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Merck defines an adverse experience, or AE, as any unfavorable and
unintended change in the structure (signs), function (symptoms), or
chemistry (laboratory data) of the body temporally associated with
any use of a Merck product whether or not considered related to
the use of the product.

Changes resulting from normal growth and development which ‘
do not vary significantly in frequency or severity from expected :
levels are not to be considered adverse experiences. Examples of
this may include, but are not limited to, teething, typical crying in
infants and children, and onset of menses or menopause occurring
at a physiologically appropriate time.
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Merck defines an adverse experience, or AE, as any unfavorable and
unintended change in the structure (signs), function (symptoms), or
chemistry (laboratory data) of the body temporally associated with
any use of a Merck product whether or not considered related to
the use of the product.

Changes resulting from normal growth and development which

do not vary significantly in frequency or severity from expected ‘
levels are not to be considered adverse experiences. Examples of ,
this may include, but are not limited to, teething, typical crying in ‘
infants and children, and onset of menses or menopause occurring
at a physiologically appropriate time.
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Temporally associated:

“Did the event occur after the start of Merck therapy?” -

— g




€9 MERCK

N\

Merck defines an adverse experience, or AE, as any unfavorable and
unintended change in the structure (signs), function (symptoms), or
chemistry (laboratory data) of the body temporally associated with

any use of a Merck product whether or not considered related to

| the use of the product.

Changes resulting from normal growth and development which
do not vary significantly in frequency or severity from expected

| levels are not to be considered adverse experiences. Examples of

‘ this may include, but are not limited to, teething, typical crying in
infants and children, and onset of menses or menopause occurring
at a physiologically appropriate time.

Definition

Merck product:

“Any pharmaceutical product, biological product, device or diagnostic
agent, whether investigational (including placebo or active comparator
medication) or marketed by, manufactured by, licensed by, or distributed
by Merck & Co., Inc. for human use.”

Explanation

I

Temporally associated:
“Did the event occur after the start of Merck therapy?”

-
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Merck defines an adverse experience, or AE, as any unfavorable and
unintended change in the structure (signs), function (symptoms), or
chemistry (laboratory data) of the body temporally associated with

any use of a Merck product whether or not considered related to

| the use of the product.
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Changes resulting from normal growth and development which
do not vary significantly in frequency or severity from expected

| levels are not to be considered adverse experiences. Examples of

‘ this may include, but are not limited to, teething, typical crying in
infants and children, and onset of menses or menopause occurring
at a physiologically appropriate time.

Definition

Merck product:

“Any pharmaceutical product, biological product, device or diagnostic
agent, whether investigational (including placebo or active comparator
medication) or marketed by, manufactured by, licensed by, or distributed
by Merck & Co., Inc. for human use.”

Explanation

I

Temporally associated:
“Did the event occur after the start of Merck therapy?”
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* Non-Serious Adverse Experience
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:




€9 MERCK

N

“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death




€9 MERCK

N

“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.




€9 MERCK

AN

“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.

* Hospitalization, or prolongation of an existing inpatient hospitalization.
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening - places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events |
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events ‘
« Requires medical judgment I
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

« Requires medical judgment

* Other important medical events I ‘
« May jeopardize the patient |
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events ‘
« Requires medical judgment I
« May jeopardize the patient |
+ May require medical or surgical intervention
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events |
+ Requires medical judgment l
- May jeopardize the patient |
+ May require medical or surgical intervention

* Cancer ‘
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events |
+ Requires medical judgment l
- May jeopardize the patient |
+ May require medical or surgical intervention

* Cancer ‘

* Overdose
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“Serious” per regulatory definition refers to an adverse experience occurring at
any dose that results in one or more of the following outcomes:

* Death
* Results in persistent or significant disability/incapacity.
* Hospitalization, or prolongation of an existing inpatient hospitalization.

* Life-threatening — places the subject, in the view of the investigator, at
immediate risk of death from the reaction as it occurred.

* Congenital anomaly/birth defect

* Other important medical events |
+ Requires medical judgment l
- May jeopardize the patient |
+ May require medical or surgical intervention
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« All phases of study

* Includes wash out or run-in periods
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There are separate training modules that will provide more detailed
instructions on reporting adverse experiences.
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Allserious/adverse,
experiences/mustlbe,
reported|within

Z24]hours;
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1. Results in hospitalization
2. Life threatening
3. Results in death
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1. Results in hospitalization
2. Life threatening

3. Results in death ( » ‘
Appropriate ;'\
medical [/ |
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1. Results in hospitalization
2. Life threatening
3. Results in death
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A subject enrolled in a hypertension study at your site is admitted to the
hospital for an elective knee replacement that was scheduled before
they enrolled into the clinical trial.

