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reduction or greater. In the curve below, we see evidence of response for duloxetine at doses of
20 mg QD, 60 mg QD, and 120 mg QD when compared to placebo.
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The table below illustrates how duloxetine 60 mg QD and 120 mg QD afe superior to placebo in
terms of improvement of pain. Duloxetine 20 mg QD appears ineffective.

Responder Analysis of Brief Pain Inventory Average Pain Score at Endpoint: All Randomized
Patients in the 3-Month Therapy Phase Placebo-Controlled Study HMCJ

> 30% Improvement in Pain | > 50% Improvement in
Pain
Study Treatment Group N n(%) p-value n(%) p-value
HMCJ Placebo 144 37 (26%) 26 (18%)
Duloxetine 20 mg QD 79 28 (35%) | 0.126 | 22 (28%) 0.089
Duloxetine 60 mg QD 150 56 (37%) | 0.032 | 42 (28%) 0.043
Duloxetine 120 mg 147 57(39%) | 0.017 | 44 (30%) 0.018
QD '

Dr. Buenconsejo’s Table.
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Another secondary endpoint in HMCJ was the Fibromyalgia Impact Questionnaire. Although
multiplicity adjustments were not made, in the table below we see that there appears to be
improvement.

Fibromyalgia Impact Questionnaire Total Score Change from Baseline to Endpoint*: All
Randomized Patients in the 3-Month Therapy Phase Placebo-Controlled Study HMCJ

F1Q Total Score FIQ Total Score
(BOCF) (LOCF/BOCF)
Study Treatment Group Baseline | LSMean | p- LSMean | p-valuet
' Change | valuef | Change
HMCJ . Placebo 53.0 -8.0 ‘ -9.1
Duloxetine 20 mg QD | 54.0 -11.1 0.130 -13.3 0.053
Duloxetine 60 mg QD | 51.7 -12.1 0.017 -12.9 0.032
Duloxetine 120 mg QD | 51.7 -11.7 0.030 -12.7 0.048

*negative implies improvement
Tunadjusted p-value
Dr. Buenconsejo’s Table.

The table below shows yet another secondary endpoint of CGI-Severity. This table suggests that

duloxetine 60 mg QD and 120 mg QD are effective.

Change in CGI-Severity at Endpoint: All Ra.ndormzed Patients in the 3-Month Therapy Phase
Placebo-Controlled Study HMCJ

CGI CGI CGI
Improvement Improvement Improvement
Score (LOCF) Score (WOCF) Score (BOCF)
Study Treatment Group | N LSMean | p- LSMean | p- LSMean | p-
Change | value | Change | value | Change | value
HMCJ Placebo 144 | -0.6 -0.5 -0.6
Duloxetine20 = {79 ]-0.9 0.059 ]-0.8 0.063 |-0.8 0.068
mg QD
Duloxetine 60 150 | -0.9 0.021 |-0.8 0.033 }-0.8 0.054
mg QD
Duloxetine 120 | 147 | -1.0 <0.001 | -0.9 0.002 {-09 0.005
mg QD

* negative implies improvement
Dr. Buenconsejo’s Table.
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Analysis by Subgroups »
The table below from Dr. Buenconsejo’s review, shows mean BPI average pain score when
subdivided by gender. We do not see a negative effect of duloxetine in men with respect to BPI

Endpoint Mean Brief Pain Inventory Average Pain Score: All Randomized Patients in the 3-
Month Therapy Phase Placebo-Controlled Study by Gender: HMCJ

Women Men

Study Treatment N | Baseline | Endpoint N Baseline Endpoint

Group Mean Mean
BOCF

HMCJ Placebo 137 6.6 5.5 7 6.1 5.6
Duloxetine 76 6.8 5.1 3 6.3 6.3
20 mg QD
Duloxetine 136 6.5 5.0 14 6.2 4.9
60 mg QD
Duloxetine | 143 6.4 4.8 4 7.0 4.5
120 mg QD

LOCF/BOCF

HMCJ Placebo 137 6.6 54 7 6.1 5.7
Duloxetine 76 6.8 4.8 3 6.3 6.3
20 mg QD
Duloxetine 136 6.5 49 14 6.2 4.3
60 mg QD
Duloxetine 143 6.4 4.7 4 7.0 4.5
120 mg QD
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Endpoint mean BPI average pain score subdivided by race does not show treatment differences

when subdivided by race.

