
Severe (Grade 3) Symptomatic and Same as for Grade 2; institute additional

therapy (topical or systemic) as clinically
indicated

Life-threatening Symptoms associated

Same as for Grade 2; institute additional

(Grade 4) with life-threatening symptomatic therapy (topical or systemic)
consequences as clinically indicated
4.2.2 Restrictions
4.2.2.1 Restrictions regarding concomitant treatment

In principle, no concomitant therapy is allowed. All concomitant or rescue therapies will be
recorded (including time of intake on trial days) on the appropriate pages of the CRF.

In case of AEs requiring analgesic treatment such as headache, short-term use of ibuprofen is

acceptable.

4222 Restrictions on diet and life style

While admitted to the trial site, the subjects will be instructed not to consume any foods or
drinks other than those provided by the staff. Standardised meals will be served at the times
indicated in the Flow Chart. On Day 1 of both periods, only meals as described in the

Flow Chart will be served. On the other days with in-house stays, food will be served as per
the CRO’s SOPs. Of note, a dinner will be served before all carbamazepine administrations

as indicated by the Flow Chart.

No food is allowed for at least 4 h after BI 1810631 intake.

BI-VQD-11906_40-106_AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 49 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

From 1 h before BI 1810631 intake until lunch, fluid intake is restricted to the water
administered with the drug, and an additional 240 mL of water at 2 h and 4 h post-dose
(mandatory for all subjects). From lunch until 24 h post BI 1810631, total fluid intake is
restricted to 3000 mL.

Grapefruits, Seville oranges (sour or bitter oranges) and their juices, and dietary supplements
and products containing St. John's wort (Hypericum perforatum) are not permitted from 7
days before the first administration of BI 1810631 at Visit 2 until after the last PK sample of
Visit 3 is collected.

Alcoholic beverages are not permitted from 3 days before the first administration of
BI 1810631 at Visit 2 until after the last PK sample of Visit 3 is collected.

Methylxanthine-containing drinks or foods (such as coffee, tea, cola, energy drinks, or
chocolate) are not allowed from 10 h before until 24 h after each administration of
BI 1810631.

Smoking is not allowed during the trial.

Excessive physical activity (such as competitive sport) should be avoided from 7 days before
the first administration of trial medication until the end of trial examination.

Direct exposure to the sun or exposure to solarium radiation should be avoided starting from
the first carbamazepine dosing until the end-of-trial examination.

4223 Contraception requirements

Subjects whose sexual partner is a WOCBP must be sexually abstinent or use highly effective
contraception starting from the first dose of BI 1810631 and for at least 30 days after the last
dose of BI 181063 1. See Section 3.3.3 for required contraceptive measures.
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S. ASSESSMENTS

5.1 ASSESSMENT OF EFFICACY

Not applicable.
5.2 ASSESSMENT OF SAFETY
5.2.1 Physical examination

At screening, the medical examination will include demographics, height and body weight,
smoking and alcohol history (alcohol history not mandatory to be entered into CRF or to be
reported), relevant medical history and concomitant therapy, review of inclusion and
exclusion criteria, review of vital signs (BP, PR), 12-lead ECG, laboratory tests, and a
physical examination including a neurological examination and a skin inspection. At the end
of trial examination, it will include review of vital signs, 12-lead ECG, laboratory tests, and a
physical examination including a neurological examination and a skin inspection and a
determination of body weight.

Demographics information includes trial participant’s age on the day of informed consent,
subject’s sex at birth, and ethnicity and race in order to sufficiently characterize the trial
population and to support possible subgroup analyses if needed.

5.2.2 Vital signs

Systolic and diastolic blood pressures (BP) as well as pulse rate (PR) or heart rate (heart rate

is considered to be egual to pulse rate) will be measured bv a blood pressure monitor
(Dinamap Pro 100, at the times indicated in the

Flow Chart, after subjects have rested for at least 5 min in a supine position. All recordings
should be made using the same type of blood pressure recording instrument on the same arm,
if possible.

5.2.3 Safety laboratory parameters

For the assessment of laboratory parameters, blood and urine samples will be collected by the
trial site at the times indicated in the Flow Chart after the subjects have fasted for at least

10 h. For retests, at the discretion of the investigator or designee, overnight fasting is not
required.

The parameters to be assessed are listed in Tables 5.2.3: 1 and 5.2.3: 2. Reference ranges will
be provided in the ISF.

Manual differential white blood cell count or urine sediment examinations will only be
performed if there is an abnormality in the automatic blood cell count or in the urinalysis,
respectively.
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Table 5.2.3: 1

Routine laboratory tests

Functional lab group

BI test name [comment/abbreviation]

Haematology

Haematocrit

Haemoglobin

Red Blood Cell Count/Erythrocytes
Reticulocytes, absol.
Reticulocytes/Erythrocyte

White Blood Cells/Leucocytes
Platelet Count/Thrombocytes (quant)

Automatic WBC
differential, relative

Neutrophils/Leukocytes; Eosinophils/Leukocytes; Basophils/
Leukocytes; Monocytes/Leukocytes; Lymphocytes/Leukocytes

PR R X )|

PR X)X X )|

KKK XK KX K| O

Automatic WBC
differential, absolute

Neutrophil, absol.; Eosinophils, absol.; Basophils, absol.;
Monocytes, absol.; Lymphocytes, absol.

>~

>~

=

Manual differential
WBC (if automatic
differential WBC is
abnormal)

Neut. Poly (segs)/Leukocytes; Neut. Poly (segs), absol.; Neutrophils
Bands/Leukocytes; Neutrophils Bands, absol.;
Eosinophils/Leukocytes; Eosinophils, absol.;

Basophils/ Leukocytes; Basophils, absol.; Monocytes/Leukocytes;
Monocytes, absol.; Lymphocytes/Leukocytes; Lymphocytes, absol.

Coagulation

Activated Partial Thromboplastin Time
Prothrombin time (Quick)
Prothrombin time — INR (International Normalization Ratio)

Enzymes

AST [Aspartate aminotransferase] /GOT, SGOT
ALT [Alanine aminotransferase] /GPT, SGPT
Alkaline Phosphatase

Gamma-Glutamyl Transferase

I Pl

Hormones

Thyroid Stimulating Hormone

Substrates

Glucose (Plasma)
Creatinine

GFR/ CKD-EPI
Bilirubin, Total
Bilirubin, Direct
Protein, Total
C-Reactive Protein (Quant)
Iron

Urea

Uric Acid
Cholesterol, total
Triglyceride

RS Il s

Electrolytes

Sodium
Potassium
Calcium

Urinalysis (Stix)

Urine Nitrite (qual)

Urine Protein (qual)

Urine Glucose (qual)

Urine Ketone (qual)
Urobilinogen (qual)

Urine Bilirubin (qual)

Urine RBC/Erythrocytes (qual)
Urine WBC/Leucocytes (qual)
Urine pH

T e e ] fe e ] e e e e e e il P e i ol il e

T Il i i PP

Urine sediment !

Only positive findings will be reported

! microscopic examination if erythrocytes, leukocytes, nitrite, or protein are abnormal in urine
2 e.g., the presence of sediment bacteria, casts in sediment, squamous epithelial cells, erythrocytes, leukocytes
For time points of safety laboratories A, B, and C, see Flow Chart.
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The tests listed in Table 5.2.3: 2 are exclusionary laboratory tests that may be repeated as
required. The results will not be entered in the CRF/database and will not be reported in the
CTR. The exclusionary laboratory tests will be performed according Flow Chart.

Table 5.2.3: 2 Exclusionary laboratory tests
Functional lab group Test name
Drug screening (urine) Amphetamine/MDA

Barbiturates

Benzodiazepine

Cannabis

Cocaine

Methadone
Methamphetamines/MDMA/Ecstasy
Opiates

Phencyclidine

Tricyclic antidepressants

Infectious serology (blood) Hepatitis B surface antigen (qualitative)
Hepatitis B core antibody (qualitative)
Hepatitis C antibodies (qualitative)
HIV-1 and HIV-2 antibody (qualitative)

SARS-CoV-2 infection test via SARS-CoV-2 PCR test
nasal/oral swab

To encourage compliance with alcoholic restrictions, a breath alcohol test (e.g. Alcotest®
6820, h will be performed prior to each treatment period, and
may be repeated at any time during the trial at the discretion of an investigator or designee.

The results will not be included in the CTR.
The laboratory tests listed in Tables 5.2.3: 1 and 5.2.3: 2 will be performed at

with the
exception of drug screening tests. These tests will be performed at the trial site using
SureStepTM Multi-Drug Test or comparable test systems. The SARS-CoV-2 PCR
test will be performed at the safety laboratory or at the trial site.

Laboratory data will be transmitted electronically from the laboratory to the trial site.

It is the responsibility of the Investigator to evaluate the laboratory reports. Clinically
relevant abnormal findings as judged by the Investigator are to be reported as adverse events
(please refer to Section 5.2.6).

In case the criteria for hepatic injury are fulfilled, a number of additional measures will be
performed (please see Section 5.2.6.1.4).

524 Electrocardiogram

Twelve-lead ECGs (I, I, III, aVR, aVL, aVF, V1 - V6) will be recorded using a
comiuterised electrocardiograph (CardioSoft EKG System, —

at the times provided in the Flow Chart.
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To achieve a stable heart rate at rest and to assure high quality recordings, the site personnel
will be instructed to assure a relaxed and quiet environment, so that all subjects are at
complete rest.

All ECGs will be recorded for a 10 sec duration after subjects have rested for at least 5 min in
a supine position. ECG assessment will always precede all other trial procedures scheduled
for the same time to avoid compromising ECG quality.

All ECGs will be stored electronically on the Muse CV Cardiology System

). Electrode placement will be performed according to the
method of Wilson, Goldberger and Einthoven modified by Mason and Likar (hips and
shoulders instead of ankles and wrists).

All locally printed ECGs will be evaluated by the investigator or a designee. Abnormal
findings will be reported as AEs (during the trial) or baseline conditions (if identified at the
screening visit) if assessed to be clinically relevant by the investigator. Any ECG
abnormalities will be carefully monitored and, if necessary, the subject will be removed from
the trial and will receive the appropriate medical treatment.

ECGs may be repeated for quality reasons (for instance, due to alternating current artefacts,
muscle movements, or electrode dislocation) and the repeated ECG will be used for analysis.
Additional (unscheduled) ECGs may be collected by the investigator for safety reasons.

5.2.5 Other safety parameters
5.25.1 Neurological examinations

At the time points specified in the Flow Chart, a physical neurological examination will be
performed.

