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16.1.2.1 SAMPLE CASE REPORT FORM
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Final 2.0. (Main CRF) - Case Book
Generated On: 07 Nov 2013 16:29:10

All time stamps listed in this document are displayed in GMT



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Subject

Generated On: 07 Nov 2013 16:29:10

Screening number

Site number

Final 2.0. (Main CRF) (267)

1 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Subject Status

Generated On: 07 Nov 2013 16:29:10

Date of ‘Screen Failed’ Event Fixed Unit:
DD/MMM/YYYY
Date of ‘Discontinued From Fixed Unit:
Enrollment’ Event DD/MMM/YYYY
Randomization Date Fixed Unit:
DD/MMM/YYYY
Randomization Time Fixed Unit:

hour:min 24-hour clock

Final 2.0. (Main CRF) (267)

2 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Screen Failure

Generated On: 07 Nov 2013 16:29:10

Reason for Screen Failure

Entry criteria not meto
Withdrawal by subjecto
Adverse Evento

Othero

If Other, Specify:

Is there a pregnancy event?

NOO
Yeso
NAO

Final 2.0. (Main CRF) (267)

3 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Date of Visit

Generated On: 07 Nov 2013 16:29:10

Date of Visit Fixed Unit:
DD/MMM/YYYY

Final 2.0. (Main CRF) (267) 4 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Date of Discharge

Generated On: 07 Nov 2013 16:29:10

Date of Visit Fixed Unit:
DD/MMM/YYYY
Discharge Time Fixed Unit:

hour:min 24-hour clock

Final 2.0. (Main CRF) (267)

5 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

*If any has been answered No, subject must not be included in the study.

Inclusion/Exclusion Criterion Number 1

Final 2.0. (Main CRF) (267) 6 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICF
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese.o

Smoking, healthy subjecto
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 7 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 1OO
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Inclusion/Exclusion Criterion Number

Final 2.0. (Main CRF) (267)

8 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICFO
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese.o

Smoking, healthy subjecto
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 9 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 1OO
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Inclusion/Exclusion Criterion Number

Final 2.0. (Main CRF) (267)

10 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICFO
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese. .

Smoking, healthy subjecto
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 11 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 1OO
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Inclusion/Exclusion Criterion Number

Final 2.0. (Main CRF) (267)

12 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICFO
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese.o

Smoking, healthy subject.
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 13 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 1OO
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Inclusion/Exclusion Criterion Number

Final 2.0. (Main CRF) (267)

14 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICFO
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese.o

Smoking, healthy subjecto
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 15 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 10.
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Inclusion/Exclusion Criterion Number

Final 2.0. (Main CRF) (267)

16 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion Subject has signed the ICFO
and is able to understand
the information provided in
the Subject Information
Sheet and ICF.
Subject is aged from 23 to
65 years (inclusive).
Subject is Japanese.o

Smoking, healthy subjecto
as judged by the
Investigator based on all
available assessments in
the Screening period/day
of Admission (e.g., safety
laboratory, spirometry*
[forced expiratory volume
in 1 second {FEV1}/forced
vital capacity {FVC} >0.7
at post bronchodilator
basal spirometry, post
bronchodilator FEV1 >80%
predicted value, and post
bronchodilator FVC >0.8],
vital signs, physical
examination, ECG, chest
X-ray and medical history).

Final 2.0. (Main CRF) (267) 17 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Inclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Subject smokes at least 1OO
commercially available
menthol CCs per day (no
brand restrictions) with a
maximum vyield of 1 mg
nicotine ISO/mCC, as
labelled on the cigarette
package, for the last 4
weeks, based on
self-reporting.
Furthermore, the subject
has been smoking for at
least the last 3 consecutive
years. The smoking status
will be verified based on a
urinary cotinine test
(cotinine >200 ng/mL).
The subject does not plan
to quit smoking in the next
3 months.
The subject is ready to
accept interruptions of
smoking for up to 4 days.

The subject is ready too
accept using both the THS
2.2 Menthol and NRT gum
products.

Result

NOD
Yeso

Final 2.0. (Main CRF) (267)

18 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

*If any has been answered Yes, subject must not be included in the study.

Inclusion/Exclusion Criterion Number 1

Final 2.0. (Main CRF) (267) 19 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is Iegallyo
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.

Final 2.0. (Main CRF) (267) 20 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.

Final 2.0. (Main CRF) (267) 21 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).

Final 2.0. (Main CRF) (267) 22 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 2

Final 2.0. (Main CRF) (267) 23 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is Iegally.
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.

Final 2.0. (Main CRF) (267) 24 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.

Final 2.0. (Main CRF) (267) 25 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).

Final 2.0. (Main CRF) (267) 26 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 3

Final 2.0. (Main CRF) (267) 27 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is Iegallyo
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medical.
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.

Final 2.0. (Main CRF) (267) 28 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.

Final 2.0. (Main CRF) (267) 29 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).

Final 2.0. (Main CRF) (267) 30 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 4
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is Iegallyo
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.
The subject has a body
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 5
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigator.
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 6
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has used .
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 8
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.

Final 2.0. (Main CRF) (267) 44 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subject.
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 9
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positive.
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 10
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 11

Final 2.0. (Main CRF) (267) 55 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.

Final 2.0. (Main CRF) (267) 57 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 12
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.
Donation or receipt of
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).

Final 2.0. (Main CRF) (267) 62 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Exclusion Criteria

Generated On: 07 Nov 2013 16:29:10

The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 13
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 14
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employee.
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
Yeso
NAO

Inclusion/Exclusion Criterion Number 15
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD
YesD
NAO

Inclusion/Exclusion Criterion Number 16
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previously.
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result

YesD
NAO

Inclusion/Exclusion Criterion Number

17
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: .
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD

YesD
NAO

Inclusion/Exclusion Criterion Number 18
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Inclusion/Exclusion Criterion As per Investigator
judgment, the subject
cannot participate in the
study for any reason (e.g.,
medical, psychiatric,
and/or social reason).

A subject who is IegaIIyO
incompetent, physically or
mentally incapable of
giving consent (e.qg.,
emergency situation, under
guardianship, , prisoners or
subjects who are
involuntarily incarcerated).

The subject has medicalo
condition requiring
smoking cessation, or
clinically relevant diseases
(including but not limited
to gastrointestinal, renal,
hepatic, neurological,
hematological, endocrine,
oncological, urological,
immunological, pulmonary
and cardiovascular disease
or any other medical
condition [including but not
limited to clinically relevant
abnormal laboratory
parameters]) in the
judgment of the
Investigator.

The subject has a bodyo
mass index (BMI) <18.5 or
>32.0 kg/m2.
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As per Investigatoro
judgment, the subject has
medical conditions which
require or will require in
the course of the study, a
medical intervention (e.g.,
start of treatment, surgery,
hospitalization) which may
interfere with the study
participation and/or study
results.

The subject has usedo
nicotine containing
products other than
commercially available
mCC (either tobacco-based
products or
nicotine-replacement
therapy) as well as
electronic cigarettes and
similar devices, within 4
weeks prior to assessment.

The subject has receivedo
medication (prescription or
over-the-counter) within
14 days or within 5
half-lives of the drug prior
to the Admission Day (Day
-1; whichever is longer)
that has an impact on
CYP2A6 activity.
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In case the subjecto
received any medication
(prescribed or over the
counter) within 14 days
prior to Screening or prior
to the Admission Day (Day
-1) it will be decided at the
discretion of the
Investigator if these can
potentially interfere with
the study objectives and
subject’s safety.

The subject has a positiveo
alcohol test and/or the
subject has a history of
alcohol abuse that could
interfere with subject’s
participation in study.
The subject has a positive
urine drug test.
Positive serology test for
human immunodeficiency
virus (HIV) 1/2, Hepatitis B
or Hepatitis C.

Donation or receipt ofo
whole blood or blood
products within 3 months
prior to Admission.
The subject is a current or
former employee of the
tobacco industry or of their
first-degree relatives
(parent, sibling, child).

The subject is an employeeo
of the investigational site
or any other parties
involved in the study or of
their first-degree relatives
(parent, sibling, child).
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The subject has
participated in a clinical
study within 3 months
prior to the Screening Visit.

The subject has previouslyo
participated in the same
study at a different time
(i.e., each subject can be
included in the study
population only once).

For women only: O
Subject is pregnant (does
not have negative
pregnancy tests at
Screening and at
Admission) or is breast
feeding.

For women only:
Subject does not agree to
use an acceptable method
of effective contraception.

Result NOD

Yeso
NAO
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Randomization number (4 digits)

Sequence Subject randomised to:

Sequence 1 THS 2.ZO
Menthol- mCC

Sequence 2 mCC - THSO
2.2 Menthol
Sequence 3 NRT gum -
THS 2.2 Menthol
Sequence 4 THS 2.2
Menthol - NRT gum

Nicotine level

<= 0.6mgo
> 0.6mg and <= 1mgO
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Date of Birth

Fixed Unit:
DD/MMM/YYYY

Sex

Maleo
FemaIeD

Is the Subject Japanese?

NOO
Yeso

Date the Subject signed the Informed Consent

Fixed Unit:
DD/MMM/YYYY

Time the Subject signed the Informed Consent

Fixed Unit:
hour:min 24-hour clock

Age(Derived)
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Was the THS 2.2 Menthol product trial performed?

NOO
Yeso

If the THS 2.2 Menthol product trial was not performed,
please explain

How many THS 2.2 Menthol tobacco sticks did the
subject use on this day?