Endpoint Mean Brief Pain Inventory Average Pain Score: All Randomized Patients in the 3-
Month Therapy Phase Placebo-Controlled Study: HMCJ

White Non-white

Study . | Treatment N | Baseline | Endpoint N Baseline Endpoint

Group Mean Mean
: BOCF

HMCJ Placebo 119 6.3 5.3 25 7.9 6.4
Duloxetine 66 6.6 5.0 13 7.8 5.8
20 mg QD
Duloxetine 127 6.4 4.8 23 7.0 6.0
60 mg QD
Duloxetine 126 6.3 4.6 21 7.1 59
120 mg QD

LOCF/BOCF

HMCJ Placebo 119 6.3 5.2 25 7.9 6.4
Duloxetine 66 6.6 4.7 13 7.8 5.5
20 mg QD
Duloxetine 127 6.4 4.6 23 7.0 5.7
60 mg QD
Duloxetine 126 6.3 4.6 21 7.1 5.7
120 mg QD

Dr. Buenconsejo’s Table.
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Likewise, the table below indicates that endpoint mean BPI does
when subdivided by age.

not show treatment differences

Endpoint Mean Brief Pain Inventory Average Pain Score: All Randomized Patients in the 3-
Month Therapy Phase Placebo-Controlled Study by Age: HMCJ

Age <65 Age > 65 ‘
Study Treatment N | Baseline | Endpoint N Baseline Endpoint
Group Mean Mean
BOCF
HMCJ Placebo 136 6.6 54 8 6.9 6.3
Duloxetine 70 6.8 53 9 6.2 4.2
20 mg QD
Duloxetine 135 6.5 4.9 15 6.3 52
60 mg QD
Duloxetine 133 6.3 4.7 14 6.9 6.1
120 mg QD
LOCF/BOCF
HMCJ Placebo 136 6.6 5.3 8 6.9 6.4
Duloxetine 70 6.8 4.9 9 6.2 43
20 mg QD
Duloxetine 135 6.5 4.8 15 6.3 4.9
60 mg QD
Duloxetine 133 6.3 4.6 14 6.9 6.0
120 mg QD
Dr. Buenconsejo’s Table.
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Endpoint mean BPI average pain score subdivided by presence or.absence of major depressive
disorder does not demonstrate major differences in treatment effect.

Endpoint Mean Brief Pain Inventory Average Pain Score: All Randomized Patients in the 3-
Month Therapy Phase Placebo-Controlled Study HMCJ by Major Depressive Disorder Status

No MDD With MDD
Study | Treatment Group .{ N | Baseline | Endpoint N Baseline | Endpoint
Mean Mean
BOCF .

HMCJ | Placebo 109 6.4 53 35 7.0 6.0
Duloxetine 20 mg QD 57 6.6 5.1 22 7.2 54
Duloxetine 60 mg QD 115 6.4 4.9 35 6.7 5.1
Duloxetine 120 mg QD | 113 6.3 4.7 34 6.6 5.1

LOCEF/BOCF -

HMC]J | Placebo 109 6.4 5.2 35 7.0 6.0
Duloxetine 20 mg QD 57 6.6 4.8 22 7.2 5.0
Duloxetine 60 mg QD | 115 6.4 4.8 35 6.7 4.9
Duloxetine 120 mg QD | 113 6.3 4.7 34 6.6 4.9

Dr. Buenconsejo’s Table.