The neurological examination will include the following assessments:

- General level of arousal

- Orientation

- Eye movement

- Pupil size and pupil reactivity
- Reflexes

- Assessment of muscle strength
- Gait

- Romberg test

- Tremor

- Point-to-point movements

- Sensitivity

Documentation, assessment., and reporting

Results will be documented in source data at the clinical trial site and assessed for clinical
relevance by an investigator, deputy investigator, or sub-investigator. Clinically relevant
findings of the neurological examination during the trial will be reported as adverse events
(AEs). Case narratives may be written if necessary. Clinically relevant findings of the
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neurological examination at screening fulfil exclusion criterion 1 (see Section 3.3.3) and
should lead to exclusion of the subject from trial participation.

5252 Skin inspection

At the time points indicated by the Flow Chart, a visual inspection of the skin (subject should
be in underwear) will occur to identify carbamazepine-induced skin reactions. See subject
withdrawal criterion 8 in Section 3.3.4.1.

Documentation, assessment., and reporting

Results will be documented in source data at the clinical trial site and assessed for clinical
relevance by an investigator, deputy investigator, or sub-investigator. Clinically relevant
findings of the skin inspection during the trial will be reported as adverse events (AEs). Case
narratives may be written if necessary. Clinically relevant findings of the skin inspection at
screening fulfil exclusion criterion 1 (see Section 3.3.3) and should lead to exclusion of the
subject from trial participation.

5253 Suicidality assessment

The C-SSRS is a semi-structured, investigator-rated interview, developed by clinical experts
in cooperation with the FDA, assessing both suicidal behaviour and suicidal ideation. It does
not give a global score, but provides some categorical and some severity information
specifically for behaviour and ideation.

The C-SSRS interview may be administered by any type of physician, psychologist, clinical
social worker, mental health counsellor, nurse, or coordinator with C-SSRS training. It has a
typical duration of five minutes, and causes only a low burden on subjects. At a minimum,
the interview consists of 2 screening questions related to suicidal ideation and 4 related to
suicidal behaviour, and may be expanded to up to 17 items in case of positive responses. Free
text entries are allowed.

The C-SSRS has been widely used in large multinational clinical trials. The C-SSRS will be
administered at the screening visit (using the ‘screening / baseline’ version) with the aim to
exclude subjects with active moderate or severe symptomatology within a specified time
prior to the screening or baseline visit. The life time history of suicidal ideation and
behaviour will also be recorded.

For the exclusion criteria related to the C-SSRS ‘screening / baseline’ version result, see
Section 3.3.3.

After the baseline visit the assessment ‘since last visit” will be performed at the time points
indicated in the Flow Chart (‘since last visit’” version).

For the withdrawal criterion related to the C-SSRS “since last visit’, see Section 3.3.4.1.

See Section 10.1 for the original English C-SSRS. For this trial, the paper version of the
respective German translation will be used.
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Positive reports are generated for any of the following findings:
Suicidal ideation
e Active suicidal ideation with method and intent but no plan (type 4)
e Active suicidal ideation with method, intent, and plan (type 5)
Suicidal behaviour
e Completed suicide
e Suicide attempt
e Interrupted attempt
e Aborted attempt
e Preparatory actions toward imminent suicidal behaviours

Negative reports of suicidal ideation are defined as reports where there are no indications of
the above, i.e. suicidal ideation of type 1-3.

The investigator is to review positive and negative reports for plausibility and clinical
relevance. Doubtful reports may be repeated or reports may be validated by a consulting
psychiatrist. If there is a confirmed positive report of suicidal behaviour or suicidal ideation
type 4 or 5 after start of the trial, the investigator is to immediately interview the subject
during the clinic visit, and/or is to consult a psychiatrist. If the positive report is confirmed,
appropriate actions for the subject’s safety have to be initiated.

All C-SSRS reports of suicidal ideation type 4 or 5 and all reports of suicidal behaviour must
be reported as SAEs by the investigator.

For each negative report (suicidal ideation type 1, 2, or 3) after start of the trial, the
investigator is to decide based on clinical judgment whether it represents an AE as defined in
the protocol, and if it is considered an AE then it must be reported accordingly. Note that BI
maintains a list of AEs which are defined as “always serious” — this list includes suicidal
behaviour and suicidal ideation. Consequently, if an AE relating to suicidal ideation or
behaviour is reported, it will be required to be reported as SAE.

5.2.6 Assessment of adverse events
5.2.6.1 Definitions of adverse events

5.2.6.1.1 Adverse event

An adverse event (AE) is defined as any untoward medical occurrence in a patient or clinical
investigation subject administered a medicinal product and which does not necessarily have
to have a causal relationship with this treatment.

An AE can therefore be any unfavourable and unintended sign (including an abnormal
laboratory finding), symptom, or disease temporally associated with the use of a medicinal
product, whether considered related or not.

The following should also be recorded as an AE in the CRF and BI SAE form (if applicable):
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e Worsening of the underlying disease or of other pre-existing conditions

e Changes in vital signs, ECG, physical examination, and laboratory test results, if they
are judged clinically relevant by the investigator

If such abnormalities already pre-exist prior to trial inclusion, they will be considered as
baseline conditions and should be collected in the eCRF only.

5.2.6.1.2 Serious adverse event

A serious adverse event (SAE) is defined as any AE which fulfils at least one of the
following criteria:

e Results in death

e I[s life-threatening, which refers to an event in which the patient was at risk of death
at the time of the event; it does not refer to an event that hypothetically might have
caused death if more severe

e Requires inpatient hospitalisation, or prolongation of existing hospitalisation
e Results in persistent or significant disability or incapacity
e [s a congenital anomaly/birth defect

e [Is deemed serious for any other reason if it is an important medical event when based
upon appropriate medical judgment which may jeopardise the patient and may
require medical or surgical intervention to prevent one of the other outcomes listed in
the above definitions. Examples of such events are intensive treatment in an
emergency room or at home for allergic bronchospasm, blood dyscrasias or
convulsions that do not result in hospitalisation or development of dependency or
abuse

5.2.6.1.3  AEs considered ‘Always Serious’

In accordance with the European Medicines Agency initiative on Important Medical Events,
Boehringer Ingelheim has set up a list of AEs, which, by their nature, can always be
considered to be ‘serious’ even though they may not have met the criteria of an SAE as
defined above.

The latest list of ‘Always Serious AEs’ can be found in the eDC system, an electronic data
capture system which allows the entry of trial data at the trial site. A copy of the latest list of
‘Always Serious AEs’ will be provided upon request. These events should always be reported
as SAEs as described in Section 5.2.6.2.

Cancers of new histology must be classified as a serious event regardless of the time since
discontinuation of the trial medication and must be reported as described in Section 5.2.6.2,
subsections ‘AE Collection’ and ‘AE reporting to sponsor and timelines’.
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5.2.6.1.4 Adverse events of special interest

The term adverse events of special interest (AESI) relates to any specific AE that has been
identified at the project level as being of particular concern for prospective safety monitoring
and safety assessment within this trial, e.g. the potential for AEs based on knowledge from
other compounds in the same class. AESIs need to be reported to the sponsor’s
Pharmacovigilance Department within the same timeframe that applies to SAEs, please see
Section 5.2.6.2.2.

The following are considered as AESIs:

Potential severe DILI

A potential severe Drug Induced Liver Injury (DILI) that requires follow-up is

defined by the following alterations of hepatic laboratory parameters:

0 An elevation of AST (aspartate aminotransferase) and/or ALT (alanine
aminotransferase) 23-fold ULN combined with an elevation of total bilirubin
22-fold ULN measured in the same blood sample, or in samples drawn within
30 days of each other, or

0 Aminotransferase (ALT, and/or AST) elevations >10-fold ULN

These lab findings constitute a hepatic injury alert and the subjects showing these lab
abnormalities need to be followed up according to the ‘DILI checklist’ provided in the
ISF. In case of clinical symptoms of hepatic injury (icterus, unexplained
encephalopathy, unexplained coagulopathy, right upper quadrant abdominal pain,
etc.) without lab results (ALT, AST, total bilirubin) available, the Investigator should
make sure that these parameters are analysed, if necessary in an unscheduled blood
test. Should the results meet the criteria of hepatic injury alert, the procedures
described in the DILI checklist should be followed.

Haematologic toxicities (grades refer to CTCAE grading):

o Grade 5

o Grade 4 except for lymphopenia (including, but not limited to Grade 4 anaemia,
Grade 4 thrombocytopenia and Grade 4 neutropenia)

Anaemia of any grade requiring blood transfusion

Febrile neutropenia

Grade 3 neutropenia with documented infection and/or lasting >3 days
Neutropenia of any grade requiring treatment with growth factors

Grade 3 thrombocytopenia

Thrombocytopenia of any grade requiring platelet transfusion

Any >Grade 3 non-haematologic toxicity with the following exceptions (grades refer
to CTCAE grading):

o Grade 3 vomiting/nausea or diarrhea which persists for less than 48 hours after
start of adequate treatments

Grade 3 fever

Grade 3 fatigue that persists <7 days

Grade 3 rash that resolves to <Grade 1 within 2 weeks

Any Grade 3 laboratory abnormality which is not considered clinically relevant by
the investigator, resolves spontaneously or responds to conventional medical
intervention

O O O O O O

O O O O
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o Grade 3 or higher electrolyte abnormality that lasts up to 72 hours, is not clinically
complicated, and resolves spontaneously or responds to conventional medical
interventions

5.2.6.1.5 Intensity (severity) of AEs

The intensity (severity) of AEs should be classified and recorded in the CRF according to the
Common Terminology Criteria for Adverse Events (CTCAE) version 5.0 [R18-1357].

5.2.6.1.6  Causal relationship of AEs

Medical judgment should be used to determine whether there is a reasonable possibility of a
causal relationship between the AE and the given trial treatment, considering all relevant
factors, including pattern of reaction, temporal relationship, de-challenge or re-challenge,
confounding factors such as concomitant medication, concomitant diseases and relevant
history.