Is the subject willing and able to use the product during
the study?

NOD
YesD
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Was the NRT gum product trial performed?

NOO
Yeso

If the NRT gum product trial was not performed, please
explain

How many NRT gum did the subject take on this day?

Is the subject willing and able to use the product during
the study?

NOD
YesD
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Form: THS 2.2 Menthol product demonstration
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Has the subject seen a THS 2.2 Menthol product NOO
demonstration? Yeso

If the subject did not see the demonstration please
explain
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Form: NRT product demonstration
Generated On: 07 Nov 2013 16:29:10

Has the subject seen a NRT product demonstration?

NOO
Yeso

If the subject did not see the demonstration please
explain
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Form: Product administration-NRT gum
Generated On: 07 Nov 2013 16:29:10

H_NOW (Derived):

Date of product use Fixed Unit:
DD/MMM/YYYY
Visit Admissiono

Daylo
Day 3O

Type of Product Use

mCCO

NRT Gum.
THS 2.2 Mentholo

If different from the randomization please explain

Time of distribution

hour:min 24-hour clock

Time of NRT gum intake

hour:min 24-hour clock

Time of product return

hour:min 24-hour clock
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Form: Product administration-NRT gum
Generated On: 07 Nov 2013 16:29:10

Time of last chew/removal
hour:min 24-hour clock

Comment
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Form: Product administration-mCC
Generated On: 07 Nov 2013 16:29:10

H_NOW (Derived):

Date of product use
DD/MMM/YYYY

Visit

Admissiono

Daylo
Day 3O

Type of Product Use

mCC.

NRT Gumo
THS 2.2 Mentholo

If Type of Product Use different from the randomization
please explain

hour:min 24-hour clockTime of distribution

Time of lighting
hour:min:sec 24-hour clock

Time of butt return
hour:min 24-hour clock

Comment
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Form: Product administration-THS 2.2 Menthol
Generated On: 07 Nov 2013 16:29:10

H_NOW (Derived):

Date of product use
DD/MMM/YYYY

Visit

Admissiono

Daylo
Day 3O

Type of Product Use

mCCO

NRT Gumo
THS 2.2 Menthol.

If Type of Product Use different from the randomization
please explain

Time of distribution
hour:min 24-hour clock

Time of 1st puff taken
hour:min 24-hour clock

Time of product return
hour:min 24-hour clock

Comment

Batch Number
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Form: Identification of Current mCC Brand
Generated On: 07 Nov 2013 16:29:10

Date Fixed Unit:
DD/MMM/YYYY

Brand name

ISO Tar Yield Fixed Unit: MG

ISO Tar Yield unit Milligram .

ISO Nicotine Yield Fixed Unit: MG

ISO Nicotine Yield unit MiIIigram.
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Form: Identification of NRT Gum Brand
Generated On: 07 Nov 2013 16:29:10

Date

Fixed Unit:
DD/MMM/YYYY

Was Nicorette® gum 2 mg assigned?

Yes D

If no, specify brand name:

Nicotine Dosage

Fixed Unit: mg
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Form: Smoking History

Generated On: 07 Nov 2013 16:29:10

Date of Assessment Fixed Unit:
DD/MMM/YYYY
Time of Assessment Fixed Unit:

hour:min 24-hour clock

1. Does the subject plan to quit smoking during the next
3 months?

NOO
Yeso

2. Did the subject smoke for at least 3 consecutive
years?

Yes D

3. How many cigarettes per day has the subject smoked
on average during the last 4 weeks?

<1OO

10 to 19@
>19O

4. Did the subject smoke menthol cigarettes in the last 4
weeks?

Yes D

5. The subject has used nicotine-containing products
other than commercially available CC (either
tobacco-based products or nicotine-replacement therapy
[NRT]), electronic cigarettes and similar devices, within 4
weeks prior to assessment.

NOO
Yeso
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Form: FTND Questionnaire

Generated On: 07 Nov 2013 16:29:10

Type Fagerstrom Test for Nicotine
Dependence
Date of assessment Fixed Unit:
DD/MMM/YYYY
DD/MMM/YYYY
Time of assessment Fixed Unit:

hour:min

hour:min 24-hour clock

1. How soon after you wake up do you smoke your first
cigarette?

After 60 minuteso
31-60 minuteso
6-30 minuteso
Within 5 minuteso
Abandonedo

2. Do you find it difficult to refrain from smoking in
places where it is forbidden?

NOO
Yeso

3. Which cigarette would you hate most to give up?

The first in the morningo

Any otherD
Abandonedo
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Form: FTND Questionnaire

Generated On: 07 Nov 2013 16:29:10

4. How many cigarettes per day do you smoke?

10 or Iesso

11-20@
21-30@

31 or moreo
Abandonedo

5. Do you smoke more frequently during the first hours
after awakening than during the
rest of the day?

NOO
Yeso

6. Do you smoke even if you are so ill that you are in
bed most of the day?

NOO
Yeso
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Form: Medical History/Concomitant Disease
Generated On: 07 Nov 2013 16:29:10

Date of collection Fixed Unit:

DD/MMM/YYYY
Has the subject experienced any past and/ or NOD
concomitant diseases? YesD
Category for Medical History Medical History
Number

Diagnosis Description

Onset Date
DD/MMM/YYYY

Stop Date
DD/MMM/YYYY

Ongoing?

H_NOW (Derived):
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Was the physical examination performed? NOO

Yes O

If No, please specify the reason:

Date of assessment Fixed Unit:
DD/MMM/YYYY

System General Appearance.

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Gland .

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Heart.
Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome

Normalo
Abnormalo

Abnormal, please specify:

Clinically significant

NOO
Yeso

Final 2.0. (Main CRF) (267)

108 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
Chest.
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungs.

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Project Name: ZRHM-PK-05-JP

Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinal .
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Outcome Normal
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular System .
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo

Neurologic.
Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skin .

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome

Normalo
Abnormalo

Abnormal, please specify:

Clinically significant

NOO
Yeso
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Back.
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo

Musculoskeletal .
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomen .

Dentitiono
Othero

Other, Specify
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentition .

Othero
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome

Normalo
Abnormalo

Abnormal, please specify:

Clinically significant

NOO
Yeso
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify
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Form: Physical Examination Screening
Generated On: 07 Nov 2013 16:29:10

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:
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Form: Advice on the risk of smoking and Debriefing
Generated On: 07 Nov 2013 16:29:10

Has the subject received advices on the risks of
smoking?

NOO
Yeso

Has a debriefing been performed about THS 2.2
Menthol?

NOO
Yeso
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Was the physical examination performed? NOO

Yes O

If No, please specify the reason:

Time of Assessment Fixed Unit:
hour:min 24-hour clock

System General Appearance.

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Gland .

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done

Final 2.0. (Main CRF) (267) 131 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Heart.
Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
Chest.
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungs.

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinal .
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Final 2.0. (Main CRF) (267) 135 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Outcome Normal
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular System .
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination
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System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo

Neurologic.
Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Form: Physical Examination
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Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skin .

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Back.
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo

Musculoskeletal .
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomen .

Dentitiono
Othero

Other, Specify
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Form: Physical Examination
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Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentition .

Othero
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Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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Form: Physical Examination
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System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Form: Physical Examination
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Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Form: Physical Examination
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Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Final 2.0. (Main CRF) (267) 148 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify
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Form: Physical Examination
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Outcome

Normal
Abnormalo

Abnormal, please specify:

Clinically significant

NOO
Yeso

Not Done

Not Done; please specify the reason:
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Measurement(s) assessed?

NOO
Yeso

If No, please specify the reason:

Date of assessment Fixed Unit:
DD/MMM/YYYY

Weight Fixed Unit:
kg

Height Fixed Unit:
cm

BMI (Derived) Fixed Unit:
kg/m2
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Form: Weight
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Measurement(s) assessed?

NOO
Yeso

If No, please specify the reason:

Time of assessment

Fixed Unit:
hour:min 24-hour clock

Weight Fixed Unit:
kg

BMI (Derived) Fixed Unit:
kg/m2
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Were vital signs assessed?

NOO
Yeso

If No, please specify the reason:

Has the subject smoked within 15 minutes prior to
assessment

NOO
Yeso

Date of assessment Fixed Unit:
DD/MMM/YYYY
Time of assessment Fixed Unit:

hour:min 24-hour clock

Pulse rate

Fixed Unit:
beats per minute

Respiratory rate

Fixed Unit:
breaths per minute

Blood Pressure (systolic) Fixed Unit:
mmHg
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Blood Pressure (diastolic)

Fixed Unit:
mmHg

Vital Signs Position of Subject

Sittingo
StandingD
Supine.
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Were vital signs assessed?

NOO
Yeso

If No, please specify the reason:

Has the subject smoked within 15 minutes prior to
assessment

NOO
Yeso

Time of assessment

Fixed Unit:
hour:min 24-hour clock

Pulse rate

Fixed Unit:
beats per minute

Respiratory rate

Fixed Unit:
breaths per minute

Blood Pressure (systolic) Fixed Unit:
mmHg

Blood Pressure (diastolic) Fixed Unit:
mmHg
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Vital Signs Position of Subject Sittingo

Standingo
Supine.
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Method of ECG Test

12 Lead Placement Cabrerao

Was the ECG performed?

NOD
Yeso

If No, please specify the reason:

Date of assessment:

Fixed Unit:
DD/MMM/YYYY

Position Sittingo
Standingo

Supine.

