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1 SUMMARY
1.1 TITLE

A Single Center, Randomized, Open-Label, Two Arm, Crossover, Study of
Subject Productivity Improvement and Satisfaction with Migraine Treatment
Using Treximet™ vs Usual Triptan. “Does Treximet™ Improve Productivity and
Patient Satisfaction Due to Sustained Response and Consistency of Response?”
V 08-26-15

1.2 RATIONALE

The finding that triptan + Nonsteroidal Anti-inflammatory (NSAID) as a
combination in the acute treatment of migraine is superior to either of the
medications alone suggests that there should be pharmcoeconomic
consequences to appropriate combination treatment. In addition, patient
satisfaction should correlate to more effective treatment. Accordingly, we have
sought and received a grant to evaluate work productivity, patient satisfaction,
and effectiveness of treatment in comparing sumatriptan + naproxen sodium to
triptan monotherapy in patients in the work place.

2 OBJECTIVES

Specific Aim 1: To compare work productivity as measured by the Work
Productivity Assessment Instrument (WPAI) after each of the 3 attacks treated
with usual triptan monotherapy to each of the 3 attacks treated with Treximet.

Specific Aim 2: After 3 attacks treated with usual triptan monotherapy, and after
3 attacks treated with Treximet, to compare the Completeness of Response
Survey (CORS), which will be collected and tabulated.
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Specific Aim 3: To compare Migraine-ACT after usual triptan monotherapy, and

Migraine-ACT after Treximet. Migraine-ACT is a validated patient-derived

instrument for measuring effectiveness of acute treatment, and is particularly

suited to evaluating this hypothesis because of its items on consistency of

response, comfort level with treatment for planning activities, and functional

evaluation:

e Consistency of response: Does your migraine medication work consistently,
in the majority of your attacks?

e Global assessment of relief: Does the headache pain disappear within 2
hours?

e Impact: Are you able to function normally within 2 hours?

e Emotional response: Are you comfortable enough with your medication to be
able to plan your daily activities?

Specific Aim 4: To determine if there is an interaction between medication
(usual triptan vs Treximet) and patient reported pain at time of dose with respect
to workplace productivity as measured by the WPAI — is one medication more
effective at improving workplace productivity when migraines are more severe at
time of dose?

Specific Aim 5: To compare various self-reported aspects of patient health
acquired in the Knowledge Program (KP) after 3 treatments with usual triptan
and 3 treatments with Treximet.

3 INVESTIGATIONAL PLAN
3.1  SUMMARY OF STUDY DESIGN

This is a single site, randomized, open-label, two arm, crossover, study of subject
productivity improvement and satisfaction with migraine treatment using
Treximet™ vs usual triptan.

This study will recruit 60 patients who are employed in a paying job, who have
episodic migraine (<15 days/month), who are using acute care triptan
monotherapy for their migraine (excluding combinations of any sort, such as
acetaminophen [APAP] and non-steroidals [NSAIDs]) and who have no
contraindications to triptan or NSAID use.

In one arm of the study, patients will treat 3 work day migraines with their usual
triptan and in the other arm of the study the same patients will treat 3 work day
migraines with Treximet. The medication that they use in the first arm of the
study is determined by randomization. They will maintain headache diaries for
the duration of the study and fill out the WPAI after each work day migraine. After
treating 3 work day migraines, they will also fill out CORS Part 1 and Migraine-
ACT.
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Between the completion of the 3™ migraine attack treatment, and the start of the
second treatment arm, there will be a minimum of a 48 hour washout period and
an office visit.

In the second arm, after cross over to the other treatment, the sixty patients will
maintain headache diaries, treat 3 attacks during any day in which they are
scheduled to work, and fill out the WPAI after each attack. Additionally, after 3
attacks are treated, they will fill out CORS Part 1, CORS Part 2 and Migraine-
ACT. This second arm differs from arm one in that the subjects will treat their
migraines with the other medication from that assigned in the first arm.

Subject participation will last approximately 3 months, depending on the days
needed to treat migraines during the workday according to protocol.

4, SUBJECT SELECTION
41 NUMBER OF SUBJECTS

This study will enroll 60 subjects for participation. There are no other sites for this
study.

The sample size was chosen to be a sufficient number to assess the effect of
Treximet on the WPAI using a crossover design in which patients will serve as
their own controls.

Based on previous GSK studies on Treximet utilizing the WPAI, the effect size
between Treximet and usual triptan care is expected to be small. In those studies,
comparisons of Treximet to placebo yielded differences of 0.4 to 1.4. For this
study, a one-point WPAI difference between Treximet and triptan is assumed to
be clinically meaningful. Furthermore, the GSK Treximet studies were parallel
designs with standard deviations ranging from 2.5 to 3.5. To account for the
correlation from patients acting as their own controls in this crossover design, a
standard deviation of the difference equal to 2.5 is assumed. Under these
assumptions, a total sample of 60, with 30 in each sequence, would power the
study at 86%.

4.2 INCLUSION CRITERIA:

A subject will be eligible to participate in this study if all of the following criteria
apply:

subject is 18 years or older at screening

subject has a history of migraine greater than 1 year

subject has been diagnosed with migraine before age 50
subject is an employed person (is paid wages for his/her work)

sON =
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5. subject has diagnosis of episodic migraine, by IHS criteria

6. subject uses triptan monotherapy as the primary migraine abortive
treatment

7. subject is not pregnant or nursing

4.3 EXCLUSION CRITERIA:

A subject will not be eligible to participate in this study if any of the following
criteria apply:

subject is less than 18 years of age at screening

subject does not have history of migraine greater than 1 year

subject was diagnosed with migraine after age 50

subject is not currently employed

subject does not have diagnosis of episodic migraine

subject does not use triptan monotherapy as primary migraine abortive

treatment

. subject is pregnant or nursing

subjects with a history of stroke, myocardial infarction (including

vasospastic coronary artery disease [CAD]or cardiovascular thrombotic

events

9. subjects with gastrointestinal disease history to include ulcers, bleeding or
perforations of the stomach or intestines

10.subjects with a history of significant renal or hepatic disease.

11.subjects with a history of significant ischemic cardiac symptoms (to
include angina pectoris of any type; silent myocardial ischemia:
cerebrovascular disease ( including any type of stroke, transient ischemic
attack), or peripheral vascular disease; such as ischemic bowel disease;
coronary artery bypass graft surgery

12.subjects with uncontrolled hypertension

13.subjects with use of monoamine oxidase-A inhibitors

14.subjects with current use of ergotamine-containing or ergot-type
medications, like DHE

15.subjects using 5-HT agonists

16.subjects with diagnosis of basilar or hemiplegic migraines

17.subjects with allergy to naproxen

18.subjects who are allergic to aspirin or NSAIDS where such allergies

induce syndrome of asthma, nasal polyps, urticaria and hypotension

2R

oo N

4.4 RANDOMIZATION

Quantitative Health Sciences has designed a randomization scheme which will
be used to make the treatment assignments for the study subjects. This
randomization plan is included in the appendix as 11.7.

Version 04-28-16



5 STUDY DOSAGE/DOSAGE REGIMEN

5.1 INITIAL TREATMENT

Subjects will take a single dose of Treximet™ (1 tablet, which is 85mg of
sumatriptan and 500mg of naproxen sodium) at headache onset, or Usual
Triptan (at regular prescribed dose) to treat each of 3 migraines occurring during
the work day.

5.2 RESCUE TREATMENT

At 2 hours post-dose, if the subject has headache pain such that additional
treatment is desired, subjects treating with their Usual Triptan will be permitted to
take a second dose of their Usual Triptan, or their usual care rescue medication
( however, no NSAIDS or other triptans would be permitted as a rescue
treatment). For subjects treating with Treximet™, who have headache pain such
that additional treatment is desired at 2 hours post dose, subjects may treat with
a second Treximet™tablet or their usual care rescue medication (however, no
NDAIDS or other triptans would be permitted as a rescue treatment). Subjects in
both treatment arms may, at 24 hours post initial dose, take a second dose tablet,
(if a second dose [usual triptan or Treximet™tablet] has not already been
taken),when headache pain continues to require treatment. No more than 2
Treximet™ tablets are permitted to treat one migraine.

53 STUDY DRUG SUPPLY
For the treatment period when the subjects are taking Treximet™, they will be
dispensed a study drug bottle containing 3 Treximet™ tablets for initial dosing (1

tablet dose) of 3 migraines during the work day.

5.3.1 Treatment Assignment will be made according to the randomization
schedule created by Quantitative Health Sciences at Cleveland Clinic.

5.3.2 Treatment will be open label.
5.3.3 For study product accountability, subjects will have documented
dispensation of study product and will return study drug containers at the office

visit following the Treximet™ treatment arm completion.

5.3.4 Subjects will record treatment use in study diaries for the treated migraine
attacks.

6 STUDY ASSESSMENTS

The Study Flowsheet (time and events table) provided below lists the study
activities throughout the protocol.

STUDY FLOW CHART

| | | Washo |
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First Arm ut Second Arm
(Treximet™ or Usual | Windo | (Treximet™ or Usual
Triptan) w Triptan)
Screen - Treat 3 Migraines (at - Treat 3 Migraines EOS
(Office least (Office
Visit) 48h Visit)
post V4
tx)
(Office
Visit)
Procedure Visit 1 Visit | Visit | Visit | Visit5 | Visit | Visit | Visit | Visit9
2 3 4 6 7 8
Informed Consent X
Inclusion/Exclusio X
n
Office Visit (PE,
Vitals Neuro X X
Exam)
Urine Pregnancy
Test (if female and
childbearing
potential) X X X
Conmeds X X X
AE/SAE collect X X
Migraine History & X X
update
Medical History- & X X X
update
Educ/Disp/Revu X X X X Collect X X X Collect
Diary
Switch
Randomization X TX Arm
Disp/Take/Collect
Study Drug X X X Collect X X X Collect
WPAI X X X Collect X X X Collect
CORS 1 X Collect X Collect
CORS 2 X Collect
MigraineAct X X Collect X Collect
KP Data X X X
6.1 EFFICACY

Efficacy comparisons of Treximet™ vs Usual Triptan treatment will be collected
using the CORS 1, CORS 2, WPAI and Migraine-Act assessment tools. Pain
level at time of dose is captured as part of the Study Diary.

6.2 SAFETY

Adverse events will be collected via subject report on study diaries and at office

visits during the physician assessments and noted in the electronic medical

record. Adverse events will be noted from the date of the first study visit until the
end of study visit has been completed.
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Serious Adverse Events will be reported to the Cleveland Clinic Office of the IRB,
to Pernix Therapeutics and the FDA, in accordance with IRB policy. Medical
details of these Serious Adverse Events will be noted in the electronic medical
record.

7 DATA MANAGEMENT

Study data points will be collected on the questionnaires and diaries completed
by the subjects. These data will be provided to QHS for statistical analysis and to
Pernix Therapeutics for their review and analysis.

8 DATA ANALYSIS
8.1  HYPOTHESIS

Treximet™, because of its multiple mechanisms of action and resultant synergy
of effects, should be more effective than usual care in improving productivity,
reducing migraine impact, and providing patients with optimal treatment upon
which they can rely, the latter specifically because of Treximet™’s consistency of
response and high pain free and sustained relief efficacy.

8.2 DESIGN AND DATA ANALYSIS CONSIDERATIONS

For the crossover design, there is a special need to identify if a carryover effect
exists. For the primary outcome, WPAI score after last attack, the mean
sequence sums will be compared with a 2-sample t-test (see Toutenburgin
references pp. 344-346). If no significance is found, then the assumption will be
that there is no carryover effect and treatment differences will be evaluated
through a mixed model analysis. The model will include trial period, sequence
(usual triptan f/b Treximet or Treximet f/b usual triptan) and treatment as fixed
effects. If carryover does exist, then only the first trial period results will be used
and a 2-sample t-test will be conducted to look for treatment differences. A
sensitivity analysis will be performed in which WPAI scores from all 3 attacks will
be included in the model.A second model will be created with the inclusion of an
interaction term between treatment and pain level at time of dose.

Lost Workplace Productivity and Non-Work Activity Time - WPAI analysis

Subjects are to record the number of hours they miss from work due to migraine
symptoms (WM), the number of hours they miss from routine activities outside of
paid work due to migraine symptoms (RAM), the number of hours they continue
to work while having migraine symptoms (WS), the number of hours they
continue routine activities while having migraine symptoms (RAS), and how
effective they are while continuing routine activities while having migraine
symptoms (RAE). Lost workplace productivity (LWP) and lost activity time (LAT)
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will be calculated as follows. The overall lost workplace productivity and activity
time for the attack will be the sum of the two measures (LWP + LAT) where

LWP = WM + (WS x [(100% - WE/100%])
LAT = (RAM + (RAS x [(100% - RAE)/100%]))

If the subject has indicated that work was not scheduled on a given diary, the
LWP for that diary day will be 0 regardless of what information may have been
filled out on the diary regarding WM, WS, or WE.