10.1.2.8 Conclusions Regarding Efficacy Data in Study

This study provides evidence that duloxetine at doses of 60 mg QD and 120 mg QD is effective
for —— of fibromyalgia. No treatment by subgroup differences were seen for gender, race,
age, or presence or absence of major depressive disorder. Duloxetine at a dose of 20 mg QD
may be effective.

10.1.2.9 Safety Results

The table below shows the common adverse events observed in this study, as reported by Lilly in
the final study report. Adverse.events (MedDRA preferred terms) that occurred in more than 2%
of subjects and at a frequency greater than placebo in the duloxetine treatment groups are
summarized below. Among duloxetine-treated subjects, the most frequently reported adverse
events were nausea, headache, constipation, dry mouth, and somnolence.
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Treatment-Emergent Adverse Events
Preferred Term by Decreasing Frequency

All Randomized Patients
3-Month Therapy Phase
Preferred Term Treatment N n Percent
PATIENTS WITH > 1 TREATMENT-EMERGENT EVENT 1) PLACEBO 144 11 77.1
2) DLX200QD 79 66 83.5
3) DLX60QD 150 124 82.7
4) DLX120QD 147 131 89.1
Nausea 1) PLACEBO 144 16 11.1
2) DLX20QD 79 18 22.8
3) DLX60QD 150 32 21.3
4) DLX120QD 147 46 313
Headache 1) PLACEBO 144 12 83
2) DLX20QD 79 10 - 12.7.
3) DLX60QD 150 23 15.3
4) DLX120QD 147 22 15.0
Constipation 1) PLACEBO 144 6 42
2) DLX20QD 79 9 11.4
3) DLX60QD 150 15 10.0
4) DLX120QD 147 31 21.1
Dry mouth 1) PLACEBO 144 7 49
2) DLX20QD 79 7 8.9
3) DLX60QD 150 19 12.7
4) DLX120QD 147 27 18.4
Somnolence 1) PLACEBO 144 5 3.5
2) DLX20QD 79 7 89
3) DLX60QD 150 11 7.3
4) DLX120QD 147 22 15.0
Diarrhoea 1) PLACEBO 144 11 7.6
2) DLX20QD 79 5 6.3
3) DLX60QD 150 13 8.7
4) DLX120QD 147 15 10.2
Fatigue 1) PLACEBO 144 6 4.2
2) DLX20QD 79 8 10.1
3) DLX60QD 150 18 12.0
4) DLX120QD 147 11 7.5
Upper respiratory tract infection 1) PLACEBO 144 9 6.3
2) DLX20QD 79 8 10.1
3) DLX60QD 150 14 93
4) DLX120QD 147 12 8.2
Dizziness 1) PLACEBO 144 7 49
2) DLX20QD 79 5 6.3
3) DLX60QD 150 13 8.7
4) DLX120QD 147 16 10.9
Insomnia 1) PLACEBO 144 5 3.5
2) DLX20QD 79 5 6.3
3) DLX600QD 150 10 6.7
4) DLX120QD 147 18 12.2
Decreased appetite 1) PLACEBO 144 1 0.7
2) DLX200QD 79 4 5.1
3) DLX60QD 150 11 7.3
4) DLX120QD 147 12 8.2
Hyperhidrosis 1) PLACEBO 144 0 0.0
2) DLX20QD 79 4 5.1
3) DLX60QD 150 8 5.3
4) DLX120QD 147 11 7.5
Tremor 1) PLACEBO 144 0 0.0
2) DLX20QD 79 i 1.3

152




Clinical Review
Ricardo E. Dent, M.D.