Heart Rate Fixed Unit: beats per minute

Heart Rate unit

beats per minute

QRS Interval

Fixed Unit: msec

QRS Interval unit

msecC

QT Interval

Fixed Unit: msec
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Form: ECG (12-Lead Standard) screening
Generated On: 07 Nov 2013 16:29:10

QT Interval unit msec
QTcB Interval Fixed Unit: msec
QTcB Interval unit msec
PR Interval Fixed Unit: msec
PR Interval unit msec
Interpretation Normalo

Abnormalo
If Abnormal, Clinical Significance Not clinically signiﬁcanto

Clinically signiﬁcanto

If Not Clinically significant or clinically Significant, Please
specify the finding(s)

End Date and Time Fixed Unit:
DD/MMM/YYYY
hour:min 24-hour clock
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Form: ECG (12-Lead Standard)
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Method of ECG Test

12 Lead Placement Cabrerao

Was the ECG performed?

NOD
Yeso

If No, please specify the reason:

Time of assessment

Position Sittingo
Standingo

Supine.

Heart Rate Fixed Unit: beats per minute

Heart Rate unit

beats per minute

QRS Interval

Fixed Unit: msec

QRS Interval unit

msecC

QT Interval

Fixed Unit: msec

QT Interval unit

msec
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Form: ECG (12-Lead Standard)
Generated On: 07 Nov 2013 16:29:10

QTcB Interval Fixed Unit: msec
QTcB Interval unit msec
PR Interval Fixed Unit: msec
PR Interval unit msec
Interpretation Normalo

Abnormalo
If Abnormal, Clinical Significance Not clinically signiﬁcanto

Clinically signiﬁcanto

If Not Clinically significant or clinically Significant, Please
specify the finding(s)

End Date and Time Fixed Unit:
DD/MMM/YYYY
hour:min 24-hour clock
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Was the spirometry performed?

NOD
YesD

If No, please specify the reason:

Category

With short-acting
bronchodilator
Without short-acting
bronchodilator

Date of assessment:
DD/MMM/YYYY

Time of assessment:
hour:min 24-hour clock

Name of bronchodilator

Dose

Predicted FVC value
L

Best measured FVC value
L

Percent of predicted FVC value
%
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Form: Spirometry

Generated On: 07 Nov 2013 16:29:10

Best measured FEV1 value
L

Predicted FEV1 value

Fixed Unit:
L

Percent of predicted FEV1 value
%

Calculated ratio between FEV1/FVC

Interpretation

Normalo

Abnormalo

If Abnormal, Clinical Significance

Not clinically signiﬁcanto
Clinically signiﬁcanto

If Not Clinically Significant or Clinically Significant, Please
specify the finding(s)

Was the spirometry performed?

NOO
Yeso

If No, please specify the reason:
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Category

With short-acting
bronchodilator
Without short-acting
bronchodilator

Date of assessment:
DD/MMM/YYYY

Time of assessment:
hour:min 24-hour clock

Name of bronchodilator

Dose

Predicted FVC value
L

Best measured FVC value
L

Percent of predicted FVC value
%

Best measured FEV1 value

L

Predicted FEV1 value Fixed Unit:
L

Final 2.0. (Main CRF) (267) 163 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Spirometry

Generated On: 07 Nov 2013 16:29:10

Percent of predicted FEV1 value
%

Calculated ratio between FEV1/FVC

Interpretation

Normal
Abnormalo

If Abnormal, Clinical Significance

Not clinically significanto
Clinically signiﬁcanto

If Not Clinically Significant or Clinically Significant, Please
specify the finding(s)
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Generated On: 07 Nov 2013 16:29:10

Was the spirometry performed?

NOO
Yeso

If No, please specify the reason:

Category

With short-acting
bronchodilator
Without short-acting
bronchodilator

Date of assessment: Fixed Unit:
DD/MMM/YYYY
Time of assessment: Fixed Unit:

hour:min 24-hour clock

Predicted FVC value Fixed Unit:L
Best measured FVC value Fixed Unit:L
Percent of predicted FVC value Fixed Unit:
%
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Form: Spirometry without a short-acting bronchodilator
Generated On: 07 Nov 2013 16:29:10

Best measured FEV1 value Fixed Unit:
L

Predicted FEV1 value Fixed Unit:
L

Percent of predicted FEV1 value Fixed Unit:
%
Interpretation NormaID
Abnormalo
If Abnormal, Clinical Significance Not clinically significanto

Clinically signiﬁcanto

If Not Clinically Significant or Clinically Significant, Please
specify the finding(s)
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Form: Chest X-Ray

Generated On: 07 Nov 2013 16:29:10

Category for Examination Chest X—Rayo
Was a chest X-Ray with anterior-posterior and left lateral NoD
views performed? Yeso

If No, please specify the reason:

Date of assessment Fixed Unit:
DD/MMM/YYYY

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
Chest.

Lungso

Gastrointestinal D
Cardiovascular Systemo

Neurologico

Skino

Backo
Musculoskeletal

Abdomeno

Dentitiono
Othero
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Form: Chest X-Ray

Generated On: 07 Nov 2013 16:29:10

Interpretation

Normalo
Abnormalo

Clinically significant

NOO
Yeso

Abnormal, please specify:
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Form: Haematology

Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")

Drug Screeno
Haematology.

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screeningo

Alcohol Breath Testo

Were samples collected?

Yes O

If No, please specify the reason:

Was the subject fasting for at least 10 hours at time of
sample collection?
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Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistryo
Drug Screeno
Haematologyo
Serologyo
Pregnancy Testingo
Urinalysis @

Cotinine Screeningo
Alcohol Breath Testo

Were samples collected?

Yes O

If No, please specify the reason:
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Form: Clinical Chemistry

Generated On: 07 Nov 2013 16:29:10

Were samples collected?

NOO
Yeso

If No, please specify the reason:

Was the subject fasting for at least 10 hours at time of
sample collection?

NOO
Yeso
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Form: Serology for HIV and Hepatitis B and C
Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")
Drug Screeno
Haematology ()

Serology.
Pregnancy Testingo

Urinalysiso
Cotinine Screeningo
Alcohol Breath Testo

Not Done

If Not Done, please specify the reason:
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Form: Urine Drug Screen screening
Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")
Drug Screen (@
Haematology ()

Serologyo
Pregnancy Testingo

Urinalysiso
Cotinine Screeningo
Alcohol Breath Testo

Not Done?

If Not Done, please specify the reason:

Date of sample collection Fixed Unit:
DD/MMM/YYYY
Time of sample collection Fixed Unit:

hour:min 24-hour clock

Drug type

Amphetamines (@
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaineo
Opiateso
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Form: Urine Drug Screen screening
Generated On: 07 Nov 2013 16:29:10

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbiturates.
Benzodiazepineso
Cannabinoidso

Cocaineo
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepines.
Cannabinoidso

Result
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Form: Urine Drug Screen screening
Generated On: 07 Nov 2013 16:29:10

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoids.

Result

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepineso
Cannabinoidso

Cocaine.
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaineo

Opiates.
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Form: Urine Drug Screen screening
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Result Negativeo

Positiveo
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Form: Urine Drug Screen
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Category

Clinical Chemistry(")
Drug Screen (@
Haematology ()

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screeningo

Alcohol Breath Testo

Not Done?

If Not Done, please specify the reason:

Time of sample collection

Fixed Unit:
hour:min 24-hour clock

Drug type

Amphetamines.
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaineo
Opiateso

Result

Negativeo
Positiveo
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Form: Urine Drug Screen

Generated On: 07 Nov 2013 16:29:10

Drug type

Amphetamineso
Barbiturates.
Benzodiazepineso
Cannabinoidso

Result

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepines.
Cannabinoidso

Cocaineo
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoids.

Cocaineo
Opiateso
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Form: Urine Drug Screen

Generated On: 07 Nov 2013 16:29:10

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaine.
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepineso
Cannabinoidso

Cocaineo

Opiates.

Result

Negativeo
Positiveo
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Form: Alcohol Breath Test screening
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Category

Clinical Chemistry(")

Drug Screeno
Haematologyo

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screeningo

Alcohol Breath Test.

Was the alcohol breath test performed?

Yes O

If No, please specify the reason:

Date of assessment Fixed Unit:
DD/MMM/YYYY
Time of assessment Fixed Unit:

hour:min 24-hour clock

Result

Negativeo
Positiveo
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Form: Alcohol Breath Test

Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")
Drug Screeno
Haematology ()

Serologyo
Pregnancy Testingo

Urinalysiso

Cotinine Screeningo
Alcohol Breath Test.

Was the alcohol breath test performed?

Yes O

If No, please specify the reason:

Time of assessment

Fixed Unit:
hour:min 24-hour clock

Result

Negativeo
Positiveo
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Form: Urine Pregnancy Test screening
Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")

Drug Screeno
Haematologyo

Serologyo

Pregnancy Testing .

Urinalysiso

Cotinine Screeningo

Alcohol Breath Testo

Not Done

If Not Done, specify reason

Date of Test

Fixed Unit:
DD/MMM/YYYY

Specify result

Negativeo
Positiveo
Unclea ro

If unclear, please confirm with FSH test

Specify result of FSH test <20 IU/LO
>= 20 IU/LO
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Form: Urine Pregnancy Test
Generated On: 07 Nov 2013 16:29:10

Category Clinical Chemistryo

Drug Screeno
Haematologyo

Serologyo
Pregnancy Testing .