For the secondary outcome Migraine-ACT, a binary outcome will be calculated
(e.g. O0=if Migraine-ACT is not favorable, 1=if Migraine-ACT is favorable) and
used to identify carryover. [Note: A favorable response in Migraine-ACT is a
value of 3 or 4.] The odds of a favorable triptan f/b Treximet sequence will be
compared to the odds of a favorable Treximet f/b triptan sequence through an
odds ratio, which will be evaluated with a chi-square test (see Toutenburg’ p.
369). If no significance is found, then the assumption will be that there is no
carryover effect. That assumption will be applied when analyzing both the binary
and ordinal (levels > 2) values of Migraine-ACT. Treatment differences will be
evaluated through a generalized estimating equation with a logit link function (or
cumulative logit link function). The models will include trial period, sequence, and
treatment as fixed effects. If carryover does exist, then only first trial period
results will be used. In that case, treatment differences will be evaluated through
a chi-squared test for binary outcomes and through a Mann-Whitney U-test for
ordinal outcomes (levels > 2).

All tests for significance will be conducted at the 95% confidence level (i.e. a
=.05). Analysis will be conducted in SAS® v9.2.

CORS data will be tabulated as follows: For CORS part 1, a frequency count and
percent by question answer will be provided. This will be reported by treatment
(Treximet™ vs triptan) within period and in total. For CORS part 2, a frequency
count and percent will be provided by answer for each question. In addition, a de-
identified data set containing CORS information will be provided to Pernix
Therapeutics for additional psychometric analysis.

9 STUDY CONDUCT CONSIDERATIONS
The clinical research will be performed according to current Cleveland Clinic IRB
Policy regarding Good Clinical Practices. The study principal investigator will

oversee the performance of this study and is up to date and certified with CITI.

10 STUDY REFERENCES
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APPENDIX LI

PRODUCTIVITY QUESTIONNAIRE

Study ID #

Date Completed

|

11

Answer the following questions at bedtime of the day you treated your migraine

attack with study medication.

Were you scheduled to do paid work during this migraine attack?

[Y]oYes [N]oNo

If Yes, record the number of hours (to the nearest one-half hour) you
were scheduled to do paid work during this migraine attack:

oo . o Hours

Record details of how this migraine attack affected your work and non-work related activities

in the table below:

Activity

Number of
hours
missed from
doing
activity due
to migraine
symptoms

Zero = 00.0

Number of
hours
continued to
do activity
with migraine
symptoms

Nine hours =
9.0

Estimate how effective
you were, compared to
your usual performance,
while you continued to do
activity with migraine
symptoms

If number of hours doing
activity is 00.0, DO NOT
COMPLETE.

100% = effective as usual

(%)

1. Paid work activities.
Complete this row only if you
were scheduled to do paid

work
during this attack.

2. Activities outside your paid
work.

(eg, leisure activities,
household

chores/tasks, family/social

activities, etc.)
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APPENDIX II.2 CORS 1

CORS Vervdon 1,0 Page 1

Completeness of Response Survey
{CORS)

Fluoase think about your overall expetience with wur corrent migraine treatment aod check ooe b Jur
eueh fuestion below,

Lz, [lene ofien dnes one dose of your ¢ perenl Dipraine treatment enmplerely relicve sonr Aeadachs pain?

Mome ar almast none of the timg — SKIP 'TO QUESTIOMN 2.4,
Some of the tine

About hall of the time

T it ooF tla i

All ar almnst all of the thn

11, Hue cruikly dows wour nerene rodgraine ceatient eotuplelely relieve wour headazhe pain?

Loas chan 30 iyl
M joirusdes to | haur
1 hewar 1o 2 Bionws
More than 2 ey

2a. When v fave o mderedas, how ofton do you cepericace neckslouléer pain?

moncor glmost none of O Loe — SKIP TO QUESTTON 34,
Somue ol 1Le L

Abheut hall af the time

Ilnse ot the rione

All ot almast all of the tme

Ty, Uow olten does cme dose 0l yrwr current migraine: deibonen, cempletely relisve yoor neckishmclder pain
whon pon eaprerience peckdstulder pain with o misraing?

Meme or almest none of the ime — SKTP T QL ESTION 34,
Sorne uf he Loe

Abent half of cae time

Mozt of the tiwe

Al ur wlmast all of tha ome

2. v quickly does yrur eurrent mig-aioe wenlment cornplesely relicve your neskdShounlder painy

T Dan 30 joules
My minutes 1o 1 hoe
1 henae to 2 ool
More than 2 hours
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APPENDIX II.4 MIGRAINE-ACT

Migraine-ACT

Question

Yes

No

When you take your treatment:

Does your migraine medication work consistently, in the
majority of your attacks?

When you take your treatment:

Does the headache pain disappear within two hours?

When you take your treatment:

Are you able to function normally within two hours?

When you take your treatment:

Are you comfortable enough with your medication to be
able to plan your daily activities?

Migraine-ACT Score
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APPENDIX I1.5 STUDY DIARY
WEEK 1 WEEK 2
Date: [ Date: [

DayMTW TH F S SU (please circle one)
Headache today Y or N (please circle one)
If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Day M TW TH F S SU (please circle one)
Headache today Y or N (please circle one)
If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Date: [/ [
DayMTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: /| |
Day MTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Date: [/ [
Day MTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Date: [/ [
DayMTW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: /| |
Day M TW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Date: [/ [
Day M TW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: [

Day M T W TH F S SU (please circle one)

Date: [

Day M TW TH F S SU (please circle one)
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Headache today Y or N (please circle one)
If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Headache today Y or N (please circle one)
If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Date: [/ |
Day M TW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale of 0

to 10
(with 0 being absence of pain and 10 being worst
possible pain)

Date: [/ [
Day M TW TH F S SU (please circle one)
Headache today Y or N (please circle one)

If YES:

Time Headache Started: AM/PM
Time Headache Stopped: AM/PM
Pain Level at Dose Time = Scale

of 0to 10
(with 0 being absence of pain and 10 being
worst possible pain)

Version 04-28-16
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WEEK 3

WEEK 4

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [ ]

DayMTW TH F S SU (please circle

Date: [ ]

DayMTW TH F S SU (please circle
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one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:
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Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)
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WEEK 5

WEEK 6

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [ ]

DayMTW TH F S SU (please circle

Date: [ ]

DayMTW TH F S SU (please circle
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one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:
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Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)
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WEEK 7 WEEK 8

Date: /| Date: /[

DayMTW TH F S SU (please circle DayMTW TH F S SU (please circle
one) one)

Headache today Y or N (please circle Headache today Y or N (please circle
one) one)

If YES: If YES:

Time Headache Started: Time Headache Started:

AM/PM AM/PM

Time Headache Stopped: Time Headache Stopped:

AM/PM AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Pain Level at Dose Time =

Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =
__ Scaleof0to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/

Date: [/
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DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

DayMTW TH F S SU (please circle
one)
Headache today Y or N (please circle
one)
If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10
(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |

DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =
__ Scaleof0to 10

(with 0 being absence of pain and 10
being worst possible pain)

Date: [/ |
DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)

Date: [/ [
DayMTW TH F S SU (please circle
one)

Headache today Y or N (please circle
one)
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If YES:

Time Headache Started:

AM/PM

Time Headache Stopped:

AM/PM

Pain Level at Dose Time =

Scale of 0 to 10

(with 0 being absence of pain and 10
being worst possible pain)

If YES:
Time Headache Started:
AM/PM
Time Headache Stopped:
AM/PM
Pain Level at Dose Time =
Scale of 0to 10
(with 0 being absence of pain and 10
being worst possible pain)
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APPENDIX 11.6

HIGHLIGHTS OF PEESCRIBING INFORMATION

These highlights do not include all the information needed o wse
TREXIMET saffiely and effectively. See full presoribisg informstion for
TREXIMET.

TEEXIMFT (sematriptsn asd naproren sedimm) cshlee:, for oral nse
Imitial T.5. Approvsl- 2008

WAERNTNG: CARDIOVASCTULAR AND GASTROINTESTINAL

_ See full prevoribing information for Bawed
= N ami-inflammatory drogs (MSAIDs) camse am increased

infarction, amd sirele, wiich cam be fatal This risk may moresse with
duration of wse. Putient: with cardisvascalar disexse or rizk factors for
cardiovascaler disease may be at grester rizk (3.1}

= NEAID: camse an increased risk of seriens pastrointestingl adverse
events incinding blreding, nloeration, and perforntion of the soomsch
or imtestimes, which cam be fatsl These svemts can ooour ot s sy Gme
durisp ne and with oot warsing sympioms. Flderty patiests are st

sreater risk for seriens pasiroimtestinl evemts:. (5.F)

—  FFCENTMAJORCHANGES
Indications and Usag (1) 052015
Dusage and Adminizmaion (2.7) 032013

—_—  INDECATIONS AND USAGE——————————
TRERIMET is a combination of sumatzipan, a serctonds (-3T) 114

. N

without s in sdults and pediainc patients 12 years of age and oldar. (1)
-m-ll iil Ii-

= s onby if a clear diagnosis of mig Boadachs has bean eatablished (1)

= Hot indicated for the tharapy of migrine attecks. (1)

= Not indicaed for the treatnvant of chaster beadacha. (1)

—  DOSAGE AND ADAMINISTREATION

» Bscommendod desagn: 1 tablet of 85500 mg. (213
= Muommem dosage i a 24-howr paricd: 2 tablets of 85500 my; soparste
dowes by at least 2 hours. (2.1)

Bydiatric Patignts 12 to 17 vears of Age
» Bscommendod dowage: 1 tablet of 10550 mg.
= Muoomem dosage m a 24-how paricd: 1 tablet of 85/500 mg.

Mild to Modambe Hepatic Inpaimsant
» Bscommendod desage: 1 tablet of 1060 me. (23, 87)

DOSAGE FOBMS AND STRENGTHS———————————

Tahlsts: B3 mg iptan /500 mg nap sodimm (F)
10 mg mumatriptam 0 mg naproses. sodinm (3)
CONTEAINDICATIONS

» History of comnary artery dissass or coronary wasospasm. (46)
Emdmmmﬂlpﬁmm

WaolF-Parkinson-Winte symdrome or other cardiac acossory condnction
pllh.'n:yl:.lmlnﬂ 5

+ History of simcka, fucharmic artack, or bamiplegic or basilar

26

TREXIMET™ PACKAGE INSERT

+ Baocomt (within 24 hours) ms of ancthar S-I'l'['. I.EI:I.BI‘{O\.E. amorihar
triptam) or of arg

L Cmu“{put!ﬂs]mnfm-mim
3]

+ Astma, chinitis, and amal polyps syndmms induced by aspinin or other

- Erpnmi}'bm or any cthar comp of
'Iml‘{mmdlqhﬂmlm] -

= Third trimestar of progmncy. (4)

—— WARNINGS snd PEECAUTIONS
» Myocandial isch farchon, siroke, Po I"s amgrina: Porform
cardiac evalation in patients with candi zalar risk factors. (3.1)

= Arrinthming: Discontims TREXIMET if ocours. (33

+ Chest'throaneck jaw pain. tightness, pressum, or heaningss: Ganarally nat
associxied with mrpocandis] ischansia; avalmte: for conmany artery disease
in patients af bigh osk {3.4)

» Carchral hemorrhags, setamchmoid hamsorhegs, and stroke: Discontime

i
g
sE
it

» Ramal papillary secrosis amd ofher ranal injury wath bong-barm nsa:
Divcontimne TREXIMET if occars. {3.11])

= Anaphylactic mactions: TREXIMET should not b given to patisnts with
the aspimin tiad. {3.1Z)

= Soriows wkin reactions: Discontimme TRESIET at first sign of msh. (3.13)

» Floraizd Inoor anrymeses. and sevans hopatic mactions: Discontiomg nss
immwdiziely if abnormal Her eneymes pardst or women. (3.15)

————  ADWFESF REFACTIONS

L] .lhh]]mn.mﬂ.m mdﬂtﬁmﬁtﬂut

e paintig z pnmlrwmdr:rm

{51
» Podistrics: Hot finsh (L., hot fxhfos]) and mmscle tightness. (5.1
Ta report SUSFECTED ADVERSE comtsct Peraiz

RFACTIONS,
Therapentics af 1- 5807937145 or FIUA at 1-B0M-FIA-1088 or
o fily sew/medwratch.