sNDA 22-148
Cymba.h:a® (duloxetine)
3) DLX60QD 150 5 33
4) DLX120QD 147 14 9.5
Anorexia 1) PLACEBO 144 4 2.8
2) DLX200D 79 1 1.3
3) DLX60QD 150 5 33
4) DLX120QD 147 8 5.4
Pharyngolaryngeal pain 1) PLACEBO 144 3 2.1
2) DLX20QD 79 3 3.8
3) DLX60QD 150 3 2.0
4) DLX120QD 147 9 6.1
Cough 1) PLACEBO 144 2 14
. 2) DLX20QD 79 6 7.6
3) DLX60QD 150 4 2.7
4) DLX120QD 147 5 34
Urinary tract infection 1) PLACEBO 144 6 4.2
2) DLX20QD 79 0 0.0
3) DLX60QD 150 4 2.7
4) DLX120QD 147 7 4.8
Arthralgia 1) PLACEBO 144 S 3.5
2) DLX200QD 79 2 2.5
3) DLX60QD 150 6 4.0
4) DLX120QD 147 2 14
Anxiety - 1) PLACEBO 144 3 2.1
2) DLX20QD 79 2 2.5
3) DLX60QD 150 3 2.0
4) DLX120QD 147 6 4.1
Dysgeusia i) PLACEBO 144 2 1.4
2) DLX20QD 79 3 3.8
3) DLX60QD 150 2 1.3
4) DLX120QD 147 7 4.8
Muscle spasms 1) PLACEBO 144 2 14
2) DLX20QD 79 3 3.8
3) DLX60QD 150 5 33
4) DLX120QD 147 4 2.7
Pain 1) PLACEBO 144 2 1.4
2) DLX20QD 79 2 25
3) DLX60QD 150 4 2.7
4) DLX120QD 147 5 34
Pruritus 1) PLACEBO 144 4 2.8
2) DLX20QD 79 2 2.5
3) DLX60QD 150 4 2.7
4) DLX120QD 147 3 2.0
Vomiting 1) PLACEBO 144 5 3.5
2) DLX20QD 79 1 1.3
3) DLX60QD 150 5 33
4) DLX120QD 147 2 1.4
Anorgasmia 1) PLACEBO 144 1 0.7
2) DLX20QD 79 2 25
3) DLX60QD 150 2 i3
4) DLX120QD 147 7 4.8
Bruxism 1) PLACEBO 14 1 0.7
2) DLX20QD 79 3 3.8
3) DLX60QD 150 3 2.0
4) DLX120QD 147 5 34
Dyspepsia 1) PLACEBO 144 3 2.1
2) DLX20QD 79 1 1.3
3) DLX60QD 150 6 4.0
4) DLX120QD 147 2 1.4
Myalgia 1) PLACEBO 144 1 0.7
2) DLX20QD 79 2 25
3) DLX600QD 150 4 2.7
4) DLX120QD 147 5 34
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Migraine 1) PLACEBO 144 1 0.7
2) DLX20QD 79 2 2.5
3) DLX60QD 150 3 2.0
4) DLX120QD 147 5 34
Pain in extremity 1) PLACEBO 144 2 1.4
2) DLX20QD 79 2 2.5
3) DLX60QD 150 4 2.7
4) DLX120QD 147 3 2.0
Sinus headache 1) PLACEBO 144 3 2.1
2) DLX20QD 79 1 13
3) DLX60QD 150 2 1.3
4) DLX120QD 147 5 34
Vision blurred 1) PLACEBO 144 3 2.1
2) DLX20QD 79 2 25 -
3) DLX60QD 150 1 0.7
4) DLX120QD 147 5 34
Musculoskeletal pain 1) PLACEBO 144 3 2.1
2) DLX200QD 79 1 1.3
3) DLX60QD 150 2 13
4) DLX120QD 147 4 2.7
Palpitations 1) PLACEBO 144 1 0.7
2) DLX20QD 79 2 2.5
3) DLX60QD 150 4 2.7
4) DLX120QD 147 3 2.0
Pollakiuria 1) PLACEBO 144 1 0.7
2) DLX20QD 79 3 3.8
3) DLX60QD 150 2 1.3
4) DLX120QD 147 4 2.7
Rash 1) PLACEBO 144 1 0.7
2) DLX20QD 79 2 2.5
3) DLX60QD 150 1 0.7
4) DLX120QD 147 6 4.1
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10.1.3 Protocel F1J-MC-HMEH

A 1-Year Safety Study of Duloxetine in Patients with Fibromyalgia

10.1.3.1 Objective/Rationale

The primary objective was to assess the safety and tolerability of duloxetine at doses up to 120
mg once daily (QD) for up to 60 weeks in patients diagnosed with fibromyalgia, as assessed by
the American College of Rheumatology (ACR) criteria.