Arguments that may suggest that there is a reasonable possibility of a causal relationship
could be:

e The event is consistent with the known pharmacology of the drug

e The event is known to be caused by or attributed to the drug class

e A plausible time to onset of the event relative to the time of drug exposure
e Evidence that the event is reproducible when the drug is re-introduced

e No medically sound alternative aetiologies that could explain the event (e.g. pre-
existing or concomitant diseases, or co-medications)

e The event is typically drug-related and infrequent in the general population not
exposed to drugs (e.g. Stevens-Johnson syndrome)

¢ An indication of dose-response (i.e. greater effect size if the dose is increased, smaller
effect size if dose is reduced)

Arguments that may suggest that there is no reasonable possibility of a causal relationship
could be:

e No plausible time to onset of the event relative to the time of drug exposure is evident
(e.g. pre-treatment cases, diagnosis of cancer or chronic disease within days / weeks
of drug administration; an allergic reaction weeks after discontinuation of the drug
concerned)

e Continuation of the event despite the withdrawal of the medication, taking into
account the pharmacological properties of the compound (e.g. after 5 half-lives). Of
note, this criterion may not be applicable to events whose time course is prolonged
despite removing the original trigger

e There is an alternative explanation (e.g. situations where other drugs or underlying
diseases appear to provide a more likely explanation for the observed event than the
drug concerned

e Disappearance of the event even though the trial drug treatment continues or remains
unchanged
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5.2.6.2 Adverse event collection and reporting
5.2.6.2.1 AE collection

Upon enrolment into a trial, the subject’s baseline condition is assessed (for instance, by
documentation of medical history/concomitant diagnoses), and relevant changes from
baseline are noted subsequently.

Subjects will be required to report spontaneously any AEs. In addition, each subject will be
regularly assessed by the medical staff throughout the clinical trial and whenever the
investigator deems necessary. As a minimum, subjects will be questioned for AEs (and
concomitant therapies) at the time points indicated in the Flow Chart. Assessment will be
made using non-specific questions such as ‘How do you feel?’. Specific questions will be
asked wherever necessary in order to more precisely describe an AE.

A carefully written record of all AEs shall be kept by the investigator in charge of the trial.
Records of AEs shall include data on the time of onset, end time, intensity of the event, and
any treatment or action required for the event and its outcome.

The following must be collected and documented on the appropriate CRF(s) by the
investigator:

e From signing the informed consent onwards until an individual subject’s end of trial
(the End of Study (EoS) visit):

o All AEs (serious and non-serious) and all AESIs

o The only exception to this rule are AEs (serious and non-serious) and AESIs
in Phase I trials in healthy volunteers, when subjects discontinue from the trial
due to screening failures prior to administration of any trial medication. In
these cases, the subjects’ data must be collected at trial site but will not be
entered in the CRF and will not be reported in the CTR.

e After the individual subject’s end of trial:

o The investigator does not need to actively monitor the subject for new AEs but
should only report any occurrence of cancer and trial treatment related SAEs
and trial treatment related AESIs of which the investigator may become aware
of by any means of communication, e.g. phone call. Those AEs should be
reported on the BI SAE form (see Section 5.2.6.2.2), but not on the CRF.

5.2.6.2.2  AE reporting to the sponsor and timelines

The Investigator must report SAEs, AESIs, and non-serious AEs which are relevant for the
reported SAE or AESI, on the BI SAE form to the sponsor’s unique entry point within

24 hours of becoming aware of the event, the country specific reporting process will be
provided in the ISF. The same timeline applies if follow-up information becomes available.
On specific occasions, the Investigator could inform the sponsor upfront via telephone. This
does not replace the requirement to complete and send the BI SAE form.

With receipt of any further information to these events, a follow-up SAE form has to be
provided. For follow-up information, the same rules and timeline apply as for initial
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information. All (S)AEs, including those persisting after the individual subject’s end of trial,
must be followed up until they have resolved, have been sufficiently characterized (e.g. as
‘chronic’ or ‘stable’), or no further information can be obtained.

For reporting of safety information to the Agency by the sponsor please refer to section 8.4.
5.2.6.2.3 Pregnancy

Potential drug exposure during pregnancy must be reported if a partner of a male trial
participant becomes pregnant. This requires written consent of the pregnant partner.
Reporting and consenting must be in line with local regulations. The ISF will contain the trial
specific information and consent for the pregnant partner, if applicable. The investigator must
report drug exposure during pregnancy in a partner of the male trial participant by means of
Part A of the Pregnancy Monitoring Form to the sponsor’s unique entry point.

The outcome of the pregnancy associated with the drug exposure during pregnancy must be
followed up and reported to the sponsor’s unique entry point on the Pregnancy Monitoring
Form for Clinical Studies (Part B). The ISF will contain the Pregnancy Monitoring Form for
Clinical Studies (Part A and Part B), if applicable.

As pregnancy itself is not to be reported as an AE, in the absence of an accompanying SAE
and/or AESI, only the Pregnancy Monitoring Form for Clinical Studies and not the SAE form
is to be completed.

53 DRUG CONCENTRATION MEASUREMENTS AND
PHARMACOKINETICS
5.3.1 Assessment of pharmacokinetics

For the assessment of pharmacokinetics, blood samples will be collected at the time points
indicated in the Flow Chart. The actual sampling times will be recorded and used for
determination of pharmacokinetic parameters.

5.3.2 Methods of sample collection
5.3.2.1 Blood sampling for pharmacokinetic analysis

BI 1810631 in plasma

For quantification of BI 1810631 concentrations in plasma, 2.7 mL of blood will be drawn
from an antecubital or forearm vein into a K>-EDTA (dipotassium ethylenediaminetetraacetic
acid)-anticoagulant blood drawing tube at the times indicated in the Flow Chart. Blood will
be withdrawn by means of either an indwelling venous catheter or by venipuncture with a
metal needle.

The EDTA-anticoagulated blood samples will be centrifuged for approximately 10 min at
approximately 2000 x g to 4000 x g and 4 to 8 °C. Two plasma aliquots will be obtained and
stored in polypropylene tubes. The first aliquot should contain at least 0.5 mL of plasma. The
process from blood collection until transfer of plasma aliquots into the freezer should be
completed within 120 min, with interim storage of blood samples and aliquots at room
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temperature. The time each aliquot was placed in the freezer will be documented. Until
transfer on dry ice to the analytical laboratory, the aliquots will be stored upright at
approximately -20°C or below at the trial site. The second aliquot will be transferred to the
analytical laboratory after the bioanalyst has acknowledged safe arrival of the first aliquot. At
the analytical laboratory, the plasma samples will be stored at approximately -20°C or below
until analysis.

At a minimum, the sample tube labels should list BI trial number, barcode, subject number,
visit, planned sampling time, and analyte ‘BI 1810631°.

Carbamazepine in plasma

For quantification of carbamazepine concentrations in plasma, 2.7 mL of blood will be drawn
from an antecubital or forearm vein into a Ko>-EDTA (dipotassium ethylenediaminetetraacetic
acid)-anticoagulant blood drawing tube at the times indicated in the Flow Chart. Blood will
be withdrawn by means of either an indwelling venous catheter or by venipuncture with a
metal needle.

The EDTA-anticoagulated blood samples will be centrifuged for approximately 10 min at
approximately 2000 x g to 4000 x g and 4 to 8 °C. Two plasma aliquots will be obtained and
stored in polypropylene tubes. The first aliquot should contain at least 0.5 mL of plasma. The
process from blood collection until transfer of plasma aliquots into the freezer should be
completed within 60 min, with interim storage of blood samples and aliquots at room
temperature. The time each aliquot was placed in the freezer will be documented. Until
transfer on dry ice to the analytical laboratory, the aliquots will be stored upright at
approximately -20°C or below at the trial site. The second aliquot will be transferred to the
analytical laboratory after the bioanalyst has acknowledged safe arrival of the first aliquot. At
the analytical laboratory, the plasma samples will be stored at approximately -20°C or below
until analysis.

At a minimum, the sample tube labels should list BI trial number, barcode, subject number,
visit, planned sampling time, and analyte ‘carbamazepine’.

Further use of samples

After analysis, the plasma samples may be used for further methodological investigations
(e.g. for stability testing or assessment of metabolites) or to address Health Authority
questions regarding the results/methodology. However, only data related to the analyte and/or
its metabolite(s) including anti-drug antibodies (if applicable) will be generated by these
additional investigations. The trial samples will be discarded after completion of the
additional investigations but not later than 5 years after the CTR is archived.
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5.3.4 Pharmacokinetic - pharmacodynamic relationship

No analysis of the relationship between pharmacokinetic and pharmacodynamic parameters is
planned for this trial.

5.4 ASSESSMENT OF BIOMARKERS
5.4.1 Drug-Drug Interaction Biomarkers
54.1.1 Methods of sample collection

For the assessment of drug-drug interaction biomarkers, blood and urine samples will be
collected at the time points / time intervals indicated in the Flow Chart. The actual sampling
times will be recorded and used for determination of pharmacokinetic parameters.

54.1.1.1 4B-OH cholesterol in plasma

For quantification of 4B-OH cholesterol concentrations in plasma, 2.7 mL of blood will be
drawn from an antecubital or forearm vein into a Ko>-EDTA (dipotassium
ethylenediaminetetraacetic acid)-anticoagulant blood drawing tube at the times indicated in
the Flow Chart. Blood will be withdrawn by means of either an indwelling venous catheter or
by venipuncture with a metal needle.

The EDTA-anticoagulated blood samples will be centrifuged for approximately 10 min at
approximately 2000 x g to 4000 x g and 4 to 8 °C. Two plasma aliquots will be obtained and
stored in polypropylene tubes. The first aliquot should contain at least 0.5 mL of plasma. The
process from blood collection until transfer of plasma aliquots into the freezer should be
completed within 60 min, with interim storage of blood samples and aliquots at room
temperature. The time each aliquot was placed in the freezer will be documented. Until
transfer on dry ice to the analytical laboratory, the aliquots will be stored upright at
approximately -70°C or below at the trial site. The second aliquot will be transferred to the
analytical laboratory after the bioanalyst has acknowledged safe arrival of the first aliquot. At
the analytical laboratory, the plasma samples will be stored at approximately -70°C or below
until analysis.

At a minimum, the sample tube labels should list BI trial number, barcode, subject number,
visit, planned sampling time, and analyte ‘43-OH cholesterol’.

After analysis, the plasma samples may be used for further methodological investigations
(e.g. for stability testing or assessment of metabolites) or to address Health Authority
questions regarding the results/methodology. However, only data related to the analyte and/or
its metabolite(s) including anti-drug antibodies (if applicable) will be generated by these
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additional investigations. The trial samples will be discarded after completion of the
additional investigations but not later than 5 years after the CTR is archived.

5.4.1.1.2  6B-OH cortisol and cortisol in urine

All urine voided during the sampling intervals indicated in the Flow Chart will be collected in
2 L polyethylene (PE) containers and stored at room temperature. Subjects are told to empty
their bladders before the start of the sampling interval (urine to be discarded) and at the end
of each sampling interval (urine to be collected).