—Dnmmmu:rams—
. Mt ?

plasma kwals. (7.4)
- mmnmﬁﬂ
* Angiotensin-Comeoing SoIyIE L dimmetics, beta-blocker: May
meince antihyperensive sfects. (7.7)

» Lithinme: Incrasses Bthinm phioms kool (7.9
» Warfann: Higher risk of sarions gastromiostnal blesdmg. 7.12)

—————— USEIN SPECIFEC POPULATHONG
» Pmgnancy: Baed on animal dats, mory comsa fetal herm (8.1
= Sovers Ranal i Mot moommended in patients with creatinine
clearmoe <30 ml/min (B.6)
See 17 for PATIENT COUNSELING INFOEMATION and FDA-
approved Medication Guide
Ervized : 05005

FULL PRESCRIBING INFORMATION: CONTENTS
1 INDICATIONS AND USAGE
1 DOSAGE AND ADMINISTRATION

11 Dosage in Adults

11 Dusage in Pediatrc Patients 12 to 17 yeam of age
13 Duosage in Patients with Hepatic Empaimment

14  Ademistation Eformation

e
E
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Arrrythemiz
54 Chast, Throat, Nack, and/'or T Pain Tightnoss Pressms
33  Cemshrovascular Events
36  Other Vasosprsm Eeactions
i7 [Hypertension
38  Congesthve Heart Failnme and Fdemas
39  Medication Overme Headache
310 Serolomin
311 Raonal Toxicity
31 Anspivhctic Roactions

513 Sarious Skin Feactions
il4 Pegmancy
515 Hepatotoaicity



516 Humaologic Temcity
517 Exacarbation Asthma Folsted to Aspirin Sensitiviey
316 Sedmmes
§ ADVERSE EEACTIONS
6.1  Climical Trisls Fxparionce

Syndroms
1.7  Angiotensin-Comverting Fnoyme Inhibiors
7.8 Dimutics
18  Lithinm
710 Probanocid
711 Propranalol and Crther Bats-Blodioars
712 Wariarim
113 DrgLaboratory Test Ineractions
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10 OVERDHDSAGE
11 DESCEIFTION
12 CLINICAL PHARMACOLOGY

13 NONCLINICAL TOXICOLOGY

14 CLINICAL STUDIES
141 Adults
141 Podiamic Patioats 12 to 17 Years of Age
16§ HOW SUPPLIFINSTORAGE AND HANDLING
17 PATIENT COUNSELING INFOEMATION
*Sections ar suhsections omtied from the full proscibing nformeation ar not
listed.
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FULL FRESCRIBING INFORMATION

WARNING: CARDIOVASCULAR AND GASTROINTESTINAL RISKES

» Cardiovascular Risk: Nonstercidal anti-inflammatory drogs (MSATDs) canse an increased risk of seriouns cardiovascular
thrombotic events, myocardial infarction, and stroke, which can be fatal This risk may increase with duration of nse.
Patients with cardiovascular disease or risk factors for cardiovascular disease may be at greater risk [see Warnings and
Precanfions {3_1)].

# Gastreintestinal Risk: MSATDs canse an increased risk of serions gasirointestinal adverse events including bleeding,
nlceration, and perforation of the stomach or intestines, which can be fatal These events can occur at any time during nse
and withowt warning symptoms. Elderly patients are at greater risk for serious gastrointestinal events [see Warnings and
Precanfions {3.2)].

1 INDICATIONS AND USAGE

TREXIMET is indicated for the acte treatment of migreine with or without aura in sdults and pedistric patients 12 years of age and

older.

Liitations of U

» Use anly if a clear diagnosis of mrigraine headache has been established Tf a patient has no response to the first migraine attack
treated with TREXIMET, reconsider the diagnosis of migraine before TREXIMET is administered to treat any subsequent attacks.

» TREXIMET is not indicated for the prevention of migraine attacks.

 Safety and effectivensss of TREXIMET have not been established for chuster haadache.

1 DOSAGE AND ADMINISTREATION

11 Daosage in Adulis

The recommended dosage for sdults is 1 tblet of TREXIMET 25/50) mg. TREXIMET 85/500 mg contains 2 dose of sumsatriptan
hizher than the lowest effective dose. The choice of the dose of sumatriptan and of the use of a fixved combination such as in
TREXIMET 8550 mg should be made on an individual basis, weighing the possible benefit of 3 higher dose of sumatriptan with the
potentis] for a greater risk of adverse reactions.

The maxinmm recommended dosage in 3 24-hour period is 2 tablets, taken at least 2 howrs apart

The safety of reating an averaze of more than 5 mipraine headaches in adults in a 30-day period has not been established

11 Dosage in Pediatric Patients 12 to 17 Years of Age

The recommended dosage for pediatmic patients 12 to 17 years of age is 1 tablet of TREXIMET 10/60 me.

The marxinmm recommended dosage ina 24-hour period is 1 tablet of TREXIMET E5/500 mg.

The safety of treating an averaze of more than 2 migraine headaches in pedistric patients in a 30-day peried has not been established.
13 Daosing in Patients with Hepatic Impairment

TREXIMET is contraindicated in patients with severe hepatic impairment [Tee Contramdicarions (4), Le in Specific Populations

{B.7), Clinical Pharmacology (12.3)].

In patients with mild to moderate hepatic impairment, the recommended dosage in a 24-hour period is 1 tablet of TREXIMET 10/60
mg [see Use in Specyfic Populations (8.7}, Clinical Pharmacology (12.3)].
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14 Administration Information
TREXIMET may be adminictered with or without fiood. Tablets should not be split, crashed, or chewed.

3 DOSAGE FOEMS AND STRENGTHS

10 mg sumatriptan'§0 mg naproxen sodiom. light-blue flm-coated tablets, debossed on one side with “TREEXIMET ™ and the other
side with “10-507.

15 mg sumamiptan’500 ms naproxen sediom, blue film-coated tablets, debossed on one side with “TEEXIMET™.

4 CONTRAINDICATIONS

TREXIMET iz contraindicated in the following patients:

#«  Ischemic coromary artery disease (CAD) (anzina pectoris, history of myocardial infarction, or docomented silent ischemia) or
COTODATY STfery vasospasm, inclnding Prinemetal's anging [tee Warnmgs and Precautions (3.1)].

=  History of coronary artery bypass zraft (CABG) surpery [See Warnings and Precautions (3.1)].

»  Wolf-Parkincon-White syndrome or arrhythmias associated with other cardiac accessory conduction pathmay disorders [Tee
Warnings and Precautions (5.3)].

«  History of sttoke or transient ischemic attack (TLA) or history of hemiplepic or basilar migraine because these patients are at a
hizher risk of stroke [fee Warnings and Precautions (3.5)].

#«  Penphersl vasoular disease [zee Warnings and Precaufions (3.4)].

#  Icchemic bowel disease Toe Warnings and Precautions (3817

+ Uncontrolled hypertension [fee Warnings and Precautions (3.71].

« Fecentuse (1.e., within 24 howrs) of erzofamine-containing medication, ergot-type medication (such as dihydroerzotamine or
methyserzide), or another S-hydrocorryptamine, (5-HT,) agonist [see Drue Inferactions (7.1, 73)].

« Conomrent admimistration of 3 monoamine oridase (MAO)-A inhibitor or recent (within 2 weeks) nse of an MAO-A inhibitor
[see Drug Interactions (7.2), Climical Pharmacology (12.3)].

#® Acthma urticaria, or allergic-type reactions after taking acpirin or other WSAID: [toe Warnings and Precautions (3.12, 513,
JITH.

«  Hypersensitivity to sumatriptan naproxen, or aoy other component of TREXIMET . Feactions have incloded angicedema and
amaphylaxis [fee Warnings and Precautions (3.12)].

#  Third trimester of preguancy [see Warnings and Precautions (3.14), Use in Specific Populations (B.1)].

&  Severs hepatic impairment Cree Wernings and Precoufions (3.13), LEe i Specific Populatons (8.7), Climical Pharmacolagy
{12.3)].

5 WARNINGS AND FRECAUTIONS

51 Myocardial Ischemia, Myocardial Infarction, Stroke, Prinzmetal’s Angina

The use of TREXIMET is contraindicated in patients with ischemic or vasospastic coronary artery disease (CAD) or with a history of
CABG surpery due to increased risk of serious cardiovascular events with sumsiriptan and NSAIDS Gee Contraindications (F1].

Cardiovascular Events With Sumatriptan

There have been rare reports of serious cardiac adverse reactions, including acute myocardial infarction, ecomming within a few
hours following administration of sumatriptsn. Some of these reactions ecomred in patients withowt known CAD. TREXIMET
may CANse COTDOATY artery vasospasm (Prinzmets]’s angina), even in patients without a history of CAD.

serious candiovasoular thrombotic events, myecarndial infarction, and stroke, which can be fatal . A1l NSATDs, both COX-2
selective and nomselective, may have a similar risk. Patients with known cardiovasculsr disease or risk factors for cardicovasonlar
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disease may be at greater sk To minimize the potential risk for an adverse cardiowvascular event in patients treated with an
NSATD, the lowest effective dose shonld be used for the shortest duration possible

There is no consistent evidence that conourment nse of aspirin mitirates the increased nisk of serions cardiovasoolar thrombotic
events associated with NSATD vse. The conowrrent use of aspinn and an NSATT does imcrease the risk of serious gastrointestinal
events [fee Warnings and Precautions (3.2)].

Perform a cardiovascular evaliation in patients who have nmiltiple cardiovascular risk factors (e g, increased age disbetes,
hypertension, smoking, ohasity, strong family history of CAD) prior to receiving TREXIMET. If there is evidence of CAD or
coronary artery vasospasm, TEEXIMET is conraindicated For patients with nmitiple cardiovasoular risk factors who have a negative
cardiovasoalar evaliation, consider administering the first dose of TREXIMET in a medically supervised setting and performing an
electrocardiogram (ECG) immedistely following administration of TREXIMET. For such patients, consider periodic cardiowasonlar
evaluation in intermittent long-term users of TREXIMET.

Phyzicians and patients should remain alert for the development of cardiovascular events, even in the absence of previous
cardiovasoolar symptoms. Patients should be informed shouat the signs and'or symptoms of setious cardiovasoular events and the steps.
to take if they ocour.

Prsg tim= Experience with TREEIE]

Among 3 3072 adult patients with mipraine whoe received TREXIMET in premarketing controlled and uncomtrolled clinical trials, a 47-
year-old female with cardisc risk factors in an open-label 12-month safery trisl experienced signs and symptoms of acute coTonary
syndrome approximately 2 hours after receiving TREXTMET .

52 Gastrointestinal Bleeding, Ulceration, and Perforation

NSAIDE, inchiding naproxen a component of TREXIMET canse serions gastointestinal adverse events incloding inflammation,
bleeding, ulceration, and perforation of the stomach, small intestine, or large intestine which can be fatsl. These setious adverse
EVEnls CAN OCOUT &t any tme, with or withowt waming symptoms, in patients reated with N5AID=s. Only 1 in 5 patients who dewvelop a
SETIOUS UppeT Fasthointestinal adverse event on NSAID therapy is symptomatic. Upper gastoointestinal ulcers, gross bleeding, or
perforation cansed by HSATD: sppear to ocour in spprocimately 1% of patients treated daily for 3 to § months and in shout 2% to 4%
of patients treated for 1 year. However, even short-term thetapy is not without nisk.

Among 3 3072 adult patients with mipraine whoe received TREXIMET in controlled and unconirolled clinical trials, 1 patient
experienced a recwrence of gastmic ulcer afier aking § doses over 3 weeks and 1 patient developed a gastric ulcer after reating an
average of § attacks per month over 7 months.

TREXIMET should be prescribed with extrems caution in those with a prior history of ulcer disesse or gastrointestinal bleading.
Patients with a prior history of peptic ulcer disease and'or gastrointestinal bleeding who nse NSAIDs have a greater than 10-fold
increased risk for developing sastrointestingl bleeding compared with patients with neither of these risk factors. Other factors that
increase the risk for gastrointestinal bleeding in patients treated with NSATDs include concomitant use of oral corticesteroids or
anficoagmlants or antiplatelets (including low-dose aspirin), longer duration of MSATD therapy, smoking, use of alcohol, older age, and
poor genersl health statns. Bost postmarketing reports of fatal gastrointestinal events scowred in elderty or debilitated patients, and
therefivre specisl care should be taken in treating this population.

To minimize the potential risk for an sdverse gastrointestinal event in WS AID-reated patients, the lowest effective dose should be
used for the shortest possible duration Patients and physicians should remain alert for signs and sympioms of gastrointestinal
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ulcerstion and bleeding during WSAID therapy and promptly imitiate additional evaloation and trestment if 2 serious gastroinfestinal
adverse event is suspected. This should inchide discontineation of the NSATD until a serious gastrointestinal adverse event is rlad
out For hizh-rick patients, alternate therapies that do not mvolve NSAIDs should be considerad.