Secondary objectives included evaluating the persistence of efficacy of duloxetine for up to 1
year, evaluating the long-term differences in efficacy between duloxetine 60 mg/day and 120
mg/day, and evaluating the gain in efficacy in nonresponders associated with increasing
duloxetine dosage from 60 to 120 mg/day.

10.1.3.2 Overall Design

This was a Phase 3, outpatient 62-week safety study, which included an 8-week open-label
period, followed by a 52-week double-blind, randomized period, and concluding with a 2-week
taper period. The study was designed to evaluate the safety and tolerability of duloxetine 60 mg
and 120 mg once daily (QD) in patients diagnosed with fibromyalgia. Patients were assigned to
duloxetine 30 mg QD for 1 week, duloxetine 60 mg QD for 7 weeks, and then were randomized
2:1 to 120 mg QD and 60 mg QD within response status (defined as > 50% reduction from
baseline to Week 8 in the Brief Pain Inventory (BPI) average pain score) for 52 weeks. Patients
then entered a 2 week taper phase.

10.1.3.3 Population and Procedures

10.1.3.3.1 Inclusion/Exclusion Criteria
Planned enrollment was approximately 320 subjects randomized 1:1 to each of two treatment
arms:

e duloxetine 60 mg QD

e duloxetine 120 mg QD

To be eligible, subjects were required to meet the following criteria:
e Male and female outpatients >18 years of age.
e Primary FMS as defined by the ACR: widespread aching pain in all four quadrants of the
body and axial skeleton for >3 months duration and >11 of 18 tender points under digital
palpitation examination with an approximate force of 4 kg/cm2.
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Score of >4 on the average pain item of the Brief Pain Inventory (BPI-Modified Short
Form) at Visit 1 and Visit 2. '

Subjects were to be excluded for:

Any current primary Axis [ diagnosis other than major depressive disorder (MDD), as
defined by the Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition
(DSM-1V)

Any current or previous DSM-IV Axis I diagnosis of psychosis, bipolar disorder, or
schizoaffective disorder. '

Primary DSM-IV Axis I diagnosis of anxiety disorder within the past year (including
panic disorder, agoraphobia without a history of panic disorder, obsessive compulsive
disorder [OCD)], post-traumatic stress disorder [PTSD], generalized anxiety disorder
[GADY], and social phobia). Note: Patients with specific phobias were permitted to
participate in the study.

DSM-IV Axis II disorder, which, in the judgment of the investigator, would interfere
with compliance with the study protocol.

Suicidal risk as judged by the clinical investigator or as defined by a score of 2 or greater
on question 9 of the Beck Depression Inventory-II (BDI-II).

Past-year history of substance abuse or dependence, excluding nicotine and caffeine.
Positive urine drug screen for any substance of abuse or excluded medication. Note: If
the patient had a positive drug screen at Visit 1 for an excluded prescribed medication
that may not have had an adequate wash-out period, a retest could be performed prior to
Visit 2. If the retest was positive for the parent compound, the patient was to be excluded.
Pregnancy/nursing

Pain symptoms related to traumatic injury, structural rheumatic disease, or regional
rheumatic disease (such as osteoarthritis, bursitis, tendonitis) that would interfere with
interpretation of outcome measures.

Regional pain syndrome, multiple surgeries or failed back syndrome.

Confirmed current or previous diagnosis of rheumatoid arthritis, inflammatory arthritis,
or infectious arthritis, or an autoimmune disease (for example, systemic lupus
erythematosus).