Is this hospitalization a serious adverse experience?
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Scenario:
A subject enrolledin a hypertens:on study atyour site is admitted to the

hosp talfora a.« -1""6 ,,m« L-j ce ment that was scheduled before

Is this hospitalization a serious adverse experience?

Feedback

That is correct, because the subject was
@® NO already scheduled to have the knee
replacement prior to enrolling in the
study and there was no worsening of
the preexisting condition during the
study, this hospitalization would not be
considered a serious adverse
experience.

O YES

Company Confidential
Copyright © 2014 Merck
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A Computerized Axial Tomography (CT) Scan of the head was done and
was found to be negative. The surgeon decided to keep the subject
overnight for observation.

Is this event, loss of consciousness, considered a serious adverse
experience?

O YES
O NO
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A Computerized Axial Tomography (CT) Scan of the head was done and
was found to be negative. The surgeon decided to keep the subject
overnight for observation.

Is this event, loss of consciousness, considered a serious adverse
experience?

Feedback

© YES Correct, because this event prolonged the in- |
O NO patient hospitalization this loss of ‘
‘ consciousness would need to be reported
- within 24 hours of the investigative site
personnel learning of the event.
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Mild: Easily tolerated

Moderate: Interferes with normal activity
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Mild: Easily tolerated
Moderate: Interferes with normal activity

Severe: Unable to work or engage in usual
activities
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Let's make sure you understand these intensity classifications...

MILD MODERATE SEVERE

A headache that resulted in the subject not being able to
concentrate on reading so they took medication for the pain and
decided to do filing where concentration was not as important.

A throbbing headache that caused the subject to be nauseated stay
home from work and remain in bed the entire day. The subject took
400 mg of Ibuprofen every 6 hours for 3 doses.

A dull headache that went away within an hour and the subject
 continued their daily routine without doing anything differently.

Company Confidential
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concentrate on reading so they took medication for the pain and
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continued their daily routine without doing anything differently.
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Let's make sure you understand these intensity classifications...

MILD
MODERATE A headache that reSt.llted in the subject n?t bgmg able to .
concentrate on reading so they took medication for the pain and
decided to do filing where concentration was not as important.
EVERE A throbbing headache that caused the subject to be nauseated stay
S home from work and remain in bed the entire day. The subject took

400 mg of Ibuprofen every 6 hours for 3 doses.

A dull headache that went away within an hour and the subject
 continued their daily routine without doing anything differently.
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Let's make sure you understand these intensity classifications...

A headache that resulted in the subject not being able to
concentrate on reading so they took medication for the pain and
decided to do filing where concentration was not as important.

MODERATE

A throbbing headache that caused the subject to be nauseated stay
home from work and remain in bed the entire day. The subject took
400 mg of Ibuprofen every 6 hours for 3 doses.

SEVERE

A dull headache that went away within an hour and the subject
continued their daily routine without doing anything differently.

MILD

Company Confidential
Copyright © 2014 Merck



\\\\%\“ - €9 MERCK

Let's make sure you understand these intensity classifications...

/ MODERATE

/ SEVERE

v MILD

A headache that resulted in the subject not being able to
concentrate on reading so they took medication for the pain and
decided to do filing where concentration was not as important.

A throbbing headache that caused the subject to be nauseated stay
home from work and remain in bed the entire day. The subject took
400 mg of Ibuprofen every 6 hours for 3 doses.

A dull headache that went away within an hour and the subject
continued their daily routine without doing anything differently.
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Let’s review what criteria define an adverse experience as “serious”.

Hospitalization/prolongation of an existing hospitalization
Overdose

Death

Routine clinic visit

Persistent or significant disability/incapacity

Intravenous drug therapy

Emergency Room visit




x\\\\\ ' € MERCK

Let’s review what criteria define an adverse experience as “serious”.

e Hospitalization/prolongation of an existing hospitalization

@ Overdose

G Death
Routine clinic visit

G Persistent or significant disability/incapacity
Intravenous drug therapy

Emergency Room visit
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study drug?

2. Time Course - Didthe adverse experience follow in a reasonable temporal sequence

from administration of the study drug? Is the timing of the adverse experience consistent with
being caused by the drug?