53 Arrhythmias

Life-threatening distarbances of cardiac rhythm inchoding ventricular tachycardia and ventricular fibrillation leading to death, have
been reported within a few hours following the administration of 5-HT, agomists. Discontinne TREXIMET if these distorbances ocour.
TREXIMET is contraindicated in patients with Wiolff-Parkinson-White syndrome or arhythmiss associated with other candiac
accessory conduction pathway disorders.

54 Chest, Throat, Neck, and‘or Jaw Pain/TighinessPressure

Sensations of tightness, pain, pressure, and heaviness in the precordiom, throat, neck, and jaw commonly eccur after treatment with
sumatriptan and are usually non-cardiac in onigin However, perform a cardisc evaluation if these patients are at hizh cardiac risk. The
use of TREXETIMET is confraindicated in patients with CAD and those with Prinemetal’s variant sngins.

55 Cerebrovascular Events

Cerebral hemorthage, subarachnoeid hemomhage and stroke have ocommed in patients treated with 5-HT) agonists, and some have
resulted in fatalities. In 8 mmmber of cases, it appears possible that the cerebrovascular events were primary, the 5-HT,; agomist having:
been administered in the incomect belief that the symptoms experienced were a consequence of migraine when they were not. Also,
patients with migraine may be at inreased risk of certain cerebrovascular events (e g., stroke, hemomrhage, TIA). Discontinme
TEREXIMET if a cersbrovascular event ocours.

Before treating headaches in patients not previeusly diapnosed a5 migraineurs, and in migraineurs who present with atypical
sympioms, excluode other potentially serious neurological condifions. TREXTIMET is contraindicated in patients with a history of
stroke or TIA [See Comtramdications ($)].

5.6 Other Vasospasm Reactions

Sumatripian may cause non-COToNATY VAsospastic reactions, such as peripheral wascular ischemia, gastrointestinal vasoalar ischemia
and infarction (presenting with sbdominal pain and bloody disrrhea), splenic infarction, and Baynand's syndrome In patients who
EXperience SYmpLoms or sizns suggestive of non-coronsry vasospasm reaction following the use of any 5-HT, agomist, rule ouwt a

Feports of transient and permanent blindness and significant partial vision loss have been reported with the use of 53-HT, agomists.
Since visual disorders may be part of 3 mipraine sttack, a causal relstionship between these events and the use of 5-HT, aponists have
ot been clearly establiched

5.7 Hypertension

Sigmificant elevation in blood pressure, inclnding hypertencive crisis with scute impairment of organ systems, has been reported on
rare GCCASions in patients treated with 5-HT) aponists, inchiding patients without a history of hypertension.

NEATDE, including naproxen, a component of TREXIMET, can lead to onset of new hypertension or worsening of preexisting
hypertension, either of which may contribute to the increased incidence of cardiowascular events. Patients taking thisrides or loop
Momnitor blood pressure in patients treated with TREXIMET. TREEXIMET is contraindicated in patients with uncontrolled
hypertension [See Contramndications (41].
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58 Heart Failure and Edema

Fhuid retention, edems, and peripheral edems have been chserved in some patients taking NSAIDs. Since esch TREXIMET £5/500
mg tablet contains spproximately 60 mg of sodinm and each TREXIMET 10/60 m tablet contains approximately 20 mz of sodiom,
this should be considered in patients whose overall intake of sodimm must be severely restricted. TREXIMET should be nsed with
cawtion in patients with fiwid retention or heart filure.

59 Medication Overnse Headache

Ormemise of acute mizraine dmgs (e g., eTpotamine, friptans, opioids, or a combination of these dmgs for 10 or more days per month)
may lead to exacerbation of headache (medication overse headache). Medication overuse headache may present as migraine-like
daily headaches, or a5 3 marked increase in frequency of mizraine attacks. Detoxification of patients, including withdrawsl of the
overnsed dmgs, and treamment of withdrawal symptoms (which often inchodes a transient worsening of headache) may be necessary.

510 Serofomin Syndrome

Serotonin syndrome may eoconr with TREXIMET, particularly during coadmimistration with selective serotonin renptake inhibitors
(55RIs), serotonin norepinephrine renptake inhibitors (SMEIE), ricyclic antidepressants (TCAS), and MAD inhibitors [ree Drug
Interactions (7.4}, Serotonin syndrome sympioms may include mental statos changes (e g, agitation, hallicinations, coma),
sutonomic mnstability (e g., tachyrardia, labile blood pressure, hyperthermia), neuronmscolar sberrations (e g., hypermeflexia,
incpordination), and'or gastrointestinal sympioms (e.g., nauses, vomiting, diarrhes). The onset of symptoms wsually ocours within
mimites ta hours of receiving a new or a preater dose of a serotonerzic medication Discontimoe TREXIMET if serotonin syndrome is
suspected.

511 Renal Toxicity

Long-term administration of M5AIDs has resulted in renal papillary necrosis and other rensl injury. Benal toedcity has also been seen
in patients in whom renal prostaglandine have a compensatory role in the maintenance of renal perfusion. In these patients
administration of an MSATD may canse 8 dose-dependent reduction in prostaglandin formation and, secondarily, in renal blood flowr,
which may precipitate overt renal decompensation Patients at greatest risk of this reaction are those with impaired renal fimction,
hypovolemiz heart failure, liver dysfunction, salt depletion, those taking divretics and angiotencin-comverting enzyme {ACE)
inhibitors, and the elderly. Discontinnation of WSATD therapy is usually followed by recovery to the pretrestment state.

TREXIMET should be discontimned if clinical sizns and symptoms consistent with renal disease develop or if systemic manifestations

OO

TREXIMET is not recommended for nse in patients with severe renal impairment (creatinine clearance [CrCl] <30 ml/min) fTee Use
in Specific Populations (5.6), Climical Pharmacology (12.3)]_. Monitor renal function in patients with mild (CrC1 = 60 to 89 mL/min})
or moderate (CrCl = 30 to 59 ml.‘'min) renal impairment, preexsting kidney disease, or debydration.

512 Anaphylactic Reactions

Anaphylactic reactions may oCcur in patients without known prior exposure to either component of TREXIMET. S5uch reactions can
e lifie-threstening or fatal In general snaphylactic reactions to dmezs are more likely to ocour in individuals with a history of
sensitivity to nmitiple allergens. TREXIMET is comtraindicated in patients with a history of hypersensitivity reaction to sumatriptan,
naproxen, of sy other component of TREXIMET [see Contramdicatmons (4)].
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TREXIMET should not be given to patients with the aspinin miad. This sympéom complex typically occurs in patients with asthma
who experience thinitis with or without nasal polyps, or who exhibit severe, potentially fatal bromchospasm after taking aspinin or
other MSATD: [ Contramdications ()]

513 Serioms Skin Reactions

NSAID-contsiming products can canse serions adverse events such as exfolistive dermafitis, Stevens-Johnson syndrome. and fooic
epidermal mecrolysis, which can be fatal These serious events may ocour without warning. Patients should be informed about the
sizms and sympioms of serions skin mamifestations and wse of the dmg should be discontinned at the first appesrance of skin rash or
amy other sizn of hypersensitivity.

514 Pregmamcy
TREXIMET should not be used during the third trimester of pregnancy because NSAID-contmining products have been showm to
canse premamre closore of the doctos arteriosus [ee Contrarmdications (4), Use i Specific Populations (8.1)].

515 Hepatotoxicity

Borderline elevations of 1 or more liver tests may ooowr in up o 15% of patients who take NSAIDs including naproxen a component
of TREXTMET. Hepatic ahnommalities may be the result of hypersensitivity rather than direct toxicity. These sbmormalities may
PIOETEss, MAY remain essenfially unchanged, or may be transient with continmed therapy. Notable (3 times the upper limit of normal)
elevations of SGPT (ALT) or SGOT (AST) have been reported in approximately 1% of patients in clinical trials with MSATDs. In
addifion, cases of severs hepatic reactions, inchading jaumdice and fata] folminant hepatitis, liver necrosis, and hepatic faihme, some of
them writh fatal outcomes, have been reported with NSATDs.

TREXIMET i= contraindicated in patients with severe hepatic impairment [Tee Use in Specific Populations (8.7), Clinical
Pharmacelogy (12.3)]. A patient with sympioms and’or signs sugzesting liver dysfimction, or in whom an abnormal liver test has
ocomTed, should be evaloated for evidence of the development of 2 more severe hepatic reaction while on therspy with TREXIMET.
TREXIMET should be discontinned if clinical sizms and symptoms consistent with liver disesse develop, if systemic manifectations
oo (g5, eosinophilia rash) or if abnormsl liver tests persist or Worsen.

516 Hematologic Toxicity

Anemis is somefimes seen in patients receiving NSAIDs. This may be due to fluid retenfion, occult or gross gastrointestinal blood
loss, or an incompletely described effect upon erythropoiesis. Patients on long-term treatment with NSATDs, incloding TREXIMET,
should have their hemo globin or hematocrit checked if they exhibit any sipns or symptoms of anemda.

NSATD-contwining products inhibit platelet ageregation and have been shown to prolong bleeding time in some patients. Unlike
aspirin, their effect on platelet fimction i quantitatively less, of shorter duration, and reversible Patients recetving TREXTMET who
may be adversely affected by alterations in plstelet fanction, such as those with coagulation disorders or patients receiving
amticoazulants, should be carsfully monitored.

517  Exacerbation of Asthma Related to Aspirin Semsitivity

Patients with asthma may have aspirin-sensitive asthma The use of aspirin in patients with aspirin-sensitive asthma has bean
associated with severe bronchospasm that can be fatal. Since cross reactivity, including bronchospasm between aspinn and other
MSATDs has bean reported in such aspirin-sensitive patients, TREXEIMET should not be adminictered to patients with this form of
aspirin sensitivity and should be used with caution in patients with preexisting asthma [ree Contraimdications (4), Famings and
Precautions (3.12)].
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518  Seizmres

Seizures have been reported following administration of sumatriptan. Some have ocowred in patents with either a history of seizumes.
or conomTent conditions predisposing to seimmes. There are also reports n patents where no such predisposing factors are apparent.
TREXIMET should be used with caution in patients with a history of epilepsy or conditions associated with a lowered seizore
threchold.

[] ADVERSE REACTIONS

The following serious adverse reactions are described below and elsewhere in Labeling:

+  Myocardisl Ischemia/Tnfarction Stroke, Prinzmetal’s Angina [ree Farnings and Precautions (5.1
+  Gastroimtestingl effects [See Warnings and Precautions (5207

»  Arhythmiss [see Farnings and Precautions (331

= Chest, throat, neck, and'or jaw pain‘tighiness/pressure [See Farnings and Precautions (3417
=  Cerebrovascular events [see Farmings and Precaunons (3507

= (Orher vasospasm reactions [See Warnings and Precautions (3. 6)]

» Increase in blood pressure [See Warnings and Precautions (3.7)]

+  Congestive heart failure and edema [see Warnings and Precautions (3807

»  Medication overnse headache free Farmings and Precautions (3,907

* Serotomin syndrome [Tee Farnings and Precautions (5. 101]

»  Penal Tomcity [See Warnings and Precautions (3.11)]

»  Anmsphylactic reactions [5ee Contramdications (4), FWarnings and Precautions (3.12)]

=  Senous skin reactions [See Warnings and Precautions (3.13)]

+  Hepatotoxicity [ree Warnings and Precautions (3151

+  Hematological toxicity [See Warnings and Precautions (3167

+  Exacerbation Asthma Felated to Aspirin Sensitivity [see Warnings and Precautions (3.1 7)]
= Seizures [fee Warnings and Precautions (3.181]

6.1 Climnical Trials Experience
Becsuse clinical irials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a dmg
camnot be directly compared with rates in the clinical trials of another dmyg and may not reflect the rates observed in practice.

Adults
The adverse reactions reported below are specific to the climical mials with TREXIMET 25/500 mg. 5See also the full prescribing

Table 1 lists adverse reactions that occomred in 2 placebo-controlled climical trials (Smdy 1 and ) in adult patients who received 1
dose of study dmup. Only adverse reactions that ocommed at a frequency of 2% or more in any proup weated with TREXIMET 85/500
mg and that occurred at a frequency greater than the placebo zroup are inclnded in Table 1.
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Table 1. Adverse Reactions in Pooled Placebo- Controlled Trials in Adult Patients with Misraine
Naprozen
TREXIMET Samatriptan Soddinm
85500 mg Placebo 85 mg 500 mg
L2 L] L2 L2
Adwerse Reactions (m="T3T) (m="T52) (m=T35) (n="T3L)
Nervous system disorders
Dizziness 2 2 2
Somnolence 2 2 2
Paresthesia 2 =1 2 <l
Gastrointestinal disorders
Hamsea 3 1 3 =1
Dryspepsia 2 1 2 1
Dy mouth 2 1 2 =1
Pain and other pressure sensations
Chest discomfort/chest pain 3 =1 2 1
Heckthroatjaw 3 1 3 1
pain‘tightne s pressure

The incidence of adverse reactions in controlled clinical trials was not affected by gender or age of the patients. There were
insufficient data to assess the impact of race on the incidence of adverse reactions.