Urinalysiso

Cotinine Screeningo
Alcohol Breath Testo

Not Done

If Not Done, specify reason

Specify result Negativeo

Positiveo
Unclea ro

If unclear, please confirm with FSH test

Specify result of FSH test <20 IU/LD
>=201U/L()

Time of Test
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Form: Urine Cotinine Test screening
Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")

Drug Screeno
Haematologyo

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screening .
Alcohol Breath Testo

Not Done

If Not Done, please specify the reason:

Date of Sample Collection Fixed Unit:
DD/MMM/YYYY
Time of Sample Collection Fixed Unit:

hour:min 24-hour clock

Result

Negative <200 ng/mID
Positive >=200 mg/mlo
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Form: Urine Cotinine Test

Generated On: 07 Nov 2013 16:29:10

Category Clinical Chemistryo
Drug Screeno
Haematologyo

Serologyo
Pregnancy Testingo

Urinalysiso

Cotinine Screening .
Alcohol Breath Testo

Not Done

If Not Done, please specify the reason:

Time of Sample Collection Fixed Unit:
hour:min 24-hour clock

Result Negative <200 ng/mlo
Positive >=200 mg/mlo
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Form: Plasma Nicotine Sample
Generated On: 07 Nov 2013 16:29:10

H_NOW (Derived):

Not Done

If Not Done, please specify the reason:

Date
DD/MMM/YYYY

Scheduled Time TO -15 mino

Tlo
TZD
T3O
T4O
TSD
TGO
T7O
TSD
T9O
T1OO
T11D
leo

T13O

T14D

T15(T0 + 24) @)

Time
hour:min 24-hour clock
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Form: CoHb Blood Sample

Generated On: 07 Nov 2013 16:29:10

Not Done

If Not Done, please specify the reason:

Scheduled Time TO -15 min.

T1O
TZO
TBD
T4O
TSD
T6D
T7O
TSO
T9D
T1oo
T11O
leo
T13O
T14O
T15(TO + 24)@

Not Done

If Not Done, please specify the reason:
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Form: CoHb Blood Sample

Generated On: 07 Nov 2013 16:29:10

Scheduled Time TO -15 mino

1@
TZO
T3O
T4O
TSO
TGO

T7O

TSO

TQO

T1OD

T11O

leo

T13O

T14O

T15(TO + 24)@

Not Done

If Not Done, please specify the reason:
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Form: CoHb Blood Sample

Generated On: 07 Nov 2013 16:29:10

Scheduled Time T0 -15 mino
T1D

20

T3O

T4O

TSO
TGO

T7O

TSO

TQO

T1OD

T11O

leo

T13O

T14O

T15(TO + 24)@

Not Done

If Not Done, please specify the reason:
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Form: CoHb Blood Sample

Generated On: 07 Nov 2013 16:29:10

Scheduled Time TO -15 mino

T1D
TZO
T3.
T4O
TSO
TGO
T7O
TSO
TQO
T1OD
T11O
leo
T13O
T14O
T15(TO + 24)@

Not Done

If Not Done, please specify the reason:
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Form: CoHb Blood Sample

Generated On: 07 Nov 2013 16:29:10

Scheduled Time TO -15 mino

T1D
TZO
T3O
T4@
TSO
TGO
T7O
TSO
TQO
T1OD
T11O
leo
T13O
T14O
T15(TO + 24)@
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Assessment not done

If not done, please specify the reason:

Actual Time of Assessment

Fixed Unit:
hour:min 24-hour clock

Result Fixed Unit: ppm
Unit ppm
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to.
smoking

12:00 - 13:30()

16:00 - 17:30()

20:00 - 21:BOD

08:00 - 09:3OD

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to
smoking

12:00 - 13:30.

16:00 - 17:30@

20:00 - 21:30@

08:00 - 09:BOO

Final 2.0. (Main CRF) (267) 193 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to
smoking

12:00 - 13:30@

16:00 - 17:30.

20:00 - 21:30@

08:00 - 09:BOO

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Scheduled Time

Within 15 min prior to
smoking

12:00 - 13:300

16:00 - 17:30@

20:00 - 21:30.

08:00 - 09:BOO

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to
smoking

12:00 - 13:30@

16:00 - 17:30@

20:00 - 21:BOD

08:00 - 09:30.

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to
smoking

12:00 - 13:30.

16:00 - 17:30@

20:00 - 21:30@

08:00 - 09:BOO
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:

Scheduled Time Within 15 min prior to
smoking

12:00 - 13:30@

16:00 - 17:30.

20:00 - 21:30@

08:00 - 09:BOO

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)

Assessment not done

If not done, please specify the reason:
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Form: CO Breath Test

Generated On: 07 Nov 2013 16:29:10

Scheduled Time

Within 15 min prior to
smoking

12:00 - 13:300

16:00 - 17:30@

20:00 - 21:30.

08:00 - 09:BOO

Actual Time of Assessment
hour:min 24-hour clock

Result(ppm)
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Form: CYP2AG6 activity samples
Generated On: 07 Nov 2013 16:29:10

Not Done

If Not Done, please specify the reason:

Was the sample taken prior to smoking? NOD

Yes O

H_NOW (Derived):

Date of Sample Collection Fixed Unit:
DD/MMM/YYYY
Time of Sample Collection Fixed Unit:

hour:min 24-hour clock

Parameter trans—3’—hydroxycotinine.

cotinineo

Date of Sample Collection Fixed Unit:
DD/MMM/YYYY
Time of Sample Collection Fixed Unit:

hour:min 24-hour clock
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Form: CYP2AG6 activity samples
Generated On: 07 Nov 2013 16:29:10

Parameter trans—3’—hydroxycotinineO

cotinine.
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication Y/N
Generated On: 07 Nov 2013 16:29:10

Has the subject taken previous or concomitant NOO
medication? Yeso
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Number

Brand Name

Start Date
DD/MMM/YYYY

Stop Date
DD/MMM/YYYY

Ongoing at final contact

Total Daily dose - Dose
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Total Daily dose - Unit Ampule Dosing Unito
Bolus Dosing Unito
Capsule Dosing Unito
Gramo

Inhalation Dosing Unito
International Unito
MiIIigramO

MiIIiIiterD

Nebule Dosing Unito
Patch Dosing Unito

Puff Dosing Unito
Suppository Dosing Unito
Tablet Dosing Unito
Tablespoon Dosing Unito
Teaspoon Dosing Unito
Microgram per Dayo

Not Applicableo

Other Dosing Unito

Applicationo
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Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Route Auricular Route of
Administration

Buccal Route of
Administration
Conjunctival Route of
Administration
Cutaneous Route of
Administration

Dental Route of
Administration
Electro-osmosis Route of
Administration
Endocervical Route of
Administration
Endosinusial Route of
Administration
Endotracheal Route of
Administration

Enteral Route of
Administration

Epidural Route of
Administration
Extraamniotic Route of
Administration
Extracorporeal Circulation
Route of Administration
Administration Via
Hemodialysis

Infiltration Route of
Administration
Interstitial Route of
Administration
Intraabdominal Route of
Administration
Intraamniotic Route of
Administration
Intraarterial Route of
Administration
Intraarticular Route of
Administration
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Intrabiliary Route of
Administration
Intrabronchial Route of
Administration
Intrabursal Route of
Administration
Intracardiac Route of
Administration
Intracartilaginous Route of
Administration
Intracaudal Route of
Administration
Intracavernous Route of
Administration
Intracavitary Route of
Administration
Intracerebral Route of
Administration
Intracisternal Route of
Administration
Intracorneal Route of
Administration
Intracoronal Dental Route
of Administration
Intracoronary Route of
Administration
Intracorporus Cavernosum
Route of Administration
Intradermal Route of
Administration
Intradiscal Route of
Administration
Intraductal Route of
Administration
Intraduodenal Route of
Administration
Intradural Route of
Administration
Intraepidermal Route of
Administration
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Intraesophageal Route of
Administration
Intragastric Route of
Administration
Intragingival Route of
Administration

Intraileal Route of
Administration
Intralesional Route of
Administration
Intraluminal Route of
Administration
Intralymphatic Route of
Administration
Intramedullary Route of
Administration
Intrameningeal Route of
Administration
Intramuscular Route of
Administration
Intraocular Route of
Administration
Intraovarian Route of
Administration
Intrapericardial Route of
Administration
Intraperitoneal Route of
Administration
Intrapleural Route of
Administration
Intraprostatic Route of
Administration
Intrapulmonary Route of
Administration
Intrasinal Route of
Administration
Intraspinal Route of
Administration
Intrasynovial Route of
Administration
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Intratendinous Route of
Administration
Intratesticular Route of
Administration
Intrathecal Route of
Administration
Endothoracic Route of
Administration
Intratubular Route of
Administration
Intratumoral Route of
Administration
Intratympanic Route of
Administration
Intrauterine Route of
Administration
Intravascular Route of
Administration
Intravenous Route of
Administration
Intravenous Boluso

Intravenous Dripo

Intraventricular Route of
Administration
Intravesical Route of
Administration
Intravitreal Route of
Administration
Iontophoresis Route of
Administration
Irrigation-Route of
Administration
Laryngeal Route of
Administration

Nasal Route of
Administration
Nasogastric Route of
Administration

Route of Administration
Not Applicable
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Occlusive Dressing
Technique