Company Confidential
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ave been exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

2. Time Course - Didthe adverse experience follow in a reasonable temporal sequence

from administration of the study drug? Is the timing of the adverse experience consistent with
being caused by the drug?

3. LikE'y Cause -~ Istheadverse experience NOT reasonably explained by another etiology
such as underlying disease, or other drug(s), or other host or environmental factors?
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1. !!m or!er !or an experience to be drug-related, the patient must, of course, .

2.

have been exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

Time Course ~ Did the adverse experience follow in a reasonable temporal sequence

from administration of the study drug? Is the timing of the adverse experience consistent with
being caused by the drug?

Lik6|y Cause ~ Istheadverse experience NOT reasonably explained by another etiology
such as underlying disease, or other drug(s), or other host or environmental factors?

Consistency with test study drug profile ~ s the dlinical/pathological

presentation of the adverse experience consistent with the previous knowledge regarding the
study drug or drug class pharmacology or toxicology?

‘-—-—
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1. !!!!!l'! In order for an experience to be drug-related, the patient must, of course,

2.

have been exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

Time Course ~ Did the adverse experience follow in a reasonable temporal sequence

from administration of the study drug? Is the timing of the adverse experience consistent with
being caused by the drug?

Lik6|y Cause ~ Istheadverse experience NOT reasonably explained by another etiology
such as underlying disease, or other drug(s), or other host or environmental factors?

Consistency with test study drug profile ~ s the dlinical/pathological

presentation of the adverse experience consistent with the previous knowledge regarding the
study drug or drug class pharmacology or toxicology?

Dechallenge - Did the adverse experience resolve or improve upon discontinuation or
reduction in the dose of the study drug? If so, and depending on the event, the likelihood of a
drug-relationship may be greater than if the adverse experience persists. For example, diarrhea
that persists several days after discontinuation suggests another etiology.

e
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1. Ex_posure ~ Inorder for an experience to be drug-related, the patiéht must, of course,
have been exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

2. Time Course ~ Didthe adverse experience follow in a reasonable temporal sequence
from administration of the study drug? Is the timing of the adverse experience consistent with
being caused by the drug?

3. Lik6|y Cause ~ Istheadverse experience NOT reasonably explained by another etiology

such as underlying disease, or other drug(s), or other host or environmental factors?

4. Consistency with test study drug profile -~ s the clinical/pathological

presentation of the adverse experience consistent with the previous knowledge regarding the
study drug or drug class pharmacology or toxicology?

5. Dechallenge - Did the adverse experience resolve or improve upon discontinuation or

reduction in the dose of the study drug? If so, and depending on the event, the likelihood of a
drug-relationship may be greater than if the adverse experience persists. For example, diarrhea
that persists several days after discontinuation suggests another etiology.

6. Rechallenge - Did the adverse experience recur or worsen following re-exposure to the
study drug or does the patient have a past history of a similar adverse experience with the same

ﬂi drug or a similar class of drug? If so, the possibility of a drug cause mai ii“
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Take a few moments and see if you can match the guideline reference points to their definition.

Did the adverse experience recur or worsen following re-exposure to the study drug or

Consistency does the patient have a past history of a similar adverse experience with the same
W(';h test Sit:_‘fdy study drug or a similar class of drug? If so, the possibility of a drug cause may be
rug prone strengthened.
Is the adverse experience NOT reasonably explained by another etiology such as
Likely Cause

underlying disease, or other drug(s), or other host or environmental factors?

In order for an experience to be drug-related, the patient must, of course, have been
Dechallenge exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

Did the adverse experience resolve or improve upon discontinuation or reduction in the
dose of the study drug? If so, and depending on the event, the likelihood of a drug-
relationship may be greater than if the adverse experience persists. For example,
diarrhea that persists several days after discontinuation suggests another etiology.

Exposure

Is the clinical/pathological presentation of the adverse experience consistent with
previous knowledge regarding the study drug or drug class pharmacology or
toxicology?

Time Course

Rechallenge

Company Confidential
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Take a few moments and see if you can match the guideline reference points to their definition.

Rechallenge

Likely Cause

Exposure

Dechallenge

Consistency
with test study
drug profile

Time Course

¢ MERCK

Did the adverse experience recur or worsen following re-exposure to the study drug or
does the patient have a past history of a similar adverse experience with the same
study drug or a similar class of drug? If so, the possibility of a drug cause may be
strengthened.