The urine weight for each collection interval will be documented (however, no correction for
the specific gravity of urine is done, 1.e. 1 L is defined to be equal to 1 kg). Two 0.5 mL
aliquots will be stored in polypropylene (PP) tubes for bioanalytical measurements. If more
than one collection container is used in an interval, the contents of all containers are to be
mixed before aliquots are prepared. Mixing should be done by transferring the entire content
of all collection containers into a single polyethylene (PE)/ polypropylene (PP) or glass
container, and stirring the mixed fractions for about 1 min (manually or using a stir bar or
other stirring device made of PE, PP, Teflon, or glass).

At a minimum, the sample tube labels should list BI trial number, barcode, subject number,
visit, and planned collection time.

Until transfer on dry ice to the analytical laboratory, the urine samples will be stored at
approximately -20°C or below at the trial site. The second aliquot will be transferred after the
bioanalyst has acknowledged safe arrival of the first aliquot. At the analytical laboratory, the
urine samples will be stored at approximately -20°C or below until analysis.

After analysis, the urine samples may be used for further methodological investigations (e.g.
for stability testing, assessment of metabolites) or to address Health Authority questions
regarding the results/methodology. However, only data related to the analyte and/or its
metabolite(s) will be generated by these additional investigations. The trial samples will be
discarded after completion of the additional investigations but not later than 5 years after the
CTR has been archived.
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5.4.2 Pharmacodynamic biomarkers

Not applicable.

543 Pharmacogenomic biomarkers

Not applicable.

5.5 BIOBANKING

Not applicable.

5.6 OTHER ASSESSMENTS

Not applicable.

5.7 APPROPRIATENESS OF MEASUREMENTS

All measurements performed during this trial are standard measurements and will be
performed in order to monitor subjects’ safety and to determine pharmacokinetic and DDI
biomarker parameters in an appropriate way. The scheduled measurements will allow
monitoring of changes in vital signs, standard laboratory values, and ECG parameters that
might occur as a result of administration of trial medication. The safety assessments are
standard, are accepted for evaluation of safety and tolerability of orally administered drugs,
and are widely used in clinical trials. The pharmacokinetic parameters and measurements
outlined in Section 5.3 are generally used assessments of drug exposure. The biomarkers and
measurements outlined in Section 5.4 are of exploratory nature only.
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6. INVESTIGATIONAL PLAN
6.1 VISIT SCHEDULE

Exact times of measurements outside the permitted time windows will be documented. The
acceptable time windows for screening and the end of trial examination are provided in the
Flow Chart.

Study measurements and assessments scheduled to occur ‘before’ BI 1810631 administration
on Day 1 are to be performed and completed within a 3 h-period prior to the trial drug
administration.

If not stated otherwise in the Flow Chart, the acceptable deviation from the scheduled time
for vital signs, ECG, and laboratory tests will be + 60 min.

If not stated otherwise in the Flow Chart, the acceptable deviation from the scheduled time
for neurological examinations and skin inspections will be + 4 h.

If scheduled in the Flow Chart at the same time as a meal, blood sampling, vital signs, and
12-lead ECG recordings have to be done first. Furthermore, if several measurements
including venipuncture are scheduled for the same time, venipuncture should be the last of
the measurements due to its inconvenience to the subject and possible influence on
physiological parameters.

For planned blood sampling times and urine collection intervals, refer to the Flow Chart.
While these nominal times should be adhered to as closely as possible, the actual sampling
times will be recorded and used for the determination of pharmacokinetic parameters
(including for DDI biomarkers).

For activities in the mornings of Days 4, 6, and 8 of period 1, the acceptable deviation from
the scheduled time will be + 120 min.

If a subject misses an appointment, it will be rescheduled if possible. The relevance of
measurements outside the permitted time windows will be assessed no later than at the Report
Planning Meeting.

6.2 DETAILS OF TRIAL PROCEDURES AT SELECTED VISITS
6.2.1 Screening period

After having been informed about the trial, all subjects will provide written informed consent
in accordance with GCP and local legislation prior to enrolment in the trial.

For information regarding laboratory tests (including drug and virus screening), ECG, vital
signs, and physical examination, refer to Sections 5.2.1 to 5.2.5.

6.2.2 Treatment periods

Each subject is expected to participate in 2 treatment periods (Period 1: Days -1 to 8;
Period 2: Days -19 to 8). Day 8 of Period 1 is the same day as Day -19 of Period 2.
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On Day -1 of the first treatment period, trial participants will be admitted to the trial site and
kept under close medical surveillance for at least 48 h following administration of

BI 1810631. The subjects will then be allowed to leave the trial site after formal assessment
and confirmation of their fitness. This is followed by several ambulatory visits (see

Flow Chart).

On Day 8 of the first treatment period, trial participants will be admitted to the trial site and
kept under close medical surveillance until at least 36 hours following the last carbamazepine
dosing in the second treatment period (i.e. planned until the morning of Day 8 of the second
treatment period). The subjects will then be allowed to leave the trial site after formal
assessment and confirmation of their fitness.

For details on time points and procedures for collection of plasma and urine samples for PK
and DDI biomarker analysis, refer to Flow Chart and Section 5.3.2.

The safety measurements performed during the treatment period are specified in Section 5.2
of this protocol and in the Flow Chart. AEs and concomitant therapy will be assessed
continuously from obtaining subject’s written informed consent until the end of trial
examination.

For details on times of all other trial procedures, refer to the Flow Chart.
6.2.3 Follow-up period and trial completion

For AE assessment, laboratory tests, recording of ECG and vital signs, and physical
examination during the follow-up period, see Section 5.2.

Subjects who discontinue treatment before the end of the planned treatment period should
undergo the EoS Visit.

If needed in the opinion of the investigator, additional visits may be scheduled after the EoS
Visit for continued safety monitoring.

All abnormal values (including laboratory parameters) that are assessed as clinically relevant
by the investigator will be monitored using the appropriate tests until a return to a medically
acceptable level is achieved. (S)AEs persisting after a subject’s EoS Visit must be followed
until they have resolved, have been sufficiently characterised, or no further information can
be obtained.
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7. STATISTICAL METHODS AND DETERMINATION OF
SAMPLE SIZE

71 NULL AND ALTERNATIVE HYPOTHESES

The relative bioavailability of BI 1810631 in plasma when given as a single oral dose (R) or
together with multiple dose of carbamazepine (T) will be estimated by the ratios of the
geometric means (test/reference), and their corresponding 2-sided 90% confidence intervals
(CIs) will be provided. This method corresponds to the two one-sided t-test procedure, each
at the 5% significance level. Since the main focus is on estimation and not testing, a formal
hypothesis test and associated acceptance range is not specified.

7.2 PLANNED ANALYSES
7.2.1 General considerations
7.2.1.1 Analysis sets

Statistical analyses will be based on the following analysis sets:

e Treated set (TS): The treated set includes all subjects who were treated with at least
one dose of trial drug. The treated set will be used for safety analyses.

e Pharmacokinetic parameter analysis set (PKS): This set includes all subjects in the
treated set (TS) who provide at least one PK endpoint that was defined as primary or
secondary and was not excluded due to a protocol deviation relevant to the evaluation
of PK or due to PK non-evaluability (as specified in the following subsection
‘Pharmacokinetics’). Thus, a subject will be included in the PKS, even if he
contributes only one PK parameter value for one period to the statistical assessment.
Descriptive and model-based analyses of PK parameters will be based on the PKS.

e Biomarker parameter analysis set (BMS): This set includes all subjects in the treated
set (TS) who provide at least one evaluable measure of at least one of the exploratory
biomarkers without important protocol deviations (IPD) relevant to the evaluation of
biomarkers (as specified in the subsection ‘Biomarkers’). Descriptive analysis of the
biomarkers will be based on the BMS.

Descriptions of additional analysis sets may be provided in the TSAP.

Adherence to the protocol will be assessed by the trial team. Important protocol deviation
(IPD) categories will be suggested in the IPD specification file. IPDs will be identified no
later than in the Report Planning Meeting, and the IPD categories will be updated as needed.

7.2.1.2 Pharmacokinetics

The pharmacokinetic parameters listed in Section 2.1 and 2.2.2 for drug BI 1810631 will be
calculated according to the relevant BI internal procedures.

Plasma concentration data and parameters of a subject will be included in the statistical
pharmacokinetic (PK) analyses if they are not flagged for exclusion due to a protocol
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deviation relevant to the evaluation of PK (to be decided no later than in the Report Planning
Meeting) or due to PK non-evaluability (as revealed during data analysis, based on the
criteria specified below). Exclusion of a subject’s data will be documented in the CTR.

Important protocol deviations may be
e Incorrect trial medication taken, i.e. the subject received at least one dose of trial
medication the subject was not assigned to
e Incorrect dose of trial medication taken

e Use of restricted medications

Plasma concentrations and/or parameters of a subject will be considered as non-evaluable, if
for example

e The subject experienced emesis that occurred at or before two times median tmax of
the respective treatment (Median tmax 1S to be determined excluding the subjects
experiencing emesis),

e A predose concentration of BI 1810631 is >5% Cuax value of that subject
e Missing samples/concentration data at important phases of PK disposition curve

Plasma concentration data and parameters of a subject which are flagged for exclusion will be
reported with its individual values but will not be included in the statistical analyses.
Descriptive and inferential statistics of PK parameters will be based on the PKS.

Only concentration values within the validated concentration range and actual sampling times
will be used for the calculation of pharmacokinetic parameters. Concentrations used in the
pharmacokinetic calculations will be in the same format provided in the bioanalytical report,
(that is, to the same number of decimal places provided in the bioanalytical report).

72.1.3 Biomarkers

Exploratory biomarkers measured are outlined in Section 2.2.2.3.

Biomarker data and parameters of a subject will be included in the statistical biomarker
analyses if they are not flagged for exclusion due to a protocol deviation relevant to the
evaluation of biomarkers (to be decided no later than in the Report Planning Meeting) or due
to non-evaluability (as revealed during data analysis). Important protocol deviations may be
similar to those listed for pharmacokinetics in Section 7.2.1.2.

Exclusion of a subject’s data will be documented in the CTR. Biomarker data and parameters
of a subject which is flagged for exclusion will be reported with its individual values but will
not be included in the statistical analyses.

7.2.2 Primary endpoint analyses

Primary analyses

The statistical model used for the analysis of the primary endpoints will be an analysis of
variance (ANOVA) model on the logarithmic scale. That is, the PK endpoints will be log-
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transformed (natural logarithm) prior to fitting the ANOV A model. This model will include
effects accounting for the following sources of variation: subjects and treatment. The effect
'subjects' will be considered as random, whereas the other effects will be considered as fixed.
The model is described by the following equation:

Vkm = W + Sm + Tk + €km, Where

ykm = logarithm of response measured on subject m in receiving treatment k,
u = the overall mean,

sm = the effect associated with the m™ subject, m=1,2,..,16

i = the k'™ treatment effect, k =1, 2,

exm = the random error associated with the m' subject received

treatment k.

where s, ~ N(0,63) i.i.d., exm ~ N(0, 6%y) i.i.d. and sm, exm are independent random
variables.