Ophthalmic Route of
Administration

Oral Route of
Administration
Oropharyngeal Route of
Administration

Other Route of
Administration
Parenteral Route of
Administration
Percutaneous Route of
Administration
Periarticular Route of
Administration
Peridural Route of
Administration
Perineural Route of
Administration
Periodontal Route of
Administration

Rectal Route of
Administration
Inhalation Route of
Administration
Retrobulbar Route of
Administration

Soft Tissue Route Of
Administration
Subarachnoid Route of
Administration
Subconjunctival Route of
Administration
Subcutaneous Route of
Administration
Sublingual Route of
Administration
Submucosal Route of
Administration
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Project Name: ZRHM-PK-05-JP

Form: Previous and Concomitant Medication
Generated On: 07 Nov 2013 16:29:10

Topical Route of
Administration
Transdermal Route of
Administration
Mucosal Route of
Administration
Transplacental Route of
Administration
Transtracheal Route of
Administration
Transtympanic Route of
Administration
Unassigned Route of
Administration
Unknown Route of
Administration
Ureteral Route of
Administration
Intraurethral Route of
Administration

Vaginal Route of
Administration

Indication

Concomitant Disease Number

AE Number

Other
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Form: Adverse Events Y/N

Generated On: 07 Nov 2013 16:29:10

Was there any Adverse Event for this subject? NOO

Yes O
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Form: Adverse Events

Generated On: 07 Nov 2013 16:29:10

AE Identifier

Adverse Event

Start Date
DD/MMM/YYYY

End Date
DD/MMM/YYYY

Ongoing at final contact

NOO
Yeso

Severity Mild Adverse EventD
Moderate Adverse Evento

Severe Adverse Evento

Serious AE Noo

Yes O

Seriousness Criteria

Fatal D

Is Iife—threateningo

Requires hospitalizationo
Results in
disability/incapacity
Congenital anomaly/birth
defect

Treatment given

NOO
Yeso
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Project Name: ZRHM-PK-05-JP

Form: Adverse Events

Generated On: 07 Nov 2013 16:29:10

Relationship to study procedures

Related O
Not Relatedo

Relationship (mCC/THS)

Related O
Not Relatedo

Relationship (NRT)

Related O

Not Relatedo

AE expectedness (mCC/THS)

NOD
Yeso

AE expectedness (NRT)

NOO
Yeso

Action taken with study product

Product use Interruptedo
Product use Stoppedo
Product use Reducedo

Not Applicableo

NoneD

Other action taken
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Form: Adverse Events

Generated On: 07 Nov 2013 16:29:10

Outcome

Death Related to Adverseo
Event
Not Recovered or Not
Resolved

Recovered or Resolvedo

Recovered or Resolved
with Sequelae
Recovering or Resolvingo

Unknowno

H_NOW (Derived):
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Form: End of study

Generated On: 07 Nov 2013 16:29:10

End of study date

Fixed Unit:
DD/MMM/YYYY

Has the subject completed the study ?

Yes D

If No, please specify the reason:

Adverse Eventso
Protocol VioIationD
Withdrawal by Subjecto
Lost To FoIIow—upO

Othero

Details:
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Form: Questionnaire on smoking urges (QSU)
Generated On: 07 Nov 2013 16:29:10

Type QSuU

Date of Birth Fixed Unit:
YYYY MMM DD YYYY MMM DD

Date of assessment Fixed Unit:
YYYY MMM DD
YYYY MMM DD

Assessment Window Initial Assessment QSUO
Window 1O
Window ZO
Window 3O
Window 4O
Window SO
Window 6O
Window 7O
Window SO
Window 9O

Time of assessment Fixed Unit:
hour:min 24-hour clock
hour:min 24-hour clock
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Form: Questionnaire on smoking urges (QSU)
Generated On: 07 Nov 2013 16:29:10

Assessment Status

Completedo
Abandonedo

1. I have a desire for a cigarette right now

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo

2. Nothing would be better than smoking a cigarette
right now

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo

3. If it were possible I would probably smoke now

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Questionnaire on smoking urges (QSU)
Generated On: 07 Nov 2013 16:29:10

4. 1 could control things better right now if I could smoke Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo

Somewhat agreeo

Agreeo

Strongly agreeo

Abandonedo

5. All T want right now is a cigarette Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo

Somewhat agreeo

Agreeo

Strongly agreeo

Abandonedo

6. I have an urge for a cigarette Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo

Somewhat agreeo

Agreeo

Strongly agreeo

Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Questionnaire on smoking urges (QSU)
Generated On: 07 Nov 2013 16:29:10

7. A cigarette would taste good now

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo

8. I would do almost anything for a cigarette now

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo

9. Smoking would make me less depressed

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Questionnaire on smoking urges (QSU)
Generated On: 07 Nov 2013 16:29:10

10. I am going to smoke as soon as possible

Strongly disagreeo
Disagreeo

Somewhat disagreeo

Do not agree or disagreeo
Somewhat agreeo
Agreeo

Strongly agreeo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Modifier Cigarette Evaluation Questionnaire (mCEQ)
Generated On: 07 Nov 2013 16:29:10

Type MCEQ
Date of Birth Fixed Unit:
YYYY MMM DD YYYY MMM DD
Date of assessment Fixed Unit:
YYYY MMM DD YYYY MMM DD
Time of assessment Fixed Unit:
hour:min 24-hour clock hour:min 24-hour clock
Assessment Status Completedo
Abandonedo
1. Was smoking satisfying? Not at aIID

Very Iittleo
Littleo

ModeraterD

A Ioto

Quite a Ioto
ExtremerD
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Modifier Cigarette Evaluation Questionnaire (mCEQ)
Generated On: 07 Nov 2013 16:29:10

2. Did cigarettes taste good?

Not at aIIO

Very Iittleo

Littleo

Moderatelyo
A IotD

Quite a Ioto

Extremelyo
Abandonedo

3. Did you enjoy the sensation in your throat and chest?

Not at aIIO

Very IittIeO
Little()
Moderatelyo

A Ioto

Quite a IotD

Extremelyo
Abandonedo

4. Did smoking calm you down?

Not at aIIO
Very Iittleo
LittIeD

Moderatelyo
A Ioto
Quite a Ioto

Extremelyo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Modifier Cigarette Evaluation Questionnaire (mCEQ)
Generated On: 07 Nov 2013 16:29:10

5. Did smoking make you feel more awake?

Not at aIIO

Very Iittleo

Littleo

Moderatelyo
A IotD

Quite a Ioto

Extremelyo
Abandonedo

6. Did smoking make you feel less irritable?

Not at aIIO

Very IittIeO
Little()
Moderatelyo

A Ioto

Quite a IotD

Extremelyo
Abandonedo

7. Did smoking help you concentrate?

Not at aIIO
Very Iittleo
LittIeD

Moderatelyo
A Ioto
Quite a Ioto

Extremelyo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Modifier Cigarette Evaluation Questionnaire (mCEQ)
Generated On: 07 Nov 2013 16:29:10

8. Did smoking reduce your hunger for food?

Not at aIIO

Very Iittleo

Littleo

Moderatelyo
A IotD

Quite a Ioto

Extremelyo
Abandonedo

9. Did smoking make you dizzy?

Not at aIIO

Very IittIeO
Little()
Moderatelyo

A Ioto

Quite a IotD

Extremelyo
Abandonedo

10. Did smoking make you nauseous?

Not at aIIO
Very Iittleo
LittIeD

Moderatelyo
A Ioto
Quite a Ioto

Extremelyo
Abandonedo
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Project Name: ZRHM-PK-05-JP

Form: Modifier Cigarette Evaluation Questionnaire (mCEQ)
Generated On: 07 Nov 2013 16:29:10

11. Did smoking immediately relieve your craving for a
cigarette?

Not at aIIO

Very Iittleo

Littleo

Moderatelyo
A IotD

Quite a Ioto

Extremelyo
Abandonedo

12. Did you enjoy smoking?

Not at aIIO

Very IittIeO
Little()
Moderatelyo

A Ioto

Quite a IotD

Extremelyo
Abandonedo
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Form: Cough Assessment

Generated On: 07 Nov 2013 16:29:10

Type VAS for Cough
Date of Birth Fixed Unit:
YYYY MMM DD YYYY MMM DD
Date of assessment Fixed Unit:
YYYY MMM DD YYYY MMM DD
Time of assessment Fixed Unit:

hour:min 24-hour clock

hour:min 24-hour clock

Assessment Status

Completedo
Abandonedo

Have you experienced a regular need to cough e.g.

coughing several times in the last 24 hrs?

YesD
No

Abandonedo
If YES, please answer the following questions:
First Question: Cough Impact Scale
How much is your cough bothering you?
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Second Question: Cough Intensity Scale: Very mildo
How intense is your cough? M”dO
Moderateo

Severe O

Very severeo
Abandoned O

Not Applicableo

Third Question: Cough Frequency Scale: RarerD
How frequently do you normally have to cough each Sometimeso
day?

Fairly often O

Often D

Almost alwayso
Abandonedo
Not Applicableo

Fourth Question: Sputum Production No sputumo
To what extent do you produce sputum when coughing? A moderate amount of

sputum
A large amount of sputumo

A very large amount of
sputum
Abandonedo

Not Applicableo
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Were there any events with the device? NOO

Yes O

Event Log Number

Date of
Device Event
DD/MMM/YYYY

Time of
Device Event
hour:min 24-hour clock

Event Relates to THS 2.2 Cigarette Holder
Device Type:

Unique Device Identifier Serial Number

Event Description CH stops heating before
end of smoking experience
CH does not charge when
inserted into the Mobil unit
CH heater broken (LED
blinking red)

Smoking experience does
not start when pressing the
button

Electronic malfunction
during

the smoking experience

Othero
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Other Describe

Severity of Event Minor (can be resolved
easily)

Major (cannot be resolved.