Is the adverse experience NOT reasonably explained by another etiology such as
underlying disease, or other drug(s), or other host or environmental factors?

In order for an experience to be drug-related, the patient must, of course, have been
exposed to the drug. Is there evidence that the patient was actually exposed to the
study drug?

Did the adverse experience resolve or improve upon discontinuation or reduction in the
dose of the study drug? If so, and depending on the event, the likelihood of a drug-
relationship may be greater than if the adverse experience persists. For example,
diarrhea that persists several days after discontinuation suggests another etiology.

Is the clinical/pathological presentation of the adverse experience consistent with
previous knowledge regarding the study drug or drug class pharmacology or
toxicology?

Did the adverse experience follow in a reasonable temporal sequence from
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As we have discussed, the timely and complete reporting of serious adverse
experiences is pivotal in monitoring the safety of our investigational products.
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As we have discussed, the timely and complete reporting of serious adverse
experiences is pivotal in monitoring the safety of our investigational products.

There are 15 quality attributes that Merck requires investigators to
address when reporting serious adverse experiences.
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15 quality attributes that Merck requires investigators to address when reporting serious adverse experiences.

.............................................................................................................................................................

1. Supporting evaluations, signs and symptoms, diagnostic tests and/or results to corroborate each adverse
experience term reported.

Information on the treatment provided for each adverse experience term reported.
"Resolution” of each adverse experience reported.
Causal relationship assessed by the investigator (Pl or medically qualified designee).

Evidence that the SAE was closed (e.g. presence of the statement "no additional information is expected").

o U b WD

If SAE resulted in death, information on whether or not a post-mortem evaluation was performed, the cause of
death and its possible relationship to study therapy.

7. If the patient was hospitalized, hospital discharge diagnosis provided.
8. The action taken as a result of each adverse experience term reported.

9. The daily dose of study therapy.
10. The route of administration of study therapy.
11. The indication for use of each suspect therapy.
12. Start date of study therapy.
13. Stop date or duration of study therapy.

14. Concomitant medication information.
. De-challenge and/or re-challenge information.
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Pre-existing condition

#

Adverse experience
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Worsening of
pre-existing condition

Adverse experience
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Procedures

#

Adverse experience
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History

Type Il Diabetes

- Post menopausal
- Migraine

- Gastro Esophageal Reflux Disease (GERD)

Mrs. Santo was screened and randomized to a Merck diabetic study. Review the data points collected
during her visits to determine whether any of them should be reported as an adverse experience.

€9 MERCK

Do any of the data points indicate
an adverse experience?

Her vital signs: Screening 7M11/08 Visit 1 Yes No Need more
7125108 information
Blood pressure 122/74 mmHg 124/74 mmHg
Respiratory rate per minute |22 22
Pulse 64 bpm B8 bpm
Weight 87.8 kg 87.5 kg
Height 165.1 cm not required
Study coordinator inquired if subject had any health
care visits since baseline visit and, if so, what was the
purpose of the visit?
doctor Yes
Dental appointment
clinic Mo
EMEergency room Mo
haspital visits Mo

Concomitant Medications

1) Rizatriptan 5ma prn

1) Rizatriptan 5mg prn - not needed

2) Metformin 500mg hid

2) Metformin 500 mag bid

3) Lansoprazole 13mag prn

3)Lansoprazole 15 ma 720008 ance anly

4) lbuprofen 1200mg daily from ¥4 - 7608,

5) Study Medication ME-3200C or placebo 1tab g am
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History

Type Il Diabetes

- Post menopausal
- Migraine

- Gastro Esophageal Reflux Disease (GERD)

€9 MERCK

Mrs. Santo was screened and randomized to a Merck diabetic study. Review the data points collected
during her visits to determine whether any of them should be reported as an adverse experience.

Do any of the data points indicate
an adverse experience?