Pegiamic Pas 128 17% £
In & placebo-controlled climical trisl that evaluated pediatric patients 12 to 17 years of ape who received 1 dose of TREXIMET
10060 me, 30180 me, or 85/500 mg, adverse reactions ocourred in 13% of patients who received 10060 mg, %% of patients who
received 300180 mg, 13% who received 25/500 mg, and 8% who received placebo. Mo patients who received TRERIMET
experienced adverse reactions leading to withdrawal from the trial The incidence of adverse reactions in pedisiric patients 12 1o 17
years of age was comparable across all 3 doses compared with placebo. Table 2 lists adverse reactions that ocowred in a placebo-
comirolled trial in pediatric patients 12 to 17 years of age at a frequency of 2% or more with TREEXIMET and were more frequent than
the placebo group.

Table 2. Adverse Reactions in a Flacebo-Conirolled Trial in Pediatric Patients 12 fo 17 Years of Age with Migraine

TREXIMET TREXIMET TREXIMET Placebo
10/60 mg 30130 mg B5/500 mg bh
L] L] L2
Adverse Beactions {m = 94) (n=8T) (n=151) (n=145)
Vascular
Heot flush (ie, hot i 2 <1 o
flazhfes])
Musculoskeletal
Mfuscle tighiness o 0 2 0
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7 DRUG INTERACTIONS

71 Ergot-Containing Drugs

Ergot-confaining dmgs have been reported to canse prolonged vasospastic reactions. Bacmuse these effects may be additive wse of
ergotamine-conmining or ergot-fype medications (like dihydroergotamine or methysergide) and TREXIMET within 24 hours of each
other is contraindicated.

7.2 Monoamine Oxidase-A Inbibitors
MAO-A imhibitors incTease systemic exposure of orally administered sumatriptan by 7-fold. Therefore, the use of TREXIMET in
patients receiving MAQ-A mhibitors is contramdicated.

73 Other 5HT Apomists
Because their vasospastic effects may be additive, coadministration of TREXIMET and other 5-HT; agonists (& g., triptans) within 24
hours of each other is contramdicated.

74 Mefhotrexate

Naproxen sodinm and other NSATDs have been reported to reduce the tubular secretion of methotrexate in an animsa] model, possibly
increasing the tordcity of methotrexate. Concomitant administration of some MSAIDs with high-dose methotrexate therapy has been

reported to elevate and prolong serum methotrexats levels, resulting in deaths from severe hematlogic and Fastrointestinal toxicity.

Dnring concomitant nse of TREXIMET and methotrexate, monitor patients for methotresate toxicity.

75 Aspirin

When naproxen is administered with aspirin (=1 gram/day), its protein binding is reduced, although the clearance of free naproxen is
not altered Comcomitant adminictration of TREXIMET and aspirin is not generally recommended becanse of the increased nisk of
bleeding [ree Warnings and Precautions (3.2)].

T8 Selective Serotonin Renptake Inhibitors/Serotonin Norepinephrine Reuptake Inhibitors and Serotonin Syndrome
Cases of serotonin syndrome have been reported during coadministration of wriptans and 55R1s, SNERIs, TCAs and MAQ inhibitors
[see Warnings and Precautions (3.10].

77 Angiotenzin-Converting Enzyme Inhibitors

HEATD: may diminish the sntihypertensive effect of angiotensin converting enzyme {ACE) inhibitors. The use of TREXIMET in
patients who are receiving ACE inhibitors may potentiate renal disease states [ee Warmings and Precautions (3.11)] . Monitor for
sizms of worsening renal fimction during concomitant nse of TREXIMET and ACE -inhibitors in patients who are elderly, vohome-
depleted, or have impaired renal fonction.

T8 Dimretics

Climical trials, as well 3= postmarketing observations, have shown that NSAIDs can reduce the natmioretic effect of firosemide and
thiazides in some patients. This response has been attributed to inhibition of renal prostaglandin synthesis. During concomitant use of
TREXIMET, observe patients for sizms of renal failore, in addition to assuning divretic efficacy [ree Warmings and Precautions
(3A1)].

79 Lithimm

NSATIDE alevated plasma lithiom levels and a reduoced renal lithinm clearance. The mean miminmom lithinm concentration imcreased
15%, and the renal clearance was dereased by approximately 20%. These effects have been attributed to MSAID inhibition of renal
prostaglandin synthesis. Daring concomitant use of TREXIMET and lithinm  monitor patients for sizns of Lithinm toxicity.

Version 04-28-16

36



37

710  Probenecd
Probenecid given concumently incresses naproxen amion plasma levels and extends its plasma half-life sisnificantly.

711 FPropranolol and Other Beta-Blockers
Propranclol 80 me ziven twice daily had no siznificant effect on sumatriptan pharmacokinetics. Maproxen and other NSATDs can
reduce the antihypertensive effect of propranolol and other bets-blodkers.

712  Warfarin
The effects of warfarin and N5AIDs on gastrointestinal bleeding are symergistic, such that patients taking both drugs have a higher
risk of serions gastoointestinal bleeding than patients taking either dmz alone.

713 DrogLaboratory Test Interactions
Naproxen may decrease platelet aggresation and prolonz bleeding time_ This effect should be kept in mind when bleeding times ane
determined.

The administration of naproxen sodinm may result in inreased winary values for 1 7-ketopemic steroids becanse of an imteraction
between the dmz and/or its metabolites with m-di-mitrobenzens nsed in this assay. Although 17-hydrooy-corticosteroid measurements
(Porter-Silber test) do not appear to be artificially altered, it is sngzested that therapy with naproxen be temporarily discontimed

72 hours before adrenal fimction tests are performed if the Porter-Silber test is to be usad.

Naproxen may imterfere with some urinary assays of 5-hydroxy indoleacetic acid (SHIAA).

] USE IN SPECTFIC POPULATIONS

81 Fregnancy

Pregmancy Category C durng the first two rmesters of preznancy; Category X during the third mimester of pregnancy. There are oo
adequate and well-controlled studies in pregnant women, TREXIMET (sumstriptan and naproxen) should be used during the first and
second trimester of pregnancy only if the potentiz] benefit justifies the potential risk to the ferms. TREXIMET should not be used
during the third rimester of prepnancy becanse inhibitors of prostazlandin synthesis (inchoding naproxen)) are known to cause
premamre closure of the doctus arteriosus in bumans. In animal studies, administration of sumatriptan and naproxen, alone or in
combination, during pregnancy resulted in developmental toedcity (increased incddences of fietal malformastions, embryofetal and pup
mortality, decreased embryofetal prowth) at clinically relevant doses.

Orral administration of sumsiriptan combined with naproxen sodiom (5/9, 25/45, or 50/'00 mz'kz'day sumatriptan/'naproxen sodinm]) or
each dmg alone (300 or 090 me/kz/day sumatriptan/naproxen sodium) fo pregnant rabbits during the period of crganogenesis
resulied in inTeased total incddences of fetal sbnormalities at all doses and increased incidences of specific malformations (cardiac
interventricular septal defect in the 5090 mgks/day group, fused candal vertebrae in the 5000 and 090 me/ke'day sroups) and
variations (absent intermediate lobe of the hing, frmegular ossification of the skull, incompletely ossified sternal cenira) at the hizhest
dose of sumatriptan and napromen alone and in combination. A no-effect dose for developmental toodcity in rabbits was mot
established. The lowest effect dose was 59 me/ks/day sumamiptan naproxen soediom, which was associated with plasma exposures
(ALIC) to sumestriptan and naprocen that were less than those attained at the maxinmmm homan daily dese (MHDDY) of 170 mz
sumatriptan and 1000 mg naproxen sodinm (two tablets of TREXIMET 85/500 mg in a 24-howr peried).

In previous developmental toxicity smdies of sumairiptsn, oral administration to pregnant rats during the period of organogenesis
resulied in an increased incidence of fetal bleed vessel abnormalities and decreased pup survival at doses of 250 mg/'kg'day or hizher.
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The highest no-effect dose was 50 me'ke/day, which is approsdmately 3 times the MHDD of 170 mg sumatriptan on s mz'm® basis.
Orral administration of sumstriptan to pregnent rabbits during the period of organopenesis resulted in increased incidences of vascular
and skeletal sbnormalities at a dose of 50 meg/kg'dsy and embryolethality at 100 mz/kz/day. The highest no-effect dose of sumstriptan
for developments] toxicity in rabbits was 15 mg/ks/day, or approximstely 2 times the MEDD of 170 mz sumatriptan on 2 mg/m*
baasis.

82 Labor and Delivery

Naproxen-contsining products are not recommended in labor and delivery because, through its prostaglandin synthesis inhibitory

In rat sdies with N5AIDs, ac with other dmgs known to inhibit prostazlandin synthesis, an incressed incidence of dystoecia, delayed
parhmrition, and decreased pup survival ocomred.

83 Nursing Mothers

Both active components of TREXIMET, sumattiptan and naproxen, have been reported to be secreted in oman milk Because of the
potential for serions adverse reactions in nursing infants from TREXIMET, a decizsion should be made whether to discontime nursing
of to discomtinne the dmz, taking into sccount the importance of the dmz to the mother.

84 Pediatric Use
Safety and effectivensss of TREXIMET in pediatric patients under 12 years of age have not been established

The safety and efficacy of TREXIMET for the acote trestment of migraine in pedistric patients 12 to 17 years of age was established
in a double-blind, placebo-comtrolled trisl Fee ddverse Reactions (6.1) and Clinical Studies (14.21].

85 Geriatric Tse

TREXIMET is not recommended for use in elderly patients who have decressed renal fimction, higher risk for wmrecognized CAD,
and increases in blend pressure that may be more pronounced in the elderly oo Warmings and Precautions (3.1, 5.7, 5.11), Clinical
Pharmacelogy (12.3)].

A cardiovasmular evaluation is recommended for geriatric patients who have other cardiovasoular risk factors (e.g., disbetes,
hypertension, smoking, obesity, sirong family history of CAD) prior to receiving TREXIMET [see Farmnings and Precautions (3.1}

86 Eenal Impairment

TREXIMET is not recommended for use in patients with creatinine clearance less than 30 mI/min. Monitor the serom creatinine or
creatinine clearance in patients with mild (CrCl = 60 to 89 mL/min)) or moderate (CrCL = 30 to 59 mL/min) renal impairment,
preexisting kidney disease. or dehnydration [Gee Farnings and Precaufions (3.11), Clinical Pharmacelogy (12.3)].

87 Hepatic Impairment

TREXIMET is contraindicated in patients with severe hepatic impairment. For patients with mild or moderate hepatic impaimment, the
TREXIMET dose should be reduced. [See Contramdications (4), Warnings and Precaufions (3.13), Climical Pharmacelogy (12.3)].
10 OVERDODSAGE

Patients (M = §700) have received single oral doses of 140 to 300 me of sumattiptan without significant sdverse effects. Volhmtesrs
(I = 174) have received single oral doses of 140 to 400 mg without serious adverse events.
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Omerdose of sumsmmiptan in animals has been fatal and has been beralded by commulsions, remor, paralysis, mactivity, ptosis, erythems
of the extremities, abmormal respiration, cyanosis, ataxia mydriasis, salivation, and lacrimation

In addition to the adverse events already described, sipnificant naproxen overdosage may be characterized by lethargy, epizastric pain,
sbdominal discomfort, transient alterations in liver fimction, hypoprothrombinemia, metsbolic acidosis, apnes, disorentation, or
vomiting. Acote renal failure, respiratory depression, and coma may ooour, but are rare.

Patients should be managed by symptomatic and supporiive care There are no specific antidotes. Hemodialysis does not decrease the
plasma conceniration of naproxen becamse of the high degree of its protein binding. It is unknown what effect hemodialbysis or
peritomes] dialysis has on the serum concentrations of sumatriptan Forced diuresis, alkalinization of urine, or hemoperfusion may not
T sl de fo high protein binding,

1n DESCRIFTION

TREXIMET confains sumairiptan (as the succinate), a selective 5-hydroocyiryptamine; (5-HT ;) receptor subtype agomist, and naproxen
spdimm 8 member of the arylacetic acid group of NSATDs.