Device needs to be

exchanged)
Adverse Event Is related to AEO
Relationship Is not related to AE(_)
If Related to AE, AE Number
Solution Proposed: Device Replacedo

Device Rechargedo
Device Withdrawno

If replaced, new device serial number:

Date of Device Event Closure:
DD/MMM/YYYY

Time of Device Event Closure:
hour:min 24-hour clock
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Were there any events with the device?

NOO
Yeso

Event Log Number

Date of
Device Event
DD/MMM/YYYY

Time of
Device Event
hour:min 24-hour clock

Event Relates to
Device Type:

THS 2.2 Charging Unit

Unique Device Identifier Serial Number

Event Description

Battery Malfunctiono
Device Dischargedo

OtherD

Other Describe

Severity of Event

Minor (can be resolved
easily)

Major (cannot be resolved.
Device needs to be
exchanged)
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Adverse Event Is related to AEO
Relationship Is not related to AEO
Solution Proposed: Device Replacedo

Device Rechargedo
Device Withdrawno

If replaced, new device serial number:

Date of Device Event Closure:
DD/MMM/YYYY

Time of Device Event Closure:
DD/MMM/YYYY
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Device Inventory
Log Number

Visit

Date of
Device Distribution
DD/MMM/YYYY

Time of
Device Distribution
hour:min 24-hour clock

Device Type

THS 2.2 Cigarette Holder

Device Serial Number

Date of
Device Collection
DD/MMM/YYYY

Time of
Device Collection
hour:min 24-hour clock
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Device Inventory
Log Number

Visit

Date of
Device Distribution
DD/MMM/YYYY

Time of
Device Distribution
hour:min 24-hour clock

Device Type

THS 2.2 Charging Unit

Device Serial Number

Date of
Device Collection
DD/MMM/YYYY

Time of
Device Collection
hour:min 24-hour clock
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Date of assessment
DD/MMM/YYYY

Time of assessment
hour:min 24-hour clock

Has the subject smoked within 15 minutes prior to
assessment

NOO
Yeso

Pulse rate
beats per minute

Respiratory rate
breaths per minute

Blood Pressure (systolic)
mmHg

Blood Pressure (diastolic)
mmHg

Vital Signs Position of Subject

Sittingo

Standingo
SupineD
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Date of assessment
DD/MMM/YYYY

Time of assessment
hour:min 24-hour clock

Position

SittingD
Standingo
Supine.

Heart Rate
(beats per minute)

QRS Interval
(msec)

QT Interval
(msec)

QTcB Interval
(msec)

PR Interval
(msec)

Interpretation

NormaID

Abnormalo
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If Abnormal, Clinical Significance

Not clinically significanto
Clinically significanto

If Not Clinically significant or clinically Significant, Please
specify the finding(s)
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Category

With short-acting
bronchodilator
Without short-acting
bronchodilator

Date of assessment:
DD/MMM/YYYY

Time of assessment:
hour:min 24-hour clock

Name of bronchodilator

Dose

Predicted FVC value
L

Best measured FVC value
L

Percent of predicted FVC value
%

Best measured FEV1 value
L

Predicted FEV1 value
L
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Percent of predicted FEV1 value
%

Interpretation

Normalo
AbnormaID

If Abnormal, Clinical Significance

Not clinically signiﬁcanto
Clinically significanto

If Not Clinically Significant or Clinically Significant, Please
specify the finding(s)
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Date of assessment Fixed Unit:
DD/MMM/YYYY

System General Appearance.

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:
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Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT.
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Gland .

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify
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Outcome Normal
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Heart.
Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungs @

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinal .
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular System .
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo
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Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologic.

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify
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Outcome Normal
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skin .

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero
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Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:
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System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Back.
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo

Musculoskeletal .
Abdomeno

Dentitiono
Othero

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomen .

Dentitiono
Othero

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentition .

Othero

Other, Specify

Outcome Normalo
Abnormalo
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Abnormal, please specify:

Clinically significant NOD

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify
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Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Yes O

Not Done

Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.
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Other, Specify

Outcome

Normalo

AbnormaID

Abnormal, please specify:

Clinically significant

Not Done

Not Done; please specify the reason:

Final 2.0. (Main CRF) (267)

256 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Physical Examination
Generated On: 07 Nov 2013 16:29:10

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Gastrointestinal
Cardiovascular Systemo
Neurologico
Skino
Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOO

Not Done
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Not Done; please specify the reason:

System General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto

Chesto
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome Normalo
Abnormalo

Abnormal, please specify:

Clinically significant NOD

Yes O
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Not Done

Not Done; please specify the reason:

System

General Appearanceo

HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
ChestD
Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

BackD
Musculoskeletalo
Abdomeno

Dentitiono
Other.

Other, Specify

Outcome NormaID
Abnormalo

Abnormal, please specify:
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Clinically significant

NOO
Yeso

Not Done

Not Done; please specify the reason:
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Form: Weight

Generated On: 07 Nov 2013 16:29:10

Date of assessment
DD/MMM/YYYY

Time of assessment
hour:min 24-hour clock

Weight Fixed Unit:
kg
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Category for Examination Chest X-Rayo
System General Appearanceo
HEENT
(head, eyes, ears, nose,
throat)

Thyroid Glando

Hearto
Chest.

Lungso

Gastrointestinalo
Cardiovascular Systemo
Neurologico

Skino

Backo
Musculoskeletalo
Abdomeno

Dentitiono
Othero

Date of assessment

DD/MMM/YYYY

Interpretation Normalo
Abnormalo

Clinically significant NOD

Yes O
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Abnormal, please specify:
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Category

Clinical Chemistry.
Drug Screeno
Haematologyo

Serologyo
Pregnancy Testingo

Urinalysiso
Cotinine Screeningo
Alcohol Breath Testo

Date of Sample Collection
DD/MMM/YYYY

Was the subject fasting for at least 10 hours at time of
sample collection?

NOO
Yeso

Final 2.0. (Main CRF) (267)

264 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Haematology

Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")
Drug Screeno
Haematology @

Serologyo
Pregnancy Testingo

Urinalysiso
Cotinine Screeningo
Alcohol Breath Testo

Date of Sample Collection
DD/MMM/YYYY

Was the subject fasting for at least 10 hours at time of
sample collection?

NOO
Yeso
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Category Clinical Chemistryo

Drug Screeno
Haematologyo
Serologyo
Pregnancy Testingo
Urinalysis @

Cotinine Screeningo
Alcohol Breath Testo

Date of sample collection
DD/MMM/YYYY

Time of sample collection

Urinalysis

Result

Unit

Lower limit

Upper limit

Flag

Clinically Significant? NOD

Yes D
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Comment

Please document clinically relevant abnormalities in the AE form
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Category

Clinical Chemistry(")
Drug Screeno
Haematology ()

Serology.
Pregnancy Testingo

Urinalysiso
Cotinine Screeningo
Alcohol Breath Testo

Date of Sample Collection Fixed Unit:
DD/MMM/YYYY
Time of Sample Collection Fixed Unit:

hour:min 24-hour clock
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Serology

Haematocrito

Hemoglobino

Mean corpuscular

haemoglobin

Mean corpuscular

haemoglobin concentration
Mean corpuscular vqumeO

Platelet counto

Red blood cell counto
White blood cell counto
Neutrophilso

Basophilso

Eosinophilso
Lymphocyteso
Monocyteso

AIbuminO

Total proteino

Alkaline phosphataseo
Alanine aminotransferaseo
Aspartate aminotransferaseo
Blood urea nitrogeno
Creatinineo

Gamma-glutamyl
transferase

Fasting glucoseo
Lactate dehydrogenaseo

Potassiumo
Sodiumo

Total Bilirubino
Direct Bilirubino
Total Cholesterolo

Triglycerideso
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PH()

Bilirubino

Glucoseo

Nitriteo

Red blood cell traceso
Proteino

Specific gravityo

Hepatitis B surface antigen .
Hepatitis C viruso

HIV (anti HIV 1/2 and p24
antigen)

Result

Negativeo
Positiveo

Comment
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Serology

Haematocrito

Hemoglobino

Mean corpuscular

haemoglobin

Mean corpuscular

haemoglobin concentration
Mean corpuscular vqumeO

Platelet counto

Red blood cell counto
White blood cell counto
Neutrophilso

Basophilso

Eosinophilso
Lymphocyteso
Monocyteso

AIbuminO

Total proteino

Alkaline phosphataseo
Alanine aminotransferaseo
Aspartate aminotransferaseo
Blood urea nitrogeno
Creatinineo

Gamma-glutamyl
transferase

Fasting glucoseo
Lactate dehydrogenaseo

Potassiumo
Sodiumo

Total Bilirubino
Direct Bilirubino
Total Cholesterolo

Triglycerideso

Final 2.0. (Main CRF) (267)
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Project Name: ZRHM-PK-05-JP

Form: Serology for HIV and Hepatitis B and C
Generated On: 07 Nov 2013 16:29:10

PH()

Bilirubino

Glucoseo

Nitriteo

Red blood cell traceso
Proteino

Specific gravityo

Hepatitis B surface antigeno
Hepatitis C virus.