Her vital signs: Screening 7/11/08 Visit 1 Yes No Need more

7/25/08 information
Blood pressure 122/74 mmHg 124/74 mmHg . v
Respiratory rate per minute |22 22 = ¥
Pulse 64 bpm 66 bpm - W
Weight 87.8 kg 7.5 kg » W
Height 165.1 cm nat required - v

Study coordinator inquired if subject had any health

care visits since baseline visit and, if so, what was the

purpose of the visit?
doctor Yes

Dental appointment (=) i
clinic Ma 0 v
EMErgency raom Mo O W
hospital visits Ma = W
Concomitant Medications | 1) Rizatriptan Smg prn 1) Rizatriptan 5mg prn - not needed = v

2y Mefformin 500mg bid 2) Metformin 500 mag bid () ¥
3)Lansoprazole 18mg prn |3) Lansoprazole 15 ma 7/20/08 once only 0 4
4) lbuprofen 1200mg daily from ¥4 - 7608, () v
5) Study Medication ME-3200C or placebo 1tab g am - W
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History

Type Il Diabetes

- Post menopausal
- Migraine

Mrs. Santo was screened and randomized to a Merck diabetic study. Review the data points collected
during her visits to determine whether any of them should be reported as an adverse experience.
Now, with additional

information available

- Gastro Esophageal Reflux Disease (GERD)

Visit 1
Fi25/08

If more information was required from
previous response - here is the updated data.

Is the data point an
adverse experience?

Study coardinator inquired if subject had any
health care visits since baseline visit and, if so,
what was the purpose of the visit?

doctor

¥es
Dental appointment

Yisit was for routine teeth cleaning

Concomitant Medications

3)Lansoprazole 15 mag 720008 ance anly

3) Subject reported that on 7120 she went out to
dinner with friends and ate very spicy food.
Before she left home she took lansoprazole as
praphylaxis for her occasional gastro
esophageal reflux disease (GERD). Subject
did not have any problems with GERD.

4) lbuprofen 1200ma daily from 714 - 7H6/08

4) 3ubject took ibuprofen because of lower
hack pain that occurred after working in the
garden. She helieved itwas simply a sore
muscle, as the pain resalved in 2 days by using
a heating pad and taking the lbuprofen. She did
not seek any medical attention for the back
pain.

Yes No
-/ W/
-/ W/
-/ W/




History

Type Il Diabetes

- Post menopausal
- Migraine

Mrs. Santo was screened and randomized to a Merck diabetic study. Review the data points collected
during her visits to determine whether any of them should be reported as an adverse experience.
Now, with additional

information available

- Gastro Esophageal Reflux Disease (GERD)

Visit 1
Fi25/08

If more information was required from
previous response - here is the updated data.

Is the data point an

adverse experience?
Yes No

Study coardinator inquired if subject had any
health care visits since baseline visit and, if so,
what was the purpose of the visit?

doctor

¥es
Dental appointment

Yisit was for routine teeth cleaning

W
Use of lansoprazole

not related to an

Concomitant Medications

3)Lansoprazole 15 mag 720008 ance anly

3) Subject reported that on 7120 she went out to
dinner with friends and ate very spicy food.
Before she left home she took lansoprazole as
praphylaxis for her occasional gastro
esophageal reflux disease (GERD). Subject
did not have any problems with GERD.

e adverse experience
as subject has
documented history
of GERD and did not
have any new or
different problems.

4) lbuprofen 1200ma daily from 714 - 7H6/08

4) 3ubject took ibuprofen because of lower
hack pain that occurred after working in the
garden. She helieved itwas simply a sore
muscle, as the pain resalved in 2 days by using
a heating pad and taking the lbuprofen. She did
not seek any medical attention for the back
pain.

+ Non-serious adverse
experience — lower
back pain




You see a study patient that has a documented history of bilateral
osteoarthritis (OA) of the knee who reported at baseline that he
uses over-the-counter (OTC) acetaminophen (paracetamol) to treat
periodic osteoarthritis flares.

BAZXAZRASERR222,

The patient is in for a routine visit and reports to the study
coordinator that during the previous week his osteoarthritis knee
pain had increased as it always does when its rains and he took his
usual acetaminophen (paracetamol) 650mg four times daily on
Monday, Tuesday and Wednesday - with good results.
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Should this episode of osteoarthritis be captured as an
adverse experience?




You see a study patient that has a documented history of bilateral
osteoarthritis (OA) of the knee who reported at baseline that he
uses over-the-counter (OTC) acetaminophen (paracetamol) to treat
periodic osteoarthritis flares.

The patient is in for a routine visit and reports to the study
coordinator that during the previous week his osteoarthritis knee
pain had increased as it always does when its rains and he took his
usual acetaminophen (paracetamol) 650mg four times daily on
Monday, Tuesday and Wednesday - with good results.

Should this episode of osteoarthritis be captured as an
adverse experience?