Point estimates for the ratios of the geometric means (test/reference) for the primary
endpoints (see Section 2.1) and their two-sided 90% confidence intervals (Cls) will be
provided.

For each endpoint, the difference between the expected means for log(T)-log(R) will be
estimated by the difference in the corresponding adjusted means (Least Squares Means).
Additionally their two-sided 90% confidence intervals will be calculated based on the
residual error from the ANOVA and quantiles from the t-distribution. These quantities will
then be back-transformed to the original scale to provide the point estimate and 90% Cls for
each endpoint.

Further exploratory analyses

The same statistical model as stated above will be repeated for the primary endpoints but with
‘subjects’ considered as fixed effects.

In addition to the model based approach all parameters will be calculated and analysed
descriptively.

7.2.3 Secondary endpoint analyses

The secondary endpoints (refer to Section 2.1.3) will be calculated according to the relevant
BI internal procedures and will be assessed statistically using the same methods as described
for the primary endpoints.

BI-VQD-11906_40-106_AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 70 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

7.2.5 Safety analyses

Safety will be analysed based on the assessments described in Section 2.2.2.2. All treated
subjects (TS, refer to Section 7.2) will be included in the safety analysis. Safety analyses will
be descriptive in nature and based on BI standards. No hypothesis testing is planned.

For all analyses, the treatment actually administered (= treatment at onset) to the subject will
be used (any deviations from the assigned treatment will be discussed in the minutes of the
Report Planning Meeting).

Treatments will be compared in a descriptive way. Tabulations of frequencies/proportions
will be used to evaluate categorical (qualitative) data, and tabulations of descriptive statistics
will be used to analyse continuous (quantitative) data.

Measurements (such as ECG, vital signs, or laboratory parameters) or AEs will be assigned to
treatments (see Section 4.1) based on the actual treatment at the time of the measurement or
on the recorded time of AE onset (concept of treatment emergent AEs). Therefore,
measurements performed or AEs recorded prior to first intake of trial medication will be
assigned to the screening period, those between first trial medication intake and end of REP
(see Section 1.2.3) will be assigned to the treatment period. Events occurring after the REP
but prior to next intake or end of trial termination date will be assigned to ’follow-up’. In case
of two or more treatments, the follow-up will be summarized according to the previous
treatment. These assignments including the corresponding time intervals will be defined in
detail in the TSAP. Note that AEs occurring after the last per protocol contact but entered
before unblinding the trial will be reported to Pharmacovigilance only and will not be
captured in the trial database.

Additionally, further treatment intervals (analysing treatments) may be defined in the TSAP
in order to provide summary statistics for time intervals, such as combined treatments, on-
treatment totals, or periods without treatment effects (such as screening and follow-up
intervals

Adverse events will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). Frequency, severity, and causal relationship of AEs will be tabulated by
treatment, system organ class, and preferred term. SAEs, AESIs (see Section 5.2.6.1), and
other significant AEs (according to ICH E3) will be listed separately.

Previous and concomitant therapies will be presented per treatment group without
consideration of time intervals and treatment periods.

Laboratory data will be compared to their reference ranges. Values outside the reference
range will be highlighted in the listings. Additionally, differences from baseline will be
evaluated.

Vital signs or other safety-relevant data will be assessed with regard to possible on-treatment
changes from baseline.
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Relevant ECG findings will be reported as AEs.
Results regarding the C-SSRS will only be listed.

7.2.6 Interim analyses

No interim analysis is planned.

7.3 HANDLING OF MISSING DATA

7.3.1 Safety

It is not planned to impute missing values for safety parameters.

7.3.2 Pharmacokinetics

Handling of missing PK data will be performed according to the relevant BI internal
procedures.

PK parameters that cannot be reasonably calculated based on the available drug
concentration-time data will not be imputed.

7.4 RANDOMISATION

The trial will not be randomised, thus this section is not applicable. All subjects will receive
the same treatments in the same order.

7.5 DETERMINATION OF SAMPLE SIZE

It is planned to enter a total of 16 subjects in the trial with the aim of at least 12 evaluable
subjects in the trial, because this sample size is considered sufficient to achieve the aims of
this exploratory trial. With this sample size, the following precision in estimating the ratio of
geometric means (test/reference) can be expected with 95% probability. Precision is defined
as the ratio of upper CI limit to the relative BA estimate. Note that the precision is
independent of the actual ratio of geometric means.

The observed intra-individual coefficient of variation (gCV) for BI 1810631 in the previous
trial 1479-0003 was roughly 31% for Cmax and 9% for AUC for NF fed vs NF fasted, and
30.5% for Cmax and 14.2% for AUC for NF fasted + rabeprazole vs NF fasted.

For various assumptions around the gCV of -, Table 7.5:1 provides an overview of the
achievable precision for estimating the ratio of geometric means (test/reference). For
illustrative purposes, the expected 90% confidence intervals are displayed for different values
of the ratios T/R of geometric means.
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Table 7.5: 1 Precision that can be expected with 95% probability and illustrative
two-sided 90% confidence intervals around the ratios of geometric
means (T/R) for different gCVs in a 2 period fixed-sequence trial
(N=12)

Precision upper
gCV [%] CL / relative BA Ratio [%]" Lower CL [%] Upper CL [%]
estimate

“Ratio of geometric means (test/reference) for a PK endpoint is defined by exp(ur)/exp(ur).

The expected 90% confidence interval limits in the table were derived by
Cl lirrlitupper,lower = exp(In(0) + w),

with 0 being the ratio (T/R) on original scale and  the distance from the estimate 0 to either
confidence interval limit on the log-scale, which was obtained from the achievable precision
on the original scale.

The calculation was performed as described by Julious [R11-5230] using R Version 4.2.1.
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8. INFORMED CONSENT, TRIAL RECORDS, DATA
PROTECTION, PUBLICATION POLICY, AND
ADMINISTRATIVE STRUCTURE

The trial will be carried out in compliance with the protocol, the ethical principles laid down
in the Declaration of Helsinki, in accordance with the ICH Harmonized Guideline for Good
Clinical Practice (GCP), relevant BI Standard Operating Procedures (SOPs), the EU
regulation 536/2014, and other relevant regulations. Investigators and site staff must adhere
to these principles. Deviation from the protocol, the principles of ICH GCP or applicable
regulations will be treated as ‘protocol deviation’.

Standard medical care (prophylactic, diagnostic, and therapeutic procedures) remains the
responsibility of the subject’s treating physician.

The investigator will inform the sponsor immediately of any urgent safety measures taken to
protect the trial subjects against any immediate hazard, as well as of any serious breaches of
the protocol or of ICH GCP.

The Boehringer Ingelheim transparency and publication policy can be found on the following
web page: trials.boehringer-ingelheim.com. The rights of the investigator and of the sponsor
with regard to publication of the results of this trial are described in the investigator contract.
As a general rule, no trial results should be published prior to finalisation of the CTR.

The terms and conditions of the insurance coverage are made available to the investigator and
the subjects and are stored in the ISF.

8.1 TRIAL APPROVAL, SUBJECT INFORMATION, INFORMED CONSENT

This trial will be initiated only after all required legal documentation has been reviewed and
approved by the respective Institutional Review Board (IRB) / Independent Ethics Committee
(IEC) and competent authority (CA) according to national and international regulations. The
same applies for the implementation of changes introduced by amendments.

Prior to a subject’s participation in the trial, written informed consent must be obtained from
each subject according to ICH-GCP and to the regulatory and legal requirements of the
participating country. Each signature must be personally dated by each signatory and the
informed consent and any additional subject-information form retained by the investigator as
part of the trial records. A signed copy of the informed consent and any additional subject
information must be given to each subject.

The subject must be given sufficient time to consider participation in the trial. The
investigator or delegate obtains written consent of the subject’s own free will with the
informed consent form after confirming that the subject understands the contents. The
investigator or- delegate must sign (or place a seal on) and date the informed consent form.
If a trial collaborator has given a supplementary explanation, the trial collaborator also signs
(or places a seal on) and dates the informed consent.

Re-consenting may become necessary when new relevant information becomes available and
should be conducted according to the sponsor’s instructions.
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The consent and re-consenting process should be properly documented in the source
documentation.

8.2 DATA QUALITY ASSURANCE

A risk-based approach is used for trial quality management. It is initiated by the assessment
of critical data and processes for trial subject protection and reliability of the results as well as
identification and assessment of associated risks. An Integrated Quality and Risk
Management Plan or alternative plan, in line with the guidance provided by ICH Q9 and
ICH-GCP E6, for fully outsourced trials, documents the rationale and strategies for risk
management during trial conduct including monitoring approaches, vendor management and
other processes focusing on areas of greatest risk.

Continuous risk review and assessment may lead to adjustments in trial conduct, trial design
or monitoring approaches.

A quality assurance audit/inspection of this trial may be conducted by the sponsor, sponsor’s
designees, or by IRB / IEC or by regulatory authorities. The quality assurance auditor will
have access to all medical records, the investigator’s trial-related files and correspondence,
and the informed consent documentation of this clinical trial.

8.3 RECORDS

CRFs for individual subjects will be provided by the sponsor. For drug accountability, refer
to Section 4.1.8.

8.3.1 Source documents

In accordance with regulatory requirements, the investigator should prepare and maintain
adequate and accurate source documents and trial records for each trial subject that include
all observations and other data pertinent to the investigation. Source data as well as reported
data should follow the ‘ALCOA principles’ and be attributable, legible, contemporaneous,
original, and accurate. Changes to the data should be traceable (audit trail).

Data reported on the CRF must be consistent with the source data or the discrepancies must
be explained.

The current medical history of the subject may not be sufficient to confirm eligibility for the
trial and the investigator may need to request previous medical histories and evidence of any
diagnostic tests. In this case, the investigator must make at least one documented attempt to
retrieve previous medical records. If this fails, a verbal history from the subject, documented
in their medical records, would be acceptable.

Before providing any copy of subjects’ source documents to the sponsor, the investigator
must ensure that all subject identifiers (e.g., subject’s name, initials, address, phone number,
and social security number) have properly been removed or redacted to ensure subject
confidentiality.