Sumatripian succinate is chemically designated as 3-[2-{dimethylamino)ethyl]-N-methyl-indole-5-methanesnlfonamide succinate
{1:1), and it has the following structure:

CHSGHANICHS);
c||a|||5m|;_ﬁ%¢¢~“v;{{~ r COOH
e o ":i' EH:
- ﬁj . LI.H>

The empirical fornmla is CpHaMNa05=CH 0, representing 3 molecular weight of 4135, Sumatriptan succinate is a white to off-
white powder that is readily soluble in water and in saline.

Naproxen sodinm is chemically desipnated as (5)-6-methoxy-o-methyl-2 -naphthaleneacetic acid, sodium salt, and it has the following
struchure:

The empirical fornmla is CyH;sMaOy, representing 8 moleculsr weight of 252.23. Naproxen sodium is a white-fo-creamy white
arysialline solid freely soluble in water at newniral pH

Each TREXTMET 85/500 m tshlet for oral administration contains 119 mg of sumatriptan succinate equivalent to 85 mg of
sumatriptan and 500 mg of naproxen sodivm. Each tablet also contains the mactive ingredients aoscarmellose sodinm, dextrose
monohydrate, dibasic calcium phosphate, FDEC Blue Mo. 2, lecithing mapmesinm stearate, maltodextring microcrystalline cellolose,
povidone, sodivm bicarbonate, sodium carboxymethylcellulose, talc, and titsnium dioxide.
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Each TREXIMET 1060 mg tshlet for oral administration conmins 14 mg of sumatriptan succinate equivalent to 10 mg of sumatriptan
and 60 mg of naproxen sodinm. Each tblet slso contains the inactive ingredients croscarmellose sodium, dibasic calcium phosphate,
FDM&C Blue No. 2, mapnesinm stearate, microcrystalline cellulose, polyethylene glycol, pobyviny] alcohol, povidons, sodium
bicarbonate, tlc, and titaminm dioxide.

11 CLINICAL PHARMACOLOGY
111  Mechanizm of Action
TREXIMET contains sumatriptan and napromen

Sumatriptan binds with high affinity to cloped 5-HT is/ip recepiors. Sumairiptan presumably exerts its therapeutic effects in the
treatment of migraine eadache through agonist effects at the 5-HT ipin recepiors on iniracranial blood vessels and sensory nerves of
the mizeminal system which result in cramisl vessel constriction and inhibition of newropeptide release.

MNapromen is an NSATD with analgesic and snfipyretic properties. The mechanizm of action of naproxen like that of other MSATDs, is
ot completely undersiood but may be related o prostaglandin synthetase inhibition

1212 Fharmacodynamics

Elood Precags

In a randomired, double-blind, parallel group, active conirol trial, TREXIMET 85/500 mg administered intermittently over § months
did not increase blood pressure in 3 normotensive adult population (n = 122). However, sizpificant elevation in blood pressune has
been reporied with 5-HT, agomists and NSATDs in patients with and without a history of hypertension

123 P Limeti
n . iEi labili

Sumatriptan, when given ss TREXIMET 85/500 mg, has a mean Co,, similar to that of sumatriptan succinate 100 mg tablets slone.
The median Ty, of sumatriptan, when given ss TREXTMET 85/500 mg, was 1 hour (range: 0.3 to 4.0 hours), which is slightly
different compared with sumatriptan snccinate 100 mg tablets (median Tey, of 1.5 howrs). Maproxen, when given as TREXKIMET
85500 myg, has a C, which is approximately 36% lower than napromen sodinm 550 mg tablets and a median T, of 5 hours (range:
0.3 to 12 howrs), which is approsimately 4 hours later than from naproxen sodiom tablets 550 mg. AUC walues for sumatriptan and for
naproxen are similar for TREXTMET 85/500 me compared with sumairiptan succinate 10 mg tablets or naproxen sedinm 550 mg
tablets, respectively. In a crossover trial in 16 subjects, the pharmacokinetics of both components admimistered as TREXIMET 85/500
mE were similar during a migraine attack and during a migraine-free period.

Binavailability of sumatriptan is approximately 15%, primarily due to presystemic {first-pass) metabolism and partly doe to
incomplete absoTption.
Mapromen is sbsorbed from the gastrointestinal tract with an in vive bicavailability of 95%.

Food had no sipnificant effect on the bioavailability of sumatriptan or naproxen sdministered as TREXIMET , but slizhily delayed the
Tome 0f sumatriptan by about 0.6 howr [see Dasage and ddministration (2.31]_

Diistribats
Plasma profein binding is 14% to 21%. The effect of sumatriptan on the protein binding of other drogs has not been evaluated. The
vohume of distribution of sumatriptan is 2.7 L'kg.
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The volome of distribution of napromen is 0.16 Lkz At therapeufic levels naproxen is greater than 90% albumin bomd. At doses of

naproxen greater than 500 me/day, there is a less-than-proportional increase in plasma levels doe to an increase in clearance cansed by
samration of plasma protein binding at higher doses (average trongh C., =36.5, 40.2, and 564 mgL with $00-; 1,000-; and 1,500-mz
daily doses of naproxen respectively). However, the concentration of unbound naproxen continnes to incTease proportionally to dose.

Meatabolizm
In vitro studies with homan microsomes suggest that sumatriptan is metabolized by monoamine oxidase (MAQ), predominently the 4
ispenryme WNo sipnificant effect was seen with an MAQ-B inhibitor.

Naproxen is extensively metabolized to §-0-desmethy] naproxen, and both parent snd metsbolites do not indoce metabolizing
ENEYmMes.

The elimination half-life of sumatriptan is approximstely 2 hours. Radiclabeled '4C-sumstriptan administered orally is larzsly renslly
excreted (sbout 60%), with about 40% found in the faces. Most of a mdiolabeled dose of sumatriptan excreted in the wrine is the major
metsholite indole acetic acid (IA4) or the 1A A smomomide, both of which are insctive. Three percent of the dose can be recoversd as
imchanzed sumatTiptan.

The clearance of naproxen is (.13 mL/min'ks. Approximately 95% of the maproxen from amy dose is exreted in the wine, primarily
35 naproxen (less than 1%), §-0-desmethy] naproxen (less than 1%), or their conjugates ($5% to 92%). The plasms half-life of the
IEPTOXEN anion in homans is approximately 19 howrs. The comesponding half-lives of both metabolites and conjugates of waproxsn
are shorter than 12 hours, and their rates of excetion have been found to coincide closaly with the rate of naproxen disappearance
from the plasma  In patients with renal failure metabolites may accommlate.

Specific Porulati
ity

The pharmacokinetics of TREXIMET in geriamic patients have not been studied  Elderly patients are more likely to have decressed
hepatic fonction and decressed renal fimction [see Specyfc Populations (8.3}

The pharmacokinetics of oral sumatriptan in the elderly (mean age: 72 years, 2 males and 4 females) and in patients with omgraine
{mesn age: 38 years, 25 males and 155 females) were similar to that in healthy male subjects (mean age: 30 years).

Smdies indicate that although total plasma concentration of naproxen is unchanged the unbound plasma fraction, which represents
<1% of the total concentration, incressad in the elderly (range of unbound trouzh naproxen from 0.12% to 0.19% n elderly subjects
wersus 0.05% to 0.075% in younger subjects).

Pediatri
A pharmacokinetic sudy compared 3 doses of TREXIMET in pediatric patients 12 to 17 years of age (p=24) with adults (z=25). The
AUC snd Cmax of sumatriptan were 50-50% higher following a single dose of TREXTMET 10060 mg in pediatric patients 12 to 17
years of age (0=T) compared with adult subjects (p=F), and were §-26% higher following a single dose of TREXIMET 30V180 mg or
85500 mg in pediatrics than adults. Naproxen pharmacokinetic parameters were similar between pediatrics and adults.

Remal Impairment
The effect of renal impairment on the pharmacokinetics of TREXIMET has not been smdied. Since naproxen and its metsbolites and
Comjugaies are primarily exceted by the kidney, the potential exists for naproxen metabolites to acoummlate in the presence of renal
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insafficiency. Elimination of naproxen is decreased in patients with severe renal impairment. [fee Warmings and Precautions (3.11),
Lize in Specific Populations (8.6)].

Hepatic Frpairmernt
The effect of hepatic impaimment on the pharmacokinesics of TREXIMET has not been studied. In a smdy in patients with moderate
hepatic impairment (o= 8) matched for sex. age, and weight with healthy subjects (n = 8), patients with hepatic impairment had an
approximately T0% increase in AUC and Cop of sumatriptan and 8 Tee 40 mimees earlier compared to healthy subjects. The
pharmacokinetics of sumatriptan in patients with severe hepatic impairment has not been smdied.

Gemder
In a pooled analysis of 5 pharmacokinetic trials, there was no effect of gender on the systemic exposure of TREXIMET.

Race
The effect of race on the pharmacokinetics of TREXIMET has not been smdied The systemic clearance and C..,, of sumairiptan were
similar in black (n = 34) and white {n = 3§) healthy male subjects.

13 NONCLINICAL TOXICOLOGY

131 Carcinsgenesis, Mutagenesis, Impairment of Fertility
Carci .

The carcinogenic potential of TREXIMET has not been stndied.

In carcinpgenicity stadies in monse and rat, sumatriptan was administered orally for 78 and 104 weeks, respectively, at doses up o

160 mg'kg/day. The highest doses tested are spprosimately 5 (mouse) and 9 (raf) times the marinmm human dailty dose (MHDDY) of
170 mg sumatriptan on 3 me/m* basis (two tablets of TREXIMET 85/500 mg in a 24-hour period).

The carcinogenic potential of naproxen was evaluated in a 2-year oral carcinopenicity study in rats at doses of 8, 16, and 24 mpkg/day
and in another 2-year oral carcinegenicity sidy in rats at a dose of 8 mpkz/day. Mo evidence of tumonipemicity was found i either
study. The highest dose tested is less than the MEDD (1000 mg) of nsproxen on 2 me'm® basis.

blmasznesis
Sumatripian and naproxen sodinm tested alone and in combination were negative in an in vitre bacterial reverse pmitation assay, and in
an in vive micronnclens assay in mice.

The combination of sumatriptan and naproxen sodinm was negative in an in vioo mounse ymphoms tk assay in the presence and
sbsence of metabolic activation However, in separaie in vitro mouse lymphoma th assays, naproxen sodium alone was reproducibly
positive in the presence of metabolic activation

Naproxen sodinm alone and in combination with somatriptan was positive in an in vitre clastogemicity assay in mammalisn cells in the
presence and absence of metabolic activation. The clastomenic effect for the combination was reproducible within this sssay and was
ereater than observed with naproxen sodinm alone. Sumatriptan alone was negative in these assays.

Chromosomal sberrations were not indnced in peripheral blood ymphocytes following 7 days of twice-daily dosing with TREXIMET
in numsn volunteers.
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In previous smdies, sumstriptan alone was negative in in vitro (bacterial reverse mutation [Ames], zene cell mrtation in Chinese
hamster VT7OHGPRT, chromosomal aberration in nomen hymphocytes) and in vive (rat micromclens) sssays.

o ¢ Fetili
The effect of TREXIMET on farmlity in animals has not been studied.

When sumatmptan (3, 50, 500 mg'kg'day) was admimistered orally to male and female rats prior to and throughowt the mating period,
there was 3 dmz-related decrease i fertility secondary to a decrease in mating in animals treated with doses zreater than 5 mekz/day
{less than the MHDD of 170 mg on a me'm’ basis). It is not clear whether this finding was due to an effact on males or females or
[

132 Animal Toxicology and'ar Fharmacology

. | Ongciti

Diogs receiving oral sumaimiptan developed comeal opacities and defacts in the comeal epithelivm Comeal opacities were seen at the:
lowest dosage tested, 2 mz'kg/day, and were present after 1 month of treatment Defects in the comeal epithelinm were noted in 3 60-
week study. Earlier examinations for these toxicities were not conducted and no-effect doses were not establiched The lowest dose
tested is less than the MHDD (170 mg) of sumatriptan on 8 me/m® basis.