Any of the following laboratory values at Visit 1:

An abnormal C-Reactive Protein level (>12) that is indicative of autoimmune disease
Antinuclear antibody (ANA) with a dilution of >1:320

Rheumatoid factor of >15 IU/ml.

Alanine transaminase (ALT) >1.5 times the upper limit of normal (ULN), based on
performing laboratory reference ranges.

Abnormal thyroid-stimulating hormone (TSH) concentrations. Note: Patients previously
diagnosed with hypothyroidism who had been treated on a stable dose of thyroid
supplement for at least the past 3 months, with normal TSH concentrations and clinically
euthyroid were permitted to participate in the study.

Serious or unstable cardiovascular, hepatic, renal, respiratory, or hematologic illness,
symptomatic peripheral vascular disease, or other medical condition (including unstable
hypertension or not clinically ethyroid) or psychiatric conditions that, in the opinion of
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the investigator, would compromise participation or be likely to lead to hospitalization
during the course of the study.

Acute liver injury (such as hepatitis) or severe cirrhosis (Child- Pugh Class C).
Uncontrolled seizures. ’

Uncontrolled narrow-angle glaucoma.

Any excluded medications that could not be discontinued at Visit 1.

Recent (past 14 days) monoamine oxidase inhibitor (MAOI) or anticipated need to take
within 5 days after discontinuing the study.

Current or past treatment with duloxetine

Previous participation in a duloxetine study

Past 30 days investigational drug use

Known hypersensitivity to duloxetine or any of the inactive ingredients history of
frequent or severe allergic reactions to multiple medications. ,
Patients could also be excluded if they were deemed-by the investigator to be “treatment-
refractory” or to have disability compensation issues that might compromise their
responses.

Employees of Lilly, Boehringer-Ingelheim, or investigator sites were also not eligible to
participate.

Disallowed concomitant medications included but were not limited to: monoamine
oxidase inhibitors (MAOIs), selective serotonin reuptake inhibitors (SSRIs) and serotonin
and norepinephrine reuptake inhibitors (SNRIs), in addition to illicit drugs.

10.1.3.3.2 Procedures

The protocol described four study phases: a screening phase, an open-label phase, a double-blind
phase, and a taper/discontinuation phase.

A schematic diagram illustrates these phases:

Study Study Study Study
Perlod | Perfod il Period it Period IV
Screening Open-Labet Double-Blind Theraspy Phase Suggestad
Phase Therapy Phase 52 Weeks T;’;:':’
59 Days 8 Waoks
120 mg QO e%f)"
W mg
I&_
60mg QD
30 mg
l |.Qo0_
WmgQoD
1 2 3 4 5 [ 7 8 9 10 11 12 30t
-1 [} 1 ] 9 14 19 % 3 2 81 60 62

Abbreviations: QD = once daily.
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Screening phase: Study Period [ was a 1-week screening phase; during this period, no study drug
was dispensed and patients were screened for study entry eligibility. After signing the informed
consent form (ICD), each patient was assigned a patient number. At Visit 1, patients underwent
screening tests and an electrocardiogram (ECG). All criteria for enrollment, including the ECG
and safety and laboratory analyses (clinical chemistry, hematology, urinalysis, urine drug screen,
and pregnancy test for all females) were verified prior to enrollment at Visit 2. Patients who did
not meet inclusion criteria or who met exclusion criteria were discontinued from the study.

Open-label phase: Study Period II (Visit 2 to Visit 4) was an open-label therapy phase of
approximately 8 weeks. Patients who met entry criteria were assigned to duloxetine 30 mg QD
for 1 week, followed by duloxetine 60 mg QD for 7 weeks. Patients who did not tolerate
duloxetine 60 mg QD during the open-label treatment period were discontinued from the study
and entered the taper phase. ‘

Double-blind phase: Study Period III (Visit 4 to Visit 12) was a double-blind therapy phase of
approximately 52 weeks. Patients were randomly assigned in a 2:1 fashion at Visit 4 (Week 8) to
receive either duloxetine 120 mg (60 mg x 2) QD or duloxetine 60 mg QD. Patients who did not
tolerate duloxetine 60 mg QD or duloxetine 120 mg QD during the double-blind treatment period
were discontinued from the study and entered the taper phase.