If the subject is not compliant with the protocol, any corrective action (e.g. re-training) must
be documented in the subject file.
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For the CRF, data must be derived from source documents, for example:

e Subject identification: sex, year of birth (in accordance with local laws and
regulations)

e Subject participation in the trial (substance, trial number, subject number, date subject
was informed)

e Dates of subject’s visits, including dispensing of trial medication

e Medical history (including trial indication and concomitant diseases, if applicable)
e Medication history

e AEs and outcome events (onset date [mandatory], and end date [if available])

e SAEs (onset date [mandatory], and end date [if available])

e Concomitant therapy (start date, changes)

e Originals or copies of laboratory results and other imaging or testing results, with
proper documented medical evaluation (in validated electronic format, if available)

e ECG results (original or copies of printouts)

e Completion of subject’s participation in the trial (end date; in case of premature
discontinuation, document the reason for it, if known)

e Prior to allocation of a subject to a treatment into a clinical trial, there must be
documented evidence in the source data (e.g. medical records) that the trial participant
meets all inclusion criteria and does not meet any exclusion criteria. The absence of
records (either medical records, verbal documented feedback of the subject or testing
conducted specific for a protocol) to support inclusion/exclusion criteria does not
make the subject eligible for the clinical trial.

8.3.2 Direct access to source data and documents

The investigator/institution will allow site trial-related monitoring, audits, IRB / IEC review
and regulatory inspections. Direct access must be provided to the CRF and all source
documents/data, including progress notes, copies of laboratory and medical test results, which
must be available at all times for review by the Clinical Research Associate, auditor and
regulatory inspector (e.g. FDA). They may review all CRFs and informed consents. The
accuracy of the data will be verified by direct comparison with the source documents
described in Section 8.3.1. The sponsor will also monitor compliance with the protocol and
GCP.

8.3.3 Storage period of records

Trial site:
The trial site(s) must retain the source and essential documents (including ISF) according to
contract or the local requirements valid at the time of the end of the trial (whatever is longer).

Sponsor:
The sponsor must retain the essential documents according to the sponsor’s SOPs.
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8.4 EXPEDITED REPORTING OF ADVERSE EVENTS

BI is responsible to fulfil their legal and regulatory reporting obligation in accordance with
regulatory requirements including Clinical Trial Regulation Art. 42.

8.5 STATEMENT OF CONFIDENTIALITY AND SUBJECT PRIVACY

Data protection and data security measures are implemented for the collection, storage and
processing of subject data in accordance with the principles 7 and 12 of the WHO GCP
handbook.

To ensure confidentiality of records and personal data, only pseudonymised data will be
transferred to the sponsor by using a participant identification number instead of the trial
participant’s name. The code is only available at the site and must not be forwarded to the
sponsor. In case participant’s records will be forwarded e.g. for SAE processing or
adjudication committees, personal data that can identify the trial participant will be redacted
by the site prior to forwarding. Access to the participant files and clinical data is strictly
limited: personalised treatment data may be given to the trial participant’s personal physician
or to other appropriate medical personnel responsible for the trial participant’s welfare. Data
generated at the site as a result of the trial need to be available for inspection on request by
the participating physicians, the sponsor’s representatives, by the IRB/IEC and the regulatory
authorities.

A potential data security breach will be assessed regarding the implications for rights and
privacy of the affected person(s). Immediate actions as well as corrective and preventive
actions will be implemented. Respective regulatory authorities, IRBs/IECs and trial
participants will be informed as appropriate.

8.5.1 Collection, storage and future use of biological samples and corresponding
data

Measures are in place to comply with the applicable rules for the collection, storage and
future use of biological samples and clinical data, in particular

e Sample and data usage have to be in accordance with the informed consent

e The Bl-internal facilities storing biological samples from clinical trial participants as
well as the external storage facility are qualified for the storage of biological samples
collected in clinical trials.

e An appropriate sample and data management system, incl. audit trail for clinical data
and samples to identify and destroy such samples according to ICF is in place

e A fit for the purpose documentation (e.g. biomarker proposal, analysis plan and
report) ensures compliant usage

e A fit for purpose approach will be used for assay/equipment validation depending on
the intended use of the biomarker data

e Samples and/or data may be transferred to third parties and other countries as
specified in the ICF
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8.6 TRIAL MILESTONES

The first act of recruitment represents the start of the trial and is defined as the date when the
first trial participant (subject) in the whole trial signs informed consent.

The end of the trial is defined as the date of the last visit of the last subject in the whole trial
(‘Last Subject Completed’).

Early termination of the trial is defined as the premature termination of the trial due to any
reason before the end of the trial as specified in this protocol.

Temporary halt of the trial is defined as any unplanned interruption of the trial by the sponsor
with the intention to resume it.

Suspension of the trial is defined as an interruption of the trial based on a Health Authority
request.

The IEC / competent authority in each participating EU member state will be notified about
the trial milestones according to the laws of each member state.

A final report of the clinical trial data will be written only after all subjects have completed
the trial in all countries (EU or non-EU), so that all data can be incorporated and considered
in the report.

The sponsor will submit to the EU database a summary of the final trial results within one
year from the end of a clinical trial as a whole, regardless of the country of the last subject
(EU or non-EU).

8.7 ADMINISTRATIVE STRUCTURE OF THE TRIAL

The trial is sponsored by Boehringer Ingelheim (BI).

The trial will be conducted at

under the supervision of the Principal Investigator. Relevant documentation on the
participating (Principal) Investigators (e.g. their curricula vitae) will be filed in the ISF. The
investigators will have access to the BI web portal Clinergize to access documents provided
by the sponsor.

BI has appointed a Clinical Trial Leader (CT Leader), responsible for coordinating all
required trial activities, in order to

e Manage the trial in accordance with applicable regulations and internal SOPs
e Direct the clinical trial team in the preparation, conduct, and reporting of the trial

e Ensure appropriate training and information of local Clinical Trial Managers
(CT Managers), Clinical Research Associates (CRAs), and investigators of
participating trial sites

The trial medication BI 1810631 will be provided by the
The trial medication carbamazepine will be

obtained by the trial site from a

Safety laboratory tests will be performed by the local laboratory of the trial site
(&).
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Analises of BI 1810631 concentrations in ilasma will be performed at_
Analises of carbamazeiine concentrations in ﬁlasma will be performed at_
Analises of 4|i-OH cholesterol concentrations in ilasma will be performed at _
Analises of 6|i-OH cortisol and of cortisol concentrations in urine will be performed at

On-site monitoring will be performed by BI or a contract research organisation appointed by
BIL

Data management and statistical evaluation will be done by BI or by a contract research
organization appointed by BI.

Tasks and functions assigned in order to organise, manage, and evaluate the trial are defined

according to BI SOPs. A list of responsible persons and relevant local information can be
found in the ISF.
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10. APPENDICES

10.1 COLUMBIA-SUICIDE SEVERITY RATING SCALE

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Version 111409

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by indvidualks who have received training in its administration. The questions contained in
the Columbia-Suicide Severity Rating Scale are suggested probes. Uhimately, the determination of the presence of suicidal
ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History Form,
d b

In M.B. First

For reprints of the G-SSRS contact [}
; inquiries and training requirements contact

© 2008 The Research Foundation for Mental Hygiene, Inc.

C-SSRS Baseine Screening - United States/English - Mapi
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SUICIDAL IDEATION
Ask questions 1 and 2. If both are negative, proceed to “Suicidal Behavior™ section. If the answer to Ufctime: Time | o o
question 2 is “yes", ask questions 3, 4 and 5. If the answer to question | and'or 2 is “yes", complete He She Felt Mosihs
“Intensity of Ideation™ section below. Most Sukidal
1. Wish to be Dead

Sabygect endorses thoughts about 3 wish to be dead or not alive smymore, of wish to fall adecp and not walkie up. Yes Neo Yes
Have you wished you were dead or wishad you could go te siecp and naot wake up? oo o

If yes, describe:

0¢#

2. Non-Specific Active Suicidal Thoughts
General non-specific thoughts of wanting to oad one’s life/'commit suicide (cg . “/'ve thoughtt abowt killing sryself~) without thoughts of Yes
ways to kill oneselfassociatod methods, intent, or plan during the ssessment period. 0
Heve you actuatly had any thoughts of killing yowrself?

17 yes, doscribe:

Yes

0%
(m]
0%

3. Active Sulcidal Ideation with Any Methods (Not Plan) without Intent to Act
Sabject endorses thoughts of suicide and bas thought of at least cne method during the assessment period. This is different than a specific Yes
plan with time, place or method details workied cut (¢ 5. thought of method to kall self but mot a specific plan). Inchedes person who would o
sy, "/ thought about taking an overdose but | never made a specific plan as 1o when, where or how | would actually do .. and [ would
never go through with it~

Have you boen thinking about hew you might do thix?

If yes, descrite

Yes

0¥
=]
0 #

4. Active Sulcidal ldcation with Some Intent to Act, without Specific Plan
Active suicidal thoughts of killing cacself and subject reports having some intont 10 &1 on such thoughts, as opposed to “f have the thoughts Yes
bat | defoisely will not do anthing about them = o
Have you had these thoughts and had some intention of acting on them?

If yes, describe:

Yes

0¥
=]
D¢

5. Active Sulcidal Ideation with Specific Plan and Intent

Thoughts of Killing oncself with details of plan fally or partially worked out mnd subject hias some intont to carry it out. Yes  No Yes No
Have you started to work out or worked sut the detally of how to 2l yourself? Do you intend te carvy sut this plan? o o o o
If yes, describe:

INTENSITY OF IDEATION

The following feanaes should be rated with respect to the most severe tpe of ideation fie 1-3 from above, with | being
the least severe and 3 being the most severe) Ask about time he she was feeling the mast suicidal

- Most Severe Ideation: Most
Lifetime T 3 . e — Most Severe
Past 12 Months - Most Severe Ideation: = ” - A
Trpe # (1-9) Drese righion of |deation
Frequency
How many times have you had these thoughts?
(1) Lessthan onceawedk (2) Onceaweek  (3) 2-5 times in week  (4) Daaly o almost dadly  (5) Many times cach day — e
Duration
When you have the thoughts how long do they lase?
(1) Flesting - few seconds of minutes (4) 48 hoursmost of day . —
(2) Less than | hour/some of the time (5) More than § hourspendstent of contisous
(3) 1-4 howsrs's Jot of time
Controllability
Could can you stop thinking about killing yourself or wanting to die if you want to?
(1) Exsily able to control thoughts {4) G control thoughts with a kot of dfficulty o ,
(2) Can control thoughts with little &fMiculty (5) Unable to control thoughts
(3) Can control thoughts with some difficaky (0) Does not sttemgt to control thoughts
Deterrents
Are there things - anyone or anything (e g., family, religion, pain of death) - that stopped you from wanting to die or
acting on thoughts of committing suicide?
(1) Dx definitely topped you from ping suicide (4) Deterrents most llely did not op you __ —_—
(2) Deterrents probably gopped you (%) Deterrents definitely did not stop you
13 Uncertam that deterrents stopged you (0) Does not spply

Reasons for Ideation

What sort of reasons did you have for thinking about wanting to die or killing yourself? Was it to end the pain or
stop the way you were feeling (in other words you couldn 't go on living with this pain or how you were fedling) or
was it to get attention, revenge or a reaction from others? Or both?