HIV (anti HIV 1/2 and p24O
antigen)

Result

Negativeo
Positiveo

Comment

Final 2.0. (Main CRF) (267)

272 of 285



Final 2.0. (Main CRF): Case Book
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Form: Serology for HIV and Hepatitis B and C
Generated On: 07 Nov 2013 16:29:10

Serology

Haematocrito

Hemoglobino

Mean corpuscular

haemoglobin

Mean corpuscular

haemoglobin concentration
Mean corpuscular vqumeO

Platelet counto

Red blood cell counto
White blood cell counto
Neutrophilso

Basophilso

Eosinophilso
Lymphocyteso
Monocyteso

AIbuminO

Total proteino

Alkaline phosphataseo
Alanine aminotransferaseo
Aspartate aminotransferaseo
Blood urea nitrogeno
Creatinineo

Gamma-glutamyl
transferase

Fasting glucoseo
Lactate dehydrogenaseo

Potassiumo
Sodiumo

Total Bilirubino
Direct Bilirubino
Total Cholesterolo

Triglycerideso

Final 2.0. (Main CRF) (267)
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Project Name: ZRHM-PK-05-JP

Form: Serology for HIV and Hepatitis B and C
Generated On: 07 Nov 2013 16:29:10

PH()

Bilirubino

Glucoseo

Nitriteo

Red blood cell traceso
Proteino

Specific gravityo

Hepatitis B surface antigeno
Hepatitis C viruso

HIV (anti HIV 1/2 and p24
antigen)

Result

Negativeo
Positiveo

Comment

Final 2.0. (Main CRF) (267)
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Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Urine Drug Screen

Generated On: 07 Nov 2013 16:29:10

Category

Clinical Chemistry(")
Drug Screen (@

Haematologyo

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screeningo

Alcohol Breath Testo

Date of sample collection Fixed Unit:
DD/MMM/YYYY
Time of sample collection Fixed Unit:

hour:min 24-hour clock

Drug type

Amphetamines.
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaineo
Opiateso

Result

Negativeo
Positiveo

Final 2.0. (Main CRF) (267)

275 of 285
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Project Name: ZRHM-PK-05-JP

Form: Urine Drug Screen

Generated On: 07 Nov 2013 16:29:10

Drug type

Amphetamineso
Barbiturates.
Benzodiazepineso
Cannabinoidso

Result

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepines.
Cannabinoidso

Cocaineo
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoids.

Cocaineo
Opiateso

Final 2.0. (Main CRF) (267)

276 of 285
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Form: Urine Drug Screen

Generated On: 07 Nov 2013 16:29:10

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu rateso
Benzodiazepineso
Cannabinoidso

Cocaine.
Opiateso

Result

Negativeo
Positiveo

Drug type

Amphetamineso
Barbitu ratesD
Benzodiazepineso
Cannabinoidso

Cocaineo

Opiates.

Result

Negativeo
Positiveo

Final 2.0. (Main CRF) (267)
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Project Name: ZRHM-PK-05-JP

Form: Alcohol Breath Test

Generated On: 07 Nov 2013 16:29:10

Category Clinical Chemistryo
Drug Screeno
Haematologyo

Serologyo

Pregnancy Testingo

Urinalysiso

Cotinine Screeningo
Alcohol Breath Test.

Date of assessment
DD/MMM/YYYY

Time of assessment
hour:min 24-hour clock

Result Negativeo

Positiveo

Final 2.0. (Main CRF) (267) 278 of 285



Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Urine Pregnancy Test
Generated On: 07 Nov 2013 16:29:10

Category Clinical Chemistryo

Drug Screeno
Haematologyo

Serologyo

Pregnancy Testing .

Urinalysiso

Cotinine Screeningo

Alcohol Breath TestD

Date of Test
DD/MMM/YYYY

Time of Test
hour:min 24-hour clock

Specify result Negativeo

Positiveo
Unclea ro

Specify result of FSH test <20 IU/LD
>=201U/L()

Final 2.0. (Main CRF) (267) 279 of 285
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Project Name: ZRHM-PK-05-JP

Form: Blood Samples

Generated On: 07 Nov 2013 16:29:10

Date
DD/MMM/YYYY

Time
hour:min 24-hour clock

Scheduled Time TO -15 minD

T1O
TZO
TBO
T4O
TSO
T6D
T7O
TSO
T9O
T1OO
T11O
leo
T13O
T14O

T15(TO + 24)@

Sample Type

Final 2.0. (Main CRF) (267) 280 of 285
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Form: (INACTIVE) CO Breath Test
Generated On: 07 Nov 2013 16:29:10
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Final 2.0. (Main CRF): Case Book
Project Name: ZRHM-PK-05-JP

Form: Protocol Deviation

Generated On: 07 Nov 2013 16:29:10

Cohort

Subject

Assessment

Visit Screen FaiIureD
Screeningo

Wash-out 1 (Day O)O

Single use 1 (Day 1)D

Wash-out 2 (Day Z)O

Single use 2 (Day B)O

Day 4D

Dischargeo

Othero

Other, Specify

Timepoint

Description of Protocol Deviation

Date Deviation Occurred

DD/MMM/YYYY

Date Deviation Reported

DD/MMM/YYYY

Final 2.0. (Main CRF) (267) 282 of 285
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Project Name: ZRHM-PK-05-JP

Form: Protocol Deviation

Generated On: 07 Nov 2013 16:29:10

Date Deviation Ended

DD/MMM/YYYY

Resolution of the Deviation

Source of the Deviation CRAD
Site personnelo
Sponsoro

CROO
Labso
IXRSO
ePROO

Deviation Category Violationo
Mis-randomizationo

Mis-use of producto

Concomitant medicationo

Time deviationo

Time missingo

Assessment missingo

Deviation Type Majoro

Minoro

If Major, Evaluation Category Evaluableo
Non EvaIuabIeD

Final 2.0. (Main CRF) (267) 283 of 285
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Project Name: ZRHM-PK-05-JP

Form: Subject (Site level)

Generated On: 07 Nov 2013 16:29:10

Subject (site level)

Final 2.0. (Main CRF) (267) 284 of 285
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Project Name: ZRHM-PK-05-JP

Form: Site Accountability

Generated On: 07 Nov 2013 16:29:10

Date of batch dispensed

Batch number

Category Received O
Returned O

Batch Expiration Date (only for received event)
DD/MMM/YYYY

Number of unused packs returned

Number of unused sticks returned (only for returned
event)

Final 2.0. (Main CRF) (267) 285 of 285
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16.1.2.2 SUBJECT QUESTIONNAIRE ENGLISH
16.1.2.2.1 Cough Assessment



Cough assessment

Have you experienced a regular need to cough e.g. coughing several times in the last 24 hrs?

YES / NO

If YES, please answer the following questions:

First Question: Cough Impact Scale

How much is your cough bothering you?

VAS: Not Bothering Me at All Extremely Bothersome

Second Question: Cough Intensity Scale:
How intense is your cough?

1=very mild- 2=mild - 3 =moderate -4 = severe —5 = very severe

Third Question: Cough Frequency Scale:

How frequently do you normally have to cough each day?

1 =rarely — 2 = sometimes — 3 = fairly often — 4 = often -5 = almost always
Fourth Question: Sputum Production

To what extent do you produce sputum when coughing?

0 =no sputum — 1 = a moderate amount of sputum —2 = a large amount of sputum — 3 = a very large
amount of sputum

Fifth Question:

Are there any other important observations that you would like to share with us about you

coughing? {open question)
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16.1.2.2.2 Fagerstrom Test for Nicotine Dependence



Fagerstrom Test for Nicotine Dependence *

Is smoking “just a habit” or are you addicted? Take this test and find out your level of
dependence on nicotine.

1. How soon after you wake up do you smoke your first cigarette?
+ After 60 minutes (0)
¢ 31-60 minutes (1)
¢ 6-30 minutes (2)
+ Within 5 minutes (3)

2. Do you find it difficult to refrain from smoking in places where it is forbidden?
¢ No (0)
+ Yes (1)

3. Which cigarette would you hate most to give up?
¢ The first in the morning (1)
¢ Any other (0)

4. How many cigarettes per day do you smoke?
¢ 10 or less (0)
¢ 11-20 (1)
+ 21-30 (2)
¢ 31 or more (3)

5. Do you smoke more frequently during the first hours after awakening than during the
rest of the day?

+ No (0)

¢ Yes (1)

6. Do you smoke even if you are so ill that you are in bed most of the day?
+ No (0)
¢ Yes (1)

* Heatherton TF, Kozlowski LT, Frecker RC, Fagerstrom KO. The Fagerstrom Test for
Nicotine Dependence: A revision of the Fagerstrom Tolerance Questionnaire. British
Journal of Addictions 1991:86:1119-27



Fagerstrom Test for Nicotine Dependence (cont.)

Your score was:

Your level of dependence on nicotine is:

0-2 Very low dependence 6-7 High dependence
3-4 Low dependence 8-10 Very high dependence
5 Medium dependence

Scores under 5: “Your level of nicotine dependence is still low. You should act now
before your level of dependence increases.”

Score of 5: “Your level of nicotine dependence is moderate. If you don't quit soon,
your level of dependence on nicotine will increase until you may be seriously addicted.
Act now to end your dependence on nicotine.”