Taper/Discontinuation phase: Study Period IV (Visit 301) was a 2-week taper phase designed to
minimize discontinuation-emergent adverse events (DEAEs). Patients who were taking
duloxetine 120 mg QD at their point of discontinuation were provided duloxetine 60 mg QD for
1 week, followed by duloxetine 30 mg QD for 1 week. Patients who were taking duloxetine 60
mg QD at their point of discontinuation received duloxetine 30 mg QD for 2 weeks.

10.1.3.3.2.1 Dosing

As described above, eligible subjects were to be randomized to treatment with duloxetine 60 mg
once daily (QD) for eight weeks, then to duloxetine 60 mg QD or duloxetine 120 mg QD in the
ratio of 2:1.

Randomization was to occur at Visit 2, with assignment to treatment groups determined by a
computer-generated random sequence using an Interactive Voice Response System (IVRS).
Patients were to be stratified for presence or absence of MDD, with each stratum (depressed and
non-depressed) randomly assigned within sites to achieve a relative balance across treatments.

Study drug treatments included:

o 30-mg capsules of duloxetine enteric-coated pellets,

o 60-mg capsules of duloxetine enteric-coated pellets,

o Placebo capsules identical in appearance to duloxetine capsules.

Study medication was packaged as indicated and dispensed to the patient at the principal
investigator’s study site. Study drug packaging was labeled with a unique identifier for drug
accountability. Study drug bottles and blister packs contained additional capsules to allow for
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sufficient study medication. Clinical trial materials were labeled according to the country’s
regulatory requirements.

Each patient was assigned a patient number after signing and dating the ICD. Enrollment and
patient progress were tracked using an Interactive Voice Response System (IVRS). At Visit 2, all
patients who met enrollment criteria received duloxetine 30 mg QD for 1 week, followed by
duloxetine 60 mg QD for 7 weeks.

At Visit 4 (Week 8), patients were randomly assigned in a 2:1 fashion to receive either
duloxetine 120 mg QD or 60 mg QD. Randomization was carried out at Visit 4 using IVRS
within site and patient response status (response defined as a = 50% reduction from Visit 2
[Week 0] baseline to Visit 4 [Week 8] in the Brief Pain Inventory [BPI] 24-hour average pain
score).

To maintain blinding in Study Phase III, patients assigned to duloxetine 60 mg received 1
duloxetine 60 mg capsule and 1 placebo capsule QD while patients assigned duloxetine 120 mg
received 2 duloxetine 60 mg capsules QD. Similarly for the Taper Phase, each patient was
assigned 1 duloxetine (either 30 mg or 60 mg) capsule and 1 placebo capsule QD.

The dosing regimen for each treatment arm is illustrated in the table below:

Dose .

Study Phase Treatment | Dosage Form and Frequency Duration Packaging
Screening None N/A N/A N/A
Open-Label Duloxetine | 30 mg QD 8 weeks Blister Packs,

60 mg QD Bottles
Double-Blind Duloxetine | 60 mg QD (plus 1 placebo capsule) 52 Weeks Bottles

120 mg (60 mg X 2 capsules) QD
Taper/ Duloxetine | 60 mg QD 2 weeks Blister Packs
Discontinuation 30 mg QD Placebo QD (1 capsule per

treatment group)

‘| Abbreviations: N/A = not applicable; QD = once daily.

10.1.3.3.2.2 Schedule of Visits and Assessments
The overall study schematic is illustrated in the figure below.
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10.1.3.4 Evaluations/Endpoints

The following efficacy measures were collected on CRFs at the times shown in the study
schedule.