(1) Completcly to get attiention, revenge o a reaction from others (4) Mostly to end or stop the pain (you couldn 't go on N —
(2) Mostly to get altention, revenge of & reaction from others Inving with the pain o how you were feching)
(3) Equally to get atent nge of & reaction from others snd to  (5) Completely to end or stop the pain (you couldn’t go on
cned' op the pan Iving with the pain or how you were fecking)
(0) Does not spply
© 2008 Revewch Foundetion for Meutdd Ifygicos, bsc C-S5RS — Basedine Scroning (Verdon | 1409) Page d of 2
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SUICIDAL BEHAVIOR Pastpa,
(Check all that apply, so long as these are separate events; must ask about all types) Lifetime Years
Actual Attempi: Yo No Yes No
A potentially self- injurioes act commuttod with at least some wish 1o dic, ar a reswls of ace. Behavior was in pant thought of as method to kall O o nl o
oncsclf. Intent docs pot have to be 100%. If there is any intent'desine to dic associatod with the act, then @ can be conddered an actual sicide
sticeget. There doex not have to be any injury or harm, st the potential for mpary of harm . 1f person pulls trigger while g is in
meuth but gun is brolien so no injury results, thas is considered mn attempt.
Inferring Iotent: Even of an indivadual danics inteet/'wish 1o die,  may be inferred chnically from the beh
1 highly lethal act that is clearly mot an accident %0 no other intent but suikide can be inforred (¢.8.. --“‘lohﬁul,_, _ﬁw-‘dnol‘
2 high Noor/story). Also, if someons denies intent 1o de, but they thought that what they did could be bethal, intent may be inferred
Have you made a suicide attempr?
Have you done anything to harm yourself?
Have you done anything dangerous where you could have died? Total ¥ of Total # of
What did you do? Altermpts Aftcogts
Did you, av a way fo end your life?
Did you want to die {even a little) when you 4 — s
Were you trying to end your life when you_____?
Or did you think it was possible you could have died from_____
Or did you do it purely for other reasons / without ANY anmgpmdﬂunrdmm.fmmm
get sympathy, or get something elve to happen)? (Self-Injurious Bebavior withoot ancidal ntent)
If yes, describe: Yes  No Yes No
Has subject engaged in Non-Suicidal Self-Injurious Behavior? [m] 0o o
Interrupted Attempt: Yes  No Yes No
When the person i & pted (by ; outsde cx stance) from starting the potentially self injurious act (if mot for that, acreal attempt 0O 0 a] =]
would have ocewrrod).
COwverdose: Person has pells in hand but is topped from ingesting. Once they ingest sy pills, this becomes an attempt rather than mn intemgtod
attemget. Shooting: Person has gun potnted toward self., gun is taken away by somecac clie, of is somchow prevented from pulling trigeer.
Once they pull the trigger, even if the gun fashs to fire, # is an attemye. Jamping: Person is poised to amp, is grabded snd taken down from
ledge. Hnging: Person has noose around neck but has not yet tarted 1o hang - is stopped from doing so.
Hnl.lcnbulllhﬂmmshﬂbﬁmnﬂwlﬁlﬂlmculmﬁkgw;u Total ¥ of Total # of
before you actually did anything? interrupted | internupted
If yes, describe:
Aborted Attempt: Yeu No Yes No
utmpumbm:ut&:ieplmd“.wlwhlmmhﬁbdmmqmmmdamnlf 0O o =) =]
ples are similar to intorrupted attompes, exocpt that the individuad stops him/herself, instead of being stopped by
something che
Has there been a time when you started to do something to try to end your life but you stopped yourself before you Total ¥ of Total ¥ of
actually did anything? aborted sborted
If yes, describe:
Pll'pmloq'\cuunrh\'hr
Adts of prep y making a suicide sttompt. This can inclode anyShimg beyood a vertal or thought, sxch as Yes No Yes No
asembling 2 specific method (¢ hymapllh. chasng & gun) of prep ﬂfumimwwm Evng things sway, witing 0O 0 oo
ke note)
Have you taken any steps towards making a suicide ypt or preparing to kill y If Guch ax collecting pills,
getting a gun, giving valuables away or writing a suicide note)?
If yes, describe:
Suicidal Behavior: Yeu No Yes No
Smadal behavior was present during the assessment persod 0O o0
. Most Recent | Most Lethal In
Answer for Actual Attempts Only Allomgt Acapt Aot
Dute Date Dute
Actual Lethality Medical Dam age: Enter Code Enter Code Enter Code
0. No physical dumage o very minor physical damage (¢ 2. surface scrches)
L \Inorpiyna!dngtte; lﬂhﬂncwh. -degree turns; mild bleoding. sprains),
2. Mod physical dam neoded (¢.8 . conscions but sleepy, somewhat responsive; second-degree
MMOI‘W\MII
1A by severe ply ) dumage, madical hospitaliration and likely ive care required (eg . tose with — —_— ——
nfhuunwmhhmuwymwchmdhuhtmmwm
4. Severe p medical b with quired (eg.. withot ref) third-
dwuluumu"ﬂ‘odlndrNmemodhulﬂuw&ﬂummquﬁmwuwml
[
M-Hm Only Answer If Actwal Lethality -0 Enser Code Enter Code Enter Code
Likely lathabty of sctual attemgt if no medical damage (the following cxamples, while having no actual medical demage, had
potential for very serious lethadity: put gun in mouth snd pulled the tragger but gun fals 1o fire so no modcal damage: hying
on tram tracks with W train but pulled before run over)
0 = Behavior et likely to result in injury N A
1 = Behavior liely to restult in injury but not likely to cause death
2 - Behavior biely to reault in death despie maslable medal care
€ 2008 Revewch Foundeion for Mentad Hypiene, Isc C-SARS  Baselme Scrormng (Versos | 1409) Fage 2 of 2
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COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visit

Version 171409

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
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This scale is intended to be used by indiwiduals who have received training in its administration. The questions contained
in the Columbio-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of
suicidal ideation or behavior depends on the judgment of the individual administering the scale

Definitions of behavioral suicidal events in this scale are based on those used in
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SUICIDAL IDEATION
Ask questions | and 2. [f both are megative, proceed 1o “Swicidal Behavior™ section, [ the answer 1o question 2 is “yes ™, Since Last
ask questions 3 4 and 5. [f e answer to question | andlor 2 is "yes”, complete “Intensily of Ideation ™ section below, Visit
1. Wish te be Dead
Susbnot ordor wcs homghts about 3 widh 10 b doad o el alive amymore, or w i 1o Tl sslorp wnd st w ke up Ya Ne
Have you wivhed you were dead or wivhed you could go 1o decp and net wale up? (n) o
I yeu, dewribe
2. Nen-Specific Active Subcidal T
Conaral, nos-specific houghts of winting 10 ond one’s We commt sl (¢ 8. /v Showght abour bilimg sy wilf ) without thoughts of ways to Lill Yo Ne
oot wvwosvlod mothods, intert, of plan A g the pvsovament porsnd o o
Heve peu actaally had any hoaghiy of Lilling yoursel”
I yeu, desribe
3 Mws*udlm“nm,\mmui-;-muu-uau
Subyoct endores Bhanghes of sscdc wd has thought of of kead 0n¢ mcthod durmg the sssovment paad This 1 &ffcrent San 3 poali plan with time. Y Ne
place o method detmds worked ot (¢ 8 . Bhought of mathod 1o Lall sclf bt st 3 spoadi plan)  Iachedes poron who woubd say, / shought alow Making av C o
overdo w bt [ never made a geiifc plon as bo whvm whvre o birw | woskd actmally do it @nd | woudd mever go through with it~
Have peu boem thinking abveut how you might do ix*
I yeu, desoribe
4. Active Subcldal [deation with Seme Intent to Act. without Specific Plan
Actrve ssodal houghts of Lillang oncvel mmed sbyed reports has g sorng sfond b il on mich Drmghts s oppomed 10 [ hurve e thomgie' s bat | Yo Ne
Mﬂu#**ﬂh Cc ©
- d had soms "‘-*-.-J
I yes, describe
£ Active Sulckdal [deation with Specific Plan and Intent
Thowghts of kil consclf  eh dat mhs of plan Rully of partially work o ot wed sbaect bis wmd wdont 1o cumy @ ot Yoo Ne
Have you warted te work sud or worked eat Bhe detais of hew o V8 yourwlf” De you bntend te carvy oot ihis plan™ () o
I yes, dewribe
INTENSITY OF IDEATION
The fllowing feateres shosdd be rated with respect 1o B most severe tipe of ideation (L e, 13 from above, with | betng tha least severe
and § bring ther ot severes
Most
Mest Severe ldoation: Severe
Type W (1.5) Dacription of |dcation
Frequency
Heow many times have you had those thoughts?
(1) Lews than coce awedk  (2) Ooce aweek (1) 28 temes im week  (4) Dady or almost duily (%) Many times cach doy
Duration
Whon you have the thoughts, how long do they lanr?
(1) Fleeting - fow seconds of mimtes () 43 howrvmont of duy
() Loows tham | hour some of S time (%) More than § howrs perssd ant of contmuas -
() 14 hours's bt of teme
Contrellability
Coﬂm,-”mmm;wuﬂbﬂfy--ﬂn?
(1) Ewaly able 1o control thoughts (4) Com comirod thoughts with 8 bt of &fTulry o
(23 Con controd Broughts wah It fficulry (%) Umabde 1o control Shoughts
) Coa controd Broughts with some Sfioulry ) Dogs net s8ampt 1o controd thaughts
Deterrents
Are there things - anyone or anything (e g, family, rdigion, pain of death) - that stopped you from wanting to dic or acting on
thoughts of committing suicide?
(1) Detoronts defintely sopped you from s amptang sexnde (4) Detarrents most bely dd nat sop you —
(2 Deterronts probadly dopped you (%) Deterrents dcfindcly S mit dop yoo
4 Uncortam that deterronts stopped you 101 Does mat agply
Reasons for Ideation
What sort of reasens did you have for thinking abowut wanting to dic or killing yourself? Wav it to end the pain or stop the way
you were fecling (in other words you couldn’t po on living with this pain or how you were fecling) or was it to pet aftention,
rovenge or a reaction from others? O both?
(1) Completely to get revenge of from others (1) Mostly 1o end or stop B¢ pain (you Couldn 1 g0 —
(2) Mostly to gt Mienfson, revenge of & fesction from ofhers Inng with the pam of bow you were fecleg)
(3) Equally 1o get wigntiam, (evenge of & resction from othors (%) Complately 1o and or sop the pam (you coubdn 1 go on
wnd 1o and dop the pan Inveng with e pam or bow you were feclog)
Duoes
[J] ot agphy
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SUICIDAL BEHAVIOR Since Last