Score over 7: “Your level of dependence is high. You aren't in control of your smoking
—itis in control of you! When you make the decision to quit, you may want to talk with
your doctor about nicotine replacement therapy or other medications to help you break
your addiction.”
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16.1.2.2.3 Modified Cigarette Evaluation Questionnaire



Modified Cigarette Evaluation Questionnaire (mCEQ)

Tick if same as
visit date
R A O A N W I O

Date and time of assessment
(24-hour clock) DD MMM YYYY

hour min

If you have smoked since vou last completed this questionnaire, please select what best
represents how smoking made vou feel

1. Was smoking satistying?
Not atall Verylittle Little Moderately A lot Quite alot Extremely

O O O O O O O

2. Did cigarettes taste good?
Notatall Verylittle Little  Moderately Alot Quite alot  Extremely

O O O O O O O

3. Did you enjoy the sensation in your throat and chest?
Notatall Verylittle Little  Moderately Alot Quite alot  Extremely

O O O O O O O

4. Did smoking calm you down?
Not atall Verylittle Little Moderately A lot Quite alot Extremely

O O O O O O O

Page 1 of 3




Modified Cigarette Evaluation Questionnaire

5. Did smoking make vou feel more awake?

Notatall Verylittle Little  Moderately Alot Quite alot  Extremely
O O O O O O O

6. Did smoking make you feel less irritable?

Notatall Verylittle Little  Moderately Alot Quite alot  Extremely
O O O O O O O

7. Did smoking help you concentrate?

Not atall Verylittle Little Moderately A lot Quite alot Extremely
[ [ [ O [ [ [

8. Did smoking reduce your hunger for food?

Notatall Verylittle Little  Moderately Alot Quite alot  Extremely
O O O O O O O

9. Did smoking make you dizzy?

Notatall Verylittle Little  Moderately Alot Quite alot  Extremely
O O O O O O O

10. Did smoking make you nauseous?

Notatall Verylittle Little  Moderately Alot Quite alot  Extremely
O O O O O O O

Page 2 of 3




Modified Cigarette Evaluation Questionnaire

11. Did smoking immediately relieve your craving for a cigarette?
Notatall Verylittle Little  Moderately Alot Quite alot  Extremely

O O O O O O O

12. Did vou enjoy smoking?
Notatall Verylittle Little  Moderately Alot Quite alot  Extremely

O O O O O O O

Page 3 of 3
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16.1.2.2.4 Questionnaire on Smoking Urges



Questionnaire on smoking urges (QSU)

Tick if same as
Date and time of R Y Y O T visit date
ate and ume OI assessmen DD MM M TY vy
(24-hour clock)

1. Thave a desire for a cigarette right now

Do not

Strongly . Somewhat Somewhat Strongly
. Disagree . agree or Agree
disagree disagree disagree agree agree
[ [] [ [] [ [] []

2. Nothing would be better than smoking a cigarette right now
Do not

Strongly . Somewhat Somewhat Strongly
. Disagree . agree or Agree
disagree disagree . agree agree
disagree
[ [] [ [] [ [] []
3. If it were possible I would probably smoke now
Strongly . Somewhat Do not Somewhat Strongly
. Disagree . agree or Agree
disagree disagree - agree agree
disagree
[ [] [ [] [ [] []

Page 1 of 3




Questionnaire on smoking urges (QSU)

4. T could control things better right now if I could smoke

Strongly Strongly
disagree agree
[ [] [ [] [ []
5. All T want right now is a cigarette
Strongly Strongly
disagree agree
[ [] [ [] [ []
6. Thave an urge for a cigarette
Strongly Strongly
disagree agree
[ [] [ [] [ []
7. A cigarette would taste good now
Strongly Strongly
disagree agree
[ [] [ [] [ []
8. I would do almost anything for a cigarette now
Strongly Strongly
disagree agree
[ [] [ [] [ []

Page 2 of 3




Questionnaire on smoking urges (QSU)

9. Smoking would make me less depressed

Strongly Strongly

disagree agree
[ [] [ [] []

10. T am going to smoke as soon as possible

Strongly Strongly

disagree agree
[ [] [ [] []

Page 3 of 3
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16.1.2.3 SUBJECT QUESTIONNAIRE LOCAL LANGUAGE
16.1.2.3.1 Cough Assessment



ic)

TRANSPERFECT

City of New York, State of New York, County of New York

I, Gaby Grijalva, hereby certify that the following is, to the best of my
knowledge and belief, a true and accurate translation of the document titled
“Cough assessment_VAS” from English into Japan (Japanese) following
Covance’s process of concept definition, Dual Forward Translation,
Reconciliation, Back Translation, Resolution, Covance cognitive interviewing
with 5 adult smokers, final proofreading, and formatting.

Qa ooy Ol alpe
GahﬂGriigl}a, P(g}eeij Coordinator

Sworn to before me this
Wednesday, May 15, 2013

A, Qi

Signatm@, Notary Public

RYAN ALEXANDER DROST
Notary Public - State of New York
No. 01DR6262048

Qualified in NEW YORK Count
My Commission Expires MAY 21, 2016

Stamp, Notary Public

THREE PARK AVENUE, 39TH FLOOR, NEW YORK, NY 10016 | T 212.689.5555 | F 212.689.1059 | WWW.TRANSPERFECT.COM
OFFICES IN 80 CITIES WORLDWIDE
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16.1.2.3.2 Fagerstrom Test for Nicotine Dependence



O

TRANSPERFECT

City of New York, State of New York, County of New York

I, Gaby Grijalva, hereby certify that the following is, to the best of my
knowledge and belief, a true and accurate translation of the document titled
“Fagerstrom-Nicotine-Dependence-Test” from English into Japan (Japanese)
following Covance’s process of concept definition, Dual Forward Translation,
Reconciliation, Back Translation, Resolution, Covance cognitive interviewing
with 5 adult smokers, final proofreading, and formatting.

G@Grijal§a, Pr%j@;Coordinator

Sworn to before me this
Wednesday, May 15, 2013

LB

Sigriatu‘re, Notary Public

RYAN ALEXANDER DROST
Notary Public - State of New Y.
No. 01DR6262048 '
Qualified in NEW YORK Count
My Commission Expires MAY 21, 2016

Stamp, Notary Public

THREE PARK AVENUE, 39TH FLOOR, NEW YORK, NY 10016 | T 212.689.5555 | F 212.689.1059 | WWW.TRANSPERFECT.COM
OFFICES IN 80 CITIES WORLDWIDE
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1. ERZRASTROOEEZLETN?
¢ 615 LI (0)
+ 31~607301)
¢ 6~300(2)
+ 55 LIA(3)
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¢ LA (0)
¢+ Fv{)

3. BEQHTEND—FLHIKWTIH?
¢+ FHOFRPD1ERN)
¢+ EhLs (0)

4. BRI BRI ASNIZRVNET M ?
¢+ 10ARLLT(0)

11~20K{1)

21~30&(2)

IMAERLLLE(3)

*> + &

5 hoFRETLOREKREZMFEACSEELETH?
+ LA 0)
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6. FEAE1BRERAATIVBIORREADETEERELET M ?
+ LA 0)
¢+ Fv{)

* Heatherton TF, Kozlowski LT, Frecker RC, Fagerstrom KO. The Fagerstrom Test for
Nicotine Dependence: A revision of the Fagerstrom Tolerance Questionnaire. British
Journal of Addictions 1991:86:1119-27

FrHfT: 2012
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16.1.2.3.3 Modified Cigarette Evaluation Questionnaire
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TRANSPERFECT

City of New York, State of New York, County of New York

I, Gaby Grijalva, hereby certify that the following is, to the best of my
knowledge and belief, a true and accurate translation of the document titled
“mCEQ United Kingdom (English)_Final_Clean” from English into Japan
(Japanese) following Covance’s process of concept definition, Dual Forward
Translation, Reconciliation, Back Translation, Resolution, Covance cognitive
interviewing with 5 adult smokers, final proofreading, and formatting,

OLQL\ ﬂ %Q_\A.c_\_
Gahy _grualv Prc_)}:t Coordinator

Sworn to before me this
Wednesday, May 15, 2013

(S

Signatu're, Notary Public

RYAN ALEXANDER DROST |
Notary Public - State of New York
No. 01DR6262048

Qualified in NEW YORK Count
My Commission Expires MAY 21, 2016

Stamp, Notary Public

THREE PARK AVENUE, 39TH FLOOR, NEW YORK, NY 10016 | T 212.689.5555 | F 212.689.1059 | WWW.TRANSPERFECT.COM
OFFICES IN 80 CITIES WORLDWIDE
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16.1.2.3.4 Questionnaire on Smoking Urges
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TRANSPERFECT

City of New York, State of New York, County of New York

1, Gaby Grijalva, hereby certify that the following is, to the best of my
knowledge and belief, a true and accurate translation of the document titled
“QSU-brief United Kingdom (English)_Final_Clean” from English into Japan
(Japanese) following Covance’s process of concept definition, Dual Forward
Translation, Reconciliation, Back Translation, Resolution, Covance cognitive
interviewing with 5 adult smokers, final proofreading, and formatting.

Ch)d&v\ (\3 Y\ »\L'u‘«_

GJaby Grij lva,jroiect Coordinator

Sworn to before me this
Wednesday, May 15, 2013

(VD)

Signatu%, Nofgry Public

oty Al e
otary Public - State of New York
No. 01DR6262048
Qualified in NEW YORK Count
My Commission Expires MAY 21, 20‘{6

Stamp, Notary Public
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16.1.2.4 SUBJECT SMOKING DIARY ENGLISH

Not applicable.
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16.1.2.5 SUBJECT SMOKING DIARY LOCAL LANGUAGE

Not applicable.
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