According to the subject's report there was no
worsening of his baseline condition. The subject
reported that the flare occurred "as it always does
when it rains." He took his usual treatment and
dosage of acetaminophen (paracetamol) and had
good results & the pain subsided.




During a subsequent study visit, the subject reported that he had
another flare of his osteoarthritis, he took acetaminophen
(paracetamol) but it did not provide much relief. He reported
having severe difficulty even walking because his knees were stiff
and painful which was unlike his usual flare of osteoarthritis.

ILEXAINANRRRERS.

He went to his primary care physician who put him on naproxen
500mg every 12 hours that he took for 6 days.

He reported that the pain and stiffness started to improve after
being on the naproxen for 2 days and by the 6th day the pain and
stiffness were resolved.
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During a subsequent study visit, the subject reported that he had
another flare of his osteoarthritis, he took acetaminophen
(paracetamol) but it did not provide much relief. He reported
having severe difficulty even walking because his knees were stiff
and painful which was unlike his usual flare of osteoarthritis.

He went to his primary care physician who put him on naproxen
500mg every 12 hours that he took for 6 days.

He reported that the pain and stiffness started to improve after
being on the naproxen for 2 days and by the 6th day the pain and
stiffness were resolved.

Should this episode of osteoarthritis be captured as an
adverse experience?

Yes

T

Let’s discuss how you would handle
this adverse experience.




How would this adverse experience be classified and when would it

be reported to Merck/MSD?

dverse Experience.
o Merck/MSD within 5 days of learning of event.

lon-Serious Adverse Experience.
“Report to Merck/MSD within 24 business days.

orious Adverse Experience.




How would this adverse experience be classified and when would it
be reported to Merck/MSD? The pain and stiffness were worse
than reported at the beginning of the
study. This would be a worsening of a
pre-existing condition.

Non-Serious Adverse Experience.
Report to Merck/MSD when (e)Case Report Forms are
routinely submitted.
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Dr. Wright, who is the principal investigator for the Merck/MSD
hypertension study, receives a telephone call from the hospital
emergency room regarding one of her clinic patients, Mrs.
Sydney Clark who is also participating in the hypertension study.

The emergency room physician, Dr. Yen reports that the Mrs.
Clark presented with shortness of breath, sweating, severe chest
pain (9/10). The chest pain has lessened, but is still present, her
electrocardiogram shows elevated ST segment and significant Q
wave. Creatine kinase (CK) and Troponin blood levels were
drawn and the results are pending. Mrs. Clark's vital signs have
been unstable.

Mrs. Clark was given an aspirin to chew, intravenous morphine
and oxygen via nasal cannula. She was started on a nitroglycerin
drip and the chest pain has lessened, but is still a 6/10.

Saturday morning, 8:30am

Dr. Steven, the interventionalist cardiologist believes the patient
is experiencing a myocardial infarction. Dr. Steven is on her way
to the hospital to evaluate Mrs. Clark. Dr. Steven has the cardiac

catheterization lab on stand-by. The patient has been admitted

as an inpatient to the hospital in the coronary care unit.
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Dr. Wright, who is the principal investigator for the Merck/MSD
hypertension study, receives a telephone call from the hospital
emergency room regarding one of her clinic patients, Mrs.
Sydney Clark who is also participating in the hypertension study.
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The emergency room physician, Dr. Yen reports that the Mrs.
Clark presented with shortness of breath, sweating, severe chest
pain (9/10). The chest pain has lessened, but is still present, her
electrocardiogram shows elevated ST segment and significant Q
wave. Creatine kinase (CK) and Troponin blood levels were
drawn and the results are pending. Mrs. Clark's vital signs have
been unstable.

Mrs. Clark was given an aspirin to chew, intravenous morphine
and oxygen via nasal cannula. She was started on a nitroglycerin
drip and the chest pain has lessened, but is still a 6/10.

Dr. Steven, the interventionalist cardiologist believes the patient
is experiencing a myocardial infarction. Dr. Steven is on her way - I
to the hospital to evaluate Mrs. Clark. Dr. Steven has the cardiac :.\ ' ‘
catheterization lab on stand-by. The patient has been admitted

as an inpatient to the hospital in the coronary care unit. )
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Mrs. Clark has been on the
study medication for about 8
weeks. The study medication is
in the same class of
medications that she has been
on previously.
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Mrs. Clark did have a coronary
stent inserted several years ago
and really hasn't been
compliant with her diet and
exercise programs.
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Mrs. Clark did have a coronary
stent inserted several years ago
and really hasn't been
compliant with her diet and
exercise programs.