(Check all that gppily, %0 long as these are separase events, must ask about all types) Vist

Actual Attemspt: y
A potentially self-mparsous st commitiod with o beadt some wish 10 ¢, a1 @ vt of act Behavior was i part Shought of as methed to il coeself btemt | Yoo No

docs not have o be 100% I there s @y intent dovre 1o dhe mmociatied with B act, than #f can be comdered m sctual weade saemge. There does not (el &)
have to be any injury or harm. pid S potentanl for mpory o harm I person pulls tragger whole pus s m mouth bt pun m beokon w s spary ressls.
Bhis s (omadered mn diempt
Iefomeg Intont Even of an mdividuad danses mitont winh 10 &, & may be mfared chmiclly from the beh o For » haghly
Sothad a1 that s chearty pot an scodont w0 B0 other mtand but sucde can be mfored (e g . -tauhﬂ.p“lﬂnﬂ—dnﬂﬂuml
Al ff someone domecs mtant 10 . bt Bey Sought that what By S could be lothal, mtont may be nforod
Have you made a suicide attampe?
Have you done anything to harm yourclf”
Have you done anything dangperous where you could have dicd? Toeal ¥ of
What did you do? e o
Did you @ a way te end your life?
Did you want te dic (even a littlc) whem you, 4
Were you trying to end your life whenm you 4
Or &id you think it was possidle you could have died from ?
Or did you do it purdly for sther reasons -~ without ANY intention of killing yourself (like to relieve stress, fool betier, got
sympathy, or get something clse to happen)? (Sl -Inpursous Behavior without siiwdal mtont)
I yes, e

Yeu

Has subject engaged In Non-Suicidal Self-Injuriow Behavior? o
Interrupled A
When the parson in wpted (ty an outwde € from startong B¢ potont aly sl -mpuncus s of mo for thar o fmil anveps would hive Yeu

o ¢ wrveds -
Cverdose Person has el o band but o4 d tog Coe ey mpest wvy pulls, G baxomes an amompt ruher Shan i stamagtod s ampt c
mh—h—pﬂdmﬂ—uﬂ-“h_ﬂcnﬂhwi—pﬁgm COuce they pull the triggor,
oven of the pun fubi b fire. @ v a0 Wiompt Jumpeng Parwm is possed 1o jamp, i grabdad and tilion down from lodee Hmpng Porson has s wround

neuk but has it Yt tated 4o hang - s dopped Bom dong w Totsl # of
Has there boen @ time when you started to do somathing to end your life but somoonc or somcthing stopped you bifore you termpted
actually did anything?
I yeu, descride:

oglog

Aborted Attempt: Yoo Ne
When poron bepns bo ke ops lowwd maleg 3 winonde s onge. bt stops thamsch os Bafore By sctua®y have d i awy self 4 b
Fuamples e sl bo of angrod siompts, ucpd Bl the mdnndeal dops bem borll imsdond of bong doppod by somethong de O O
Has there been a time when you started to do something to try to end your life but you stopped yourself before you
actually did anything? Total # of
I yeu, descride abarted

Preparatory Acts or Behavior:
Adts of propantson tow ands mmmncntly malng 8 weod Miangt Thiv con ecedt anyth ng beyood » vartaluation o Basgt, axh i ananbleg 3 Yo Ne
spocific method (¢ g m*m.—)umhmuﬂw-oﬁ«g prvmg Gengs pway, wrieg 8 seonds note) o o
Have you taken any staps & -3 iid, upt or preparing to kill yourself (vuch av collecting pills, getting a gun,
MMWRMICMWJP

I yes, descnibe

Sulcidal Behavior: Yoo Mo
Saiwcndal Behinror was present darng e issovamant penead® O D

Subchde: Yoo No

Answer for Actual Attempts Only Lol |

Actual LethalityMedical Damage: Enter Code
0. No phiyscal damage o vary mimor phiysical demage (¢ £ . serface sortches)

2 Modorste phywcal damage, moedal dod (e 8. bt sdecpy, bt resp . socomd-degroe b Moedng of mayor veusd)

Y Madaratchy sovere phyvoal demage swibcal bopital o Wely o rogured (e g . with refloves miact thard-depred burms
Som than 307 of bady. euicmen g blood loss bt can recover. maor fractures)

1 Severe physecal demage swdad bosgal sl son with mtomn € (e FoQured (€ § . Comatost without reflenes. thard-dopree bums oaer 20% of body.
cutemng bloodd bows w i untable vital wen moapor demage 1o 8 vital )

£ Desth

Potential Lethality: Only Amwer i Actual Lethality =0 Enter Code

Lcly lahaley of sctual attomge o no medial dumage (e follommg cuamples, whaic hnmg o sdual modal demage. had potent sl for vary senwas

Sethallty' put pun i mouth wnd pulied e ngpa bt pan faks 10 fire w0 5o moedal damage. lryng on tram tracks with ancomng tram but palicd rewy

betore res over)

0 = Behavior st buely to rewlt m mpary
1 = Behavior Wy 1o rewslt in ingery but oot Wd'y 1o cause death SE—
2.~ Beburior Wy to rewit i deuth depote svadable modwal cwre

BI-VQD-11906 40-106 AD-13 (8.0)




Boehringer Ingelheim 14 Sep 2023
BI Trial No.: 1479-0011
c40561285-03 Trial Protocol Page 87 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

10.2 BLOOD SAMPLING OVERVIEW
Table 10.2: 1 Blood Sampling Overview
Trial Period Day Number of blood Amount of blood (mL)
samplings
Safety blood samplings
Screening Day -21 to -1 1 14.4
Period 1 Day 1 1 11.8
Day 2 1 11.8
Day 8 1 11.8
Period 2 Day -15 1 7.6
Day -12 1 11.8
Day -9 1 7.6
Day -6 1 11.8
Day -3 1 7.6
Day 1 1 11.8
Day 2 1 11.8
Day 5 1 7.6
End of Trial Day 15 to 22 1 11.8
Total number of safety blood samplings: 13
Total amount of blood for safety evaluation: 139.2 mL
PK BI 1810631 blood samplings
Period 1 Day 1 11 29.7
Day 2 2 5.4
Day 3 1 2.7
Day 4 1 2.7
Day 6 1 2.7
Day 8 1 2.7
Period 2 Day 1 11 29.7
Day 2 2 5.4
Day 3 1 2.7
Day 4 1 2.7
Day 6 1 2.7
Day 8 1 2.7
Total number of PK BI 1810631 blood samplings: 34
Total amount of blood for PK BI 1810631 blood samplings: 91.8 mL
PK carbamazepine blood samplings
Period 2 Day -18 1 2.7
Day -12 1 2.7
Day -7 1 2.7
Day -5 1 2.7
Day -3 1 2.7
Day -1 1 2.7
Day 2 1 2.7
Day 4 1 2.7
Day 7 1 2.7

BI-VQD-11906 40-106 AD-13 (8.0)




Boehringer Ingelheim

BI Trial No.: 1479-0011

¢40561285-03

Trial Protocol

14 Sep 2023

Page 88 of 90

Proprietary confidential information © 2023 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

Table 10.2: 1 Blood Sampling Overview (cont)
Trial Period Day Number of blood Amount of blood (mL)
samplings
Total number of PK carbamazepine blood samplings: 9
Total amount of blood for PK carbamazepine blood samplings: 24.3 mL
4B-OH cholesterol blood samplings
Period 2 Day -18 1 2.7
Day -12 1 2.7
Day -7 1 2.7
Day -5 1 2.7
Day -3 1 2.7
Day -1 1 2.7
Day 2 1 2.7
Day 4 1 2.7
Day 7 1 2.7

Total number of 43-OH cholesterol blood samplings: 9

Total amount of blood for 43-OH cholesterol blood samplings: 24.3 mL

TOTAL BLOOD WITHDRAWN IN THE TRIAL: 279.6 mL
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11. DESCRIPTION OF GLOBAL AMENDMENT(S)
11.1 GLOBAL AMENDMENT 1

Date of amendment

29 Jun 2023

EUCT No.

2022-503046-50-00

BI Trial number

1479-0011 (CRS trial number: 140/22)

BI Investigational Medicinal
Product(s)

BI 1810631

Title of protocol

The effect of multiple doses of carbamazepine on
the pharmacokinetics of a single oral dose of BI
1810631 in healthy male subjects (an open-label,
two-period, fixed-sequence trial

Substantial Global Amendment due to urgent safety reasons

Substantial Global Amendment

Non-substantial Global Amendment

XL

Section to be changed

333

Description of change

Further specification of exclusion criteria #13

Rationale for change

To exclude intake of investigational drug in another
trial within 60 days or within five half-lives,
whichever is longer.

Request from competent authorities.

Section to be changed

5.2.6.2.2 and 8.4

Description of change

Addition of obligation of the sponsor to report
safety information to the agency.

Rationale for change

Request from competent authorities
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11.2 GLOBAL AMENDMENT 2

Date of amendment 12 Sep 2023

EUCT No. 2022-503046-50-00

BI Trial number 1479-0011 (CRS trial number: 140/22)

BI Investigational Medicinal BI 1810631

Product(s)

Title of protocol The effect of multiple doses of carbamazepine on
the pharmacokinetics of a single oral dose of BI
1810631 in healthy male subjects (an open-label,
two-period, fixed-sequence trial

Substantial Global Amendment due to urgent safety reasons

Substantial Global Amendment

X L0

Non-substantial Global Amendment

Section to be changed Title Page

Description of change Clinical Trial Leader changed

Rationale for change Change in Clinical Trial Leader

Section to be changed 4.1.4

Description of change Clarification regarding ECG examination during the
4 h period after dosing

Rationale for change Correction / Clarification

Section to be changed 523

Description of change Changes due to inconsistence between Flow Chart
and Section 5.2.3

Rationale for change Correction / Clarification

Section to be changed 8.7

Description of change Changes due to inconsistence between Flow Chart

und Section 8.7

Rationale for change Correction / Clarification
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