14 CLINICAL STUDIES

141 Adulis

The efficacy of TRERIMET in the acute trestment of mizraine with or without aura in adults was demonstrated in 2 randomized
double-blind nmlticenter, parallel-group trisls wilizing placebe and each individuoal active component of TREXIMET 85/500 mz
{sumamiptan and naproxen sodium) as comparison treatments (Stdy 1 and Study ). Patients enrolled in these 2 trials were
predominately female (87%) and white (E5%:), with 2 mean age of 40 years (ranze: 18 to 65 years). Patents were instructed to treat a
mizraine of moderate o severe pain with 1 tablet. Mo rescue medication was allowed within 2 hours postdose. Patients evaluated their
headache pain 2 hours after taking 1 dose of smdy medication; headache relief was defined as a reduction in headache severity from
maoderate or severe pain to mild or no pain. Associated symptoms of nausea, photophobia, and phonophobia were also evahiated.
Sustained pain free was defined s a reduction in headache severity from moederate or severe pain to oo pain at 2 howrs postdose
without a retom of mild, mederste, or severe pain and o use of rescue medic ation for 24 howrs posidose. The results from Study 1
and 2 are summarized in Table 3. In both trials, the percentage of patients achieving headache pain relief 2 howrs afier treatment was
sigmificantly greater among patients receiving TREXIMET 85/500 meg (§5% and 57%) compared with those who received placebo
(28% and 29%4).

Further, the percentage of patients who remained pain free without use of other medications through 24 hours poestdose was
sizmificanily greater amons patients receiving a single dose of TREXIMET §5/500 me (25% and 23%) compared with those who
received placebo (B% and T4) or either sumaitriptan (16% and 14%) o naproxen sodium (10%) alone.
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Table 3. Percen of Adult Patients with 2-Hour Pain Relief and Snstained Pain Free F inz Treatment®
TREXIMET Sumatriptan Naprozen Sodinm
85/500 mz 85 mz= £ m= FPlaceba
2-Hour Pain Belief
Study 1 65%" 55% o 28%
n=23 n=361 n=358 n=360
Smudy 2 5705 509 43% 20%
n=342 n=362 n=3H n=382
Sustained Pain Free (2-24 Hours)
Smdy 1 25% 15% 10% %
n=3# n=361 n=350 n=360
Smdy 2 23% 14% 10% ™
n= 32 n=362 n=3H n=382

P values provided only for prespecified comparisons.
#P:1) 05 versus placebo and sumatriptan.
“P <01 versus placebo, sumatriptan and naproxen sodiom.

44

The percentape of patients achieving initial headache pain relief within 2 hours following trestment with TEEXIMET 85500 me is

shown in Fipure 1.

Figure 1. Percentage of Adult Patients with Inifial Headache Pain Belief within 2 Hours
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Compared with placebo, there was a decreased incidence of photophobia, phonophobia, and nansea 2 hours after the administration of

TREXIMET 85%/500 mg. The estimated probability of taking a rescoe medication gver the first 24 howars is shown in Figme 2.
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Figure }. Estimated Probability of Adults Taking a Rescoe Medication over the 24 Hours following the First Diose"

100
% G0 1
o H4
=
B 70
-
= ol — ™ P
E
= Al
= # furampain
= 204
= TREXIMET 85500 my
@ 10

N

1] 2 4 G E] 10 12 14 -6 1;3 20 22 24
Hours Posstdosc

*  Eaphn-Maisr plot based on data obixined in the I clinicl controlled trials prowiding evidence of efficacy with patisnts not nsing additioral treatments cansored o
24 hours. Flot also inchdes patisnts whe had no msponse to the initial dosa. Mo msoes medication was allowed within 2 hours postdoss.

TREXIMET 85/500 mg was more effective than placebs regardless of the presence of aura; duration of headsche prior to trestment;
pender, age or weight of the subject; or concomitant use of oral confraceptives or common migraine prophylactic dmgs (eg.,
beta-blockers, anti-epileptic dmgs, mcyclic antidepressants).

142  Pediatric Patients 12 to 17 Years of Aze

The efficacy of TREXIMET in the acute trestment of mizraine with or without sura in pedistric patients 12 to 17 years of age was
demonsirated in a randomized, double-blind, nmlticenter, parallel-proup, placebo-conirolled, mmlticenter trisl comparing 3 doses of
TREXIMET and placebo (Study 3). Patients enrolled in this trisl were mostly female (39%) and white (81%), with 3 mean age of
15 years.

Patients were required to have at least a 6-month history of migraine attacks with or without sura usually lasting 3 hours or more when
untreated. Following a single-blind, placebo nm-in phase, placebe nonresponders were randomized to receive a single dose of either
TREXIMET 10v60 mg, 30180 mg, 85/500 mg, or placebo. Patients were instructed to treat a single migraine attack with headache
pain of mederste to severe intensity. Mo resone medication was allowed within 2 hours postdose. Patients evalusted their headache
pain 2 howrs after taking 1 dose of smdy medication. Two-hour pain free was defined as a reduction in headache severity from
moderate or SEVeTe pain to no pain at 2 hours postdose.

Peesults are summarized in Table 4. The percentage of patients who were pain free at 2 hours postdose was siznificantly greater among
patients who received any of the 3 doses of TREXIMET compared with placebo.

Table 4. Percentagze of Pediatric Fatients 12 to 17 Years of Age with 2-Hour Pain-Free Response Following Treatment in Study
a

TREXIMET TREXIMET TREXIMET
10/60 mg 30/150 mg 85/500 mg Placebo

Endpoeint {n="94) m=29T) fn=15%) fn=145)

2-Hour Pain Free 209+ 27%* 24%" 10%
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2P values provided only for prespecified comparisons.
#p=1) 01 versus placeho.

The percentape of pedistmic patients who remained pain free without nse of other medications 2 through 24 hours postdose was
sigmificantly greater after administration of a single dose of TRERIMET 85/500 mg compared with placebo. A prester percentage of
pediafmic patients who received a single dose of 10/60 mg or 30/180 mz remained pain free 2 through 24 hours postdose compared
with placebo.

Compared with placebo, the incidence of photophobia and phonophobia was sigmificantly decreased 2 howrs after the adminictration of
3 single dose of §5/500 me, whereas, the incidence of nemsea was comparable. There was a decreased incidence of photophobia,
phonophobia, and nemcea 2 howrs afier single-dose administration of 10060 me or 30/180 mg compared with placeba.

16 HOW SUPFLIEDVSTORAGE AND HANDLING

TREXIMET 85%/500 mg contains 119 mg of sumatriptan succinate equivalent to 85 me of sumatriptan and 500 mg of naproxen sediom
and is supplied as biuwe film-coated tablets debossed on one side with TRETTMET in bottles of @ tablets with desiccant (MDC §5224-
B50-00).

TREXIMET 10/60 mg contains 14 mz of sumsiriptsn succinate equivalent to 10 mg of sumatriptan and &) mg of naproxen sodium
and is supplied as lizht-blue flm-coated tablets debossed on one side with TREYTMET and the other side with J0-60 in bottles of @
tablets with desiccant (WDC §5224-B60-097).

Store at 25°C (77°F); excarsions permitted to 15°-30°C (39°-86°F) [see USP Controlled Foom Temperatore]. Do not repackapge;

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Inform patients that TREXIMET may cause serious cardiovascular side effects such as nryocardial infarction or stoke, which may
result in hospitalization and even death Although serions cardiovascular events can occur without waming symptoms, patients should
be alert for the sizns and symptoms of chest pain | shormess of breath, imegular heartbeat, siznificant rise in blood pressure, weskness,
and shoming of speech, and should a=k for medical advice if any indicative sizn or symptoms are obsarved. Apprise patients of the
importanece of this follow-up [see Warmnings and Precautions (3.1, 5.3, 3.5, 5.8, 5.7)].

G . inal Eff
Inform patients that TREXIMET, like other MSATD-contsining products, may canse gastrointestinal discomfort and, rarely, serious
gastrointestina] side affects such as ulcers and bleeding which may result in hospitalization and even death. Although serious
gastrointestina] tract ulcerstions and bleeding can ocour without waming symptoms, patients shounld be alert for the sizns and
sympioms of ulcerations and bleading and should a=k for medical advice if any indicative sign or symptoms, inchiding epigastric
pain, dyspepsia, melena, and hematernssis, are obsetved. Apprice patients of the importance of this follow-up [Fee Warnings and
Precautions (3.2)].

s pamiviactic Reacti
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Inform patients that anaphylactic reactions have ocomred in patients receiving the components of TREXIMET. Such reactions can be
life-threatening or fatal In general ansphylactic reactions to drugs are more likely to ooour in individuals with a history of sensitivity
to multiple allerzens. Inform patients of the signs of an anaphylactic reaction (e g., difficulty breathing, swelling of the face or throaf).
If these ecour, patients shonld be instmcted to seek immediate emergency help [fee Contramdications (4), Warnings and Precautions
(312

Serious Skin Reacti
Inform patients that TREXIMET, like other MSATD-containing products, may increase the risk of serious skin side effects such as
exfoliative dermatitiz. Stevens-Jolmson syndrome, and toxic epidermal necrolysis, which may result in hospitalizations and even
death Although serious skin reactions may ccowr without waming, patients should be alert for the sizns and symptoms of skin rash
and blisters, fever, or other sizms of hypersensitivity such as itching and shonld ask for medical advice when observing any indicative
sizms or symptoms. Advise patients to stop the dru immediately if they develop any type of rash and contact their healthcare
providers 8s soon as possible [see Warnmgs and Precautions (3.13)].

Eremancy

Inform patients that TREXIMET should not be nsed during the third trimester of pregnancy becanse NSATD-contzining products have
been showm to canse premanmre closure of the ducts artetiosus. Inform patients that TREXIMET should be usad dwring the first and
second trimester of prepnancy only if the potentis]l benefit justifiss the potential risk to the fetus Fee Contramdicartions (4), Warnmgs
and Pracautions (3.14), Lse in Specific Populations (5.1)].

biurzing Moders
Agwise patients to notify their healthcare provider if they are breastfesding or plan to breastfeed [Toe Use m Specific Populations
(8.3

O -
Inform patients of the waming signs and symptoms of hepatotoxicity (&.2, nanses, fatizne, lethargy, prorimos, jaondice, right upper
quadrant tenderness, and “filu-like™ symptoms). Instruct patients to stop therapy and seek immediste medical therapy if these signs and
sympioms ooour {Tee Farnings and Precautions (3.13)].

or methysergide) is contraindicated [see Contraindications (4), Drug Interactions (7.1, 7.3)].

Serotonin Svodroms
Caution patients abowt the risk of serotonin syndrome with the nse of TREXIMET or other triptans, particularly during concomitant
use with S5RI=, SHEIs, TCAs, and MAQ inhibitors [fee Farnings and Precautions (3.10), Drug Interactions (7.3, 7.46]].

Madication O Headach
Inform patients that use of acate mipraime drogs for 10 or more days per month may lead to an exacerbation of headache and
EnCowragze patients to record headache frequency and dmgz use (e g, by keeping a headache diaty) [ree Warnings and Precaoufions
387

abili Perf Complex Tas
Trestment with TREXTMET may cause somnolence and dizziness; instuct patients to evahate their ability to perform complex tacks
after adminiztration of TREXTMET.
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Asthma
Patients with a history of aspirin-sensitive asthma should not take TREXTMET [foe Contramdications (4), Warnings and Precautions
(3IT)].

Eluid B o/ Weizht Gai
Instruct patients fo prompily report signs or sympioms of unexplained weight zain or edema to their healtheare providers.

TREXIMET is a registered trademark of Permix Ireland Limited The other brands listed are trademarks of their respective owners and
are not trademarks of Pernix Ireland Limited The makers of these brands are not affiliated with and do not endorse Pernix Ireland
Limited or its products.
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MEDICATION GUNDE
TREXIMET® [trex’ i-met] Tablets

[sumatriptan and naproxen sodium]

Read this Medication Guide before you start taking TREXIMET and each time you get a refill. There may be new
information. This Medication Guide does not take the place of talking with your healthcare provider about your medical
condition or freatment.

What is the most important information | should know about TREXIMET?

TREXIMET may increase your chance of a heart attack or stroke that can lead to death. TREXIMET contains 2
medicines: sumatriptan and naproxen sodium (a nenstercidal anti-inflammatory drug [NSAIDT).

Your chance of a heart attack or stroke increases with longer use of MSAID medicines or if you have heart disease.
Stop taking TREXIMET and get emergency help right away if you have any of the following symptoms of a heart
attack or stroke:

» discomfaort in the center of your chest that lasts for more than a few minutes, or that goes away and comes back

» seyere fightness, pain, pressure, or heaviness in your chest, throat, neck, or jaw

# pain or discomfort in your arms, back, neck, jaw, or stomach

» shortness of breath with or without chest discomfort

# breaking out in a cold sweat

* nausea or vomiting

# feeling lightheaded

= weakness in one part or on one side of your body

» slummed speech

TREXIMET is naot for pecple with risk faciors for heart disease unless a heart exam is done and shows no problem. You
have a higher risk for heart disease if you:

* have high blood pressure # have high cholesterol levels

* smoke » are overweight

* have diabetes # have a family history of heart disease
TREXIMET should never be used if you have ever had a heart surgery called a coronary artery bypass graft
(CABG).