Right now | don't believe
this event is related to the
study drug.
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Dr. Wright, who is the principal investigator for the Merck/MSD
hypertension study, receives a telephone call from the hospital
emergency room regarding one of her clinic patients, Mrs.
Sydney Clark who is also participating in the hypertension study.

The emergency room physician, Dr. Yen reports that the Mrs.
Clark presented with shortness of breath, sweating, severe chest
pain (9/10). The chest pain has lessened, but is still present, her
electrocardiogram shows elevated ST segment and significant Q
wave. Creatine kinase (CK) and Troponin blood levels were
drawn and the results are pending. Mrs. Clark's vital signs have
been unstable.

Mrs. Clark was given an aspirin to chew, intravenous morphine

and oxygen via nasal cannula. She was started on a nitroglycerin Based on the information available is there a reportable
drip and the chest pain has lessened, but is still a 6/10. :
event, if so, what type of event?

Dr. Steven, the interventionalist cardiologist believes the patient
is experiencing a myocardial infarction. Dr. Steven is on her way
to the hospital to evaluate Mrs. Clark. Dr. Steven has the cardiac

catheterization lab on stand-by. The patient has been admitted

as an inpatient to the hospital in the coronary care unit.

Yes - Serious Adverse Experience

There is not enough information available to make a
determination.

No - because the subject has a previous history of
cardio vascular disease this does not fit the definition of

4 rSe experience.
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Dr. Wright, who is the principal investigator for the Merck/MSD
hypertension study, receives a telephone call from the hospital
emergency room regarding one of her clinic patients, Mrs.
Sydney Clark who is also participating in the hypertension study.

The emergency room physician, Dr. Yen reports that the Mrs.
Clark presented with shortness of breath, sweating, severe chest
pain (9/10). The chest pain has lessened, but is still present, her
electrocardiogram shows elevated ST segment and significant Q
wave. Creatine kinase (CK) and Troponin blood levels were
drawn and the results are pending. Mrs. Clark's vital signs have
been unstable.

Mrs. Clark was given an aspirin to chew, intravenous morphine
and oxygen via nasal cannula. She was started on a nitroglycerin
drip and the chest pain has lessened, but is still a 6/10.

Dr. Steven, the interventionalist cardiologist believes the patient
is experiencing a myocardial infarction. Dr. Steven is on her way
to the hospital to evaluate Mrs. Clark. Dr. Steven has the cardiac

catheterization lab on stand-by. The patient has been admitted

as an inpatient to the hospital in the coronary care unit.

Mrs. Clark was admitted as an inpatient to
the coronary care unit which meets the
serious adverse experience criteria of
hospitalization.

Based on the information available is there a reportable
event, if so, what type of event?

Yes - Serious Adverse Experience




Because Mrs. Clark is
participating in the
Merck/MSD study what do
I need to do and when?
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Is there any action required of Dr. Wright with regard to
reporting this serious adverse experience to Merck/MSD?

No Action
Because Mrs. Clark is
: ; participating in the
i ohrequied Merck/MSD study what do
I need to do and when?
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Is there any action required of Dr. Wright with regard to
reporting this serious adverse experience to Merck/MSD?

No Action

Because Mrs. Clark is
participating in the
Merck/MSD study what do
I need to do and when?

YES Action required
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What action would Dr. Wright need to take?

thé pi'otocol number, the subject allocation
_' the investtgatlonal medication, adverse

j’adVerse event or outcome, as well as name of
'son reporting event).




What action would Dr. Wright need to take?

Within 24 hours, Dr. Wright or her designee would need
to report the event to Merck/MSD with the currently
available information (at a minimum, they will need to
provide the protocol number, the subject allocation
number, the investigational medication, adverse
experience, as well as name of person reporting event).

3 Monday morning report the event to the sponsor
ng the subject identifiers, the medication under
, J,adverse event or outcome, as well as name of

i on reporting event).

uihfomlatton is available report the event to the sponsor.

That means by 8:30 a.m. tomorrow
morning (Sunday) Dr. Wright will need to
have notified Merck/MSD of the event.
Remember you must provide the event
term, in this case myocardial infarction
and not just ‘hospitalization.” Updates
will need to be provided as additional
information becomes available.
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uestions

If you have any questions please use the
‘Ask Question’ feature at the bottom of
the presentation player.

ASK QUESTION
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