TREXIMET can cause ulcers and bleeding in the stomach and intestines at any time during your treatment.
Ucers and bleeding can happen without waming symptoms and may cause death.

Your chance of getting an ulcer or bleeding increases with:

# the use of medicines called steroid hormones and blood thinners » longer use
* more frequent use = smoking
» drinking alcohol » older age

+ having poor health
TREXIMET may cause serious allergic reactions or serious skin reactions that can be life-threatening. Stop taking
TREXIMET and get emergency help right away if you develop:

» sudden wheezing » swelling of your lips, tongue, throat or body
» rash » faintimg
» problems breathing or swallowing » reddening of your skin with blisters or peeling

# blisters or bleeding of your lips, eye lids, mouth, nose, or genitals
TREXIMET should only be used exactly as prescribed, at the lowest dose possible for your treatment, and for the
shortest ime needed.

TREXIMET already contains an NSAID (naproxen). Do not use TREXIMET with other medicines to lessen pain or fever
without talking to your healthcare provider first. because they may contain an NSAID also.

What is TREXIMET?

TREXIMET is a prescription medicine that contains sumatriptan and naproxen sodium (an NSAID). TREXIMET is used to
treat acute migraine headaches with or without aura in patients 12 years of age and older.

TREXIMET is not used to treat other types of headaches such as hemiplegic (that make you unable to move on one side
of your body) or basilar (rare form of migraine with aura) migraines.

TREXIMET is not used to prevent or decrease the number of migraine headaches you have.

It is not known if TREXIMET is safe and effective to freat cluster headaches.
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Who should not take TREXIMET?

Do not take TREXIMET if you have:

# heart problems, history of heart problems, or have ever had heart bypass surgery

» had a siroke, fransient ischemic attack (TlAs), or problems with your blood circulation

# hemiplegic migraines or basilar migraines. If you are not sure if you have these types of migraines, ask your healthcare
provider.

= narmowing of blood vessels to your legs and amns (peripheral vascular disease), stiomach (ischemic bowel disease), or
kidneys.

= uncontrolled high blood pressure

taken amy medicines in the last 24 hours that are called 5-HT agonists that are triptans or contain ergotamine. Ask your

healthcare provider for a list of these medicines if you are not sure.

» taken an antidepressant medicine called a monocamine oxidase (MAQ) inhibitor within the last 2 weeks_ Ask your

healthcare provider for a list if you are not sure.

had an asthma attack, hives, or other allergic reaction with aspirin or any other NSAID medicine

an allergy to sumatriptan, naproxen, or any of the ingredients in TREXIMET. See "What are the ingredients in

TREXIMET? below for a complete list of ingredients.

= third trimester of pregnancy

» liver 5

What should | tell my healthcare provider before taking TREXIMET?

Before you take TREXIMET, tell your healthcare provider about all of your medical conditions, including if you:

# hawe high blood pressure

= have high cholesterol

# have diabetes

* smoke

= are overweight

# have heart problems or a family history of heart problems or stroke

# have kidney problems

# have liver problems

# have had epilepsy or seizures

= are not using effective birth control

= are pregnant, think you might be pregnant, or are frying to become pregnant. TREXIMET should not be used by
pregnant women during the third trimester of their pregnancy.

= are breastfeeding or plan to breastfeed. The components of TREXIMET pass into your breast milk and may harm your
baby. Talk with your healthcare provider about the best way to feed your baby if you take TREXIMET.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,

vitamins, and herbal supplements.

TREXIMET and certain other medicines can affect each other, causing serous side effects.

How should | take TREXIMET ?
» Certain people should take their first dose of TREXIMET in their healthcare provider's office or in another medical
satting. Ask your healthcare provider if you should take your first dose in a medical setting.
» Take TREXIMET exactly as your healthcare provider tells you to take it.
# Take TREXIMET tablets whole with water or other liquids.
* TREXIMET can be taken with or without food.
» If you do not get any relief after your first dose, do not take a second dose without first talking with your healthcare
provider.
» If your headache comes back or you only get some relief from your headache:
» For adulis: a second dose may be taken 2 hours after the first dose. Do not take more than 2 doses of TREXIMET
B5/S00 mg in a 24-hour period.
# For children 12 to 17 years of age: it is not known if taking more than 1 dose of TREXIMET in 24 hours is safe and
effective. Talk o your healthcare provider about what to do if your headache does not go away or comes back.
» |f you take too much TREXIMET, call your healthcare provider or go o the nearest hospital emergency noom night away.
# fou should write down when you have headaches and when you take TREXIMET so you can talk with your healthcare
provider about how TREXIMET is working for you

What should | avoid while taking TREXIMET?

TREXIMET can cause dizziness, weakness, or drowsiness. If you have these symptoms, do not drive a car, use
machinery, or do anything where you need o be alert.
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What are the possible side effects of TREXIMET?

TREXIMET may cause serious side effects. See “What is the most important information | should know about
TREXIMET?T

These serious side effects include:

# changes in color or sensation in your fingers and toes (Raynaud's syndrome)

# heart failure from body swelling (fluid retention)

# kidney problems including kidney failure

# low red blood cells (anemia)

# [iver problems including liver failure

» asthma attacks in people who have asthma

» stomach and intestinal problems (gastrointestinal and colonic ischemic events). Symptoms of gastrointestinal and

colonic ischemic events include:
» sudden or severe stomach pain = stomach pain after meals
= weight loss * Nausea or vomiting
» constipation or diarrhea » bloody diarrhea
» fever

» problems with blood circulation to your legs and feet (peripheral vascular ischemia). Symptoms of peripheral vascular
ischemia include:
» cramping and pain in your legs or hips
» feeling of heaviness or tightness in your leg muscles
» buming or aching pain in your feet or toes while resting
= numbness, fingling, or weakness in your legs
» cold feeling or color changes in 1 or both legs or feet
= medication overuse headaches. Some people who use too many TREXIMET tablets may have worse headaches
(medication overuse headache). If your headaches get warse, your healthcare provider may decide to stop your
treatment with TREXIMET.
» semotonin syndrome Serotonin syndrome is a rare but sericus problem that can happen in people using TREXIMET.
especially if TREXIMET is used with antidepressant medicines called 55RIs or SHRIs.
Siop taking TREXIMET and call your healthcare provider ight away if you have any of the following symptoms of

serotonin syndrome:
# changes in blood pressure » fast heartbeat
» tight muscles * high body temperature
= mental changes such as seeing things that are not there (hallucinations), » trouble walking

agitation, or coma
# seizures. Seizures have happened in people taking sumatriptan, one of the ingredients in TREXIMET, who have never
had seizures before. Talk with your healthcare provider about your chance of having seizures while you take

TREXIMET.
The most common side effects of TREXIMET include:
» dizziness » feeling weak, drowsy, or tired
» pain, discomfort, or stiffness in your neck, throat, jaw, or chest * Nausea
= tingling or numbness in your fingers or toes » heartbum
= dry mouth » feeling hot
» heartheat problems » muscle ighiness

Stop TREXIMET and call your healtheare provider right away if you have any of the following symptoms:
» nausea that seems out of proportion to your migraine  » sudden or severe stomach pain

= vomit blood # blood in your bowel movement or it is black and sticky like tar
» yellow skin or eyes = unusual weight gain
+ more tired or weaker than usual # flu-ike symptoms

Tell your healthcare provider if you have any side effects that bother you or do not go away.
These are not all of the side effects of TREXIMET. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1085.

How should | store TREXIMET?

Siore TREXIMET at room temperature between 88°F to 77°F (20°C io 25°C).
Keep TREXIMET and all medicines out of the reach of children.

General information about the safe and effective use of TREXIMET

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use TREXIMET
for a condition for which it was not prescribed. Do not give TREXIMET to other people, even if they have the same

problem you have. It may harm them.
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This Medication Guide summarizes the most important information about TREXIMET . If you would like more information,
talk with your healthcare provider. You can ask your healthcare provider or pharmacist for information about TREXIMET
that is written for healthcare professionals.

For more information call 1-800-783-2145 or visit waww TREXIMET .com.

What are the ingredients in TREXIMET?

Active ingredients: sumatriptan succinate and naproxen sodium.

Inactive ingredients in all strengths: croscarmellose sedium, dibasic calcium phosphate, FD&C Blue Mo. 2, magnesium
stearate, microcrystalline cellulose, povidone, sodium bicarbonate, tale, and titanium dicedde.

B5/500-mg tablets also contain: dextrose monochydrate, lecithin, maltodesdrin, and sodium carboxymethylcellulose.
10V&60-mg tablets also contain: polyethylene glycol and polyviny alcohal.

TREXIMET |6 a registerad trademank of Pemix Ireiand Limited. The other biands Ested ane trademanks of thelr respeciive owners and are nod

irademarnks of Pemix Irsland Limited. The makers of these brands an not amilated with and do not endorse Pemix Ir2land Limied of s progucts.
Pemix ireland LUimibed, distibuted by Pemix Therapeutics, LLC, Momisiown, NJ 07960; €201 5, Pemix ireland Uimbted. Al rigits resansed.

This Medication Guide has been approved by the U_5. Food and Drug Administration. May 2015 TRE-LCDOG.01
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APPENDIX 11.7

Randomization Table

SubjectOrderEnt|Sequence First Period |Second Period
ry Treatment |Treatment
1|Treximet f/b Treximet Triptan
Triptan
2|Treximet f/b Treximet Triptan
Triptan
3|Triptan f/b Triptan Treximet
Treximet
4(Treximet f/b Treximet Triptan
Triptan
5|Triptan f/b Triptan Treximet
Treximet
6|Treximet f/b Treximet Triptan
Triptan
7|Triptan f/b Triptan Treximet
Treximet
8|Triptan f/b Triptan Treximet
Treximet
9|Treximet f/b Treximet Triptan
Triptan
10(Triptan f/b Triptan Treximet
Treximet
11(Triptan f/b Triptan Treximet
Treximet
12(Treximet f/b Treximet Triptan
Triptan
13|Triptan f/b Triptan Treximet
Treximet
14(Treximet f/b Treximet Triptan
Triptan
15(Treximet f/b Treximet Triptan
Triptan
16(Triptan f/b Triptan Treximet
Treximet
17|Triptan f/b Triptan Treximet
Treximet
18|Treximet f/b Treximet Triptan
Triptan
19|Treximet f/b Treximet Triptan
Triptan
20|Triptan f/b Triptan Treximet
Treximet
21|Triptan f/b Triptan Treximet
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Treximet

22|Triptan f/b Triptan Treximet
Treximet

23|Triptan f/b Triptan Treximet
Treximet

24|Triptan f/b Triptan Treximet
Treximet

25|Treximet f/b Treximet Triptan
Triptan

26|Triptan f/b Triptan Treximet
Treximet

27|Treximet f/b Treximet Triptan
Triptan

28| Treximet f/b Treximet Triptan
Triptan

29|Triptan f/b Triptan Treximet
Treximet

30|Treximet f/b Treximet Triptan
Triptan

31|Treximet f/b Treximet Triptan
Triptan

32|Triptan f/b Triptan Treximet
Treximet

33|Triptan f/b Triptan Treximet
Treximet

34|Treximet f/b Treximet Triptan
Triptan

35|Triptan f/b Triptan Treximet
Treximet

36| Treximet f/b Treximet Triptan
Triptan

37|Treximet f/b Treximet Triptan
Triptan

38| Treximet f/b Treximet Triptan
Triptan

39|Triptan f/b Triptan Treximet
Treximet

40|Triptan f/b Triptan Treximet
Treximet

41|Triptan f/b Triptan Treximet
Treximet

42|Treximet f/b Treximet Triptan
Triptan

43|Treximet f/b Treximet Triptan
Triptan
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44|Treximet f/b Treximet Triptan
Triptan

45|Triptan f/b Triptan Treximet
Treximet

46|Triptan f/b Triptan Treximet
Treximet

47| Triptan f/b Triptan Treximet
Treximet

48|Treximet f/b Treximet Triptan
Triptan

49|Triptan f/b Triptan Treximet
Treximet

50|Triptan f/b Triptan Treximet
Treximet

51|Treximet f/b Treximet Triptan
Triptan

52|Triptan f/b Triptan Treximet
Treximet

53|Treximet f/b Treximet Triptan
Triptan

54|Treximet f/b Treximet Triptan
Triptan

55|Triptan f/b Triptan Treximet
Treximet

56|Treximet f/b Treximet Triptan
Triptan

57|Treximet f/b Treximet Triptan
Triptan

58|Triptan f/b Triptan Treximet
Treximet

59|Treximet f/b Treximet Triptan
Triptan

60|Treximet f/b Treximet Triptan
Triptan
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