The Brief Pain Inventory-Modified Short Form (BPI) (Severity and Interference items) is
a self-reported Likert scale that measures the severity of pain and the interference of pain
on function. The severity scores range from 0 (no pain) to 10 (pain as bad as you can
imagine). There are 4 questions assessing the severity for worst pain, least pain, average
pain in the past 24 hours, and pain right now. The interference scores range from 0 (does
not interfere) to 10 (completely interferes). There are 7 questions assessing the
interference of pain in the past 24 hours for general activity, mood, walking ability,
normal work, relations with other people, sleep, and enjoyment of life.

The Fibromyalgia Impact Questionnaire (FIQ) is a self-administered questionnaire that
measures fibromyalgia patient status, progress, and outcomes over the past week. This
questionnaire is designed to measure the components of health status that are believed to
be most affected by fibromyalgia. The FIQ is composed of a total of 20 items; the first 11
items measure physical functioning, and each item is rated on a 4-point Likert scale.
Items 12 and 13 measure the number of days the patient felt well and the number of days
the patient felt unable to work due to their fibromyalgia symptoms. Items 14 through 20
are numerical 11-point Likert scales (marked in 10-mm increments) on which the patient
rates work difficulty, pain, fatigue, morning tiredness, stiffness, anxiety, and depression.
Because some patients do not do some of the tasks listed, they are given the opportunity
to delete items from scoring. The total score ranges from 0 to 80, where higher scores
indicate a more negative impact.

The Patient’s Global Impression of Severity (PGI-Severity) scale is completed by the
patient and measures the degree of severity at baseline. The score ranges from 1 (normal,
not at all ill) to 7 (among the most extremely ill patients)

The Patient Global Impressions of Improvement (PGI-Improvement) scale is completed
by the patient and measures the degree of improvement at the time of assessment. The
score ranges from 1 (very much better) to 7 (very much worse).

The Clinical Global Impressions of Severity (CGI-Severity) scale evaluates the severity
of illness at the time of assessment. The score ranges from 1 (normal, not at all ill) to 7
(among the most extremely ill patients). The CGI-Severity is administered by a study
physician in the presence of the patient or after having been in the presence of the patient.
The Tender Point Pain Threshold is assessed for all 18 tender points by a study physician
or qualified study personnel, as defined in Lilly training materials. A dolorimeter
(algometer) is used to exert the pressure at each point and to measure the threshold
reading; when the patient first indicated pain, the threshold is recorded in kg/cm?2.

The patient-rated Sheehan Disability Scale (SDS) is used to assess the patient's general
level of disability. The scale measures a patient's evaluation of the degree to which his or
her symptoms disrupt work, social, and/or home life.

The following safety measurements were collected at the times shown in the study schedule.
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e Adverse Events: During the study, AEs were collected at every visit, regardless of
relationship to study drug. Investigators were responsible for monitoring the safety of
patients who entered this study and for alerting Lilly or its designee to any event that
seemed unusual. In addition, the investigator was instructed to record his or her
assessment of the potential relatedness of each AE to study drug or drug delivery system.
Adverse events were captured as actual terms and coded to Medical Dictionary for
Regulatory Activities (MedDRA) terms by blinded Lilly clinical personnel.

e Concomitant Therapies: Concomitant therapies taken during the study were recorded. All
medications currently taken or stated at the time of ICD signing were considered
concomitant. _

e Laboratory Data: During the study, laboratory tests, including chemistry, hematology,
and urinalysis panels, were collected at regular intervals. A urine drug screen, and
pregnancy test (if applicable) were completed at screening.

e Vital Signs: During the study, vital signs, including sitting blood pressure (systolic and
diastolic), sitting pulse rate, weight, and height, weré collected as indicated in the Study
Schedule.

¢ Electrocardiograms (ECGs): An ECG was collected only at baseline to determine
eligibility of the patient for entry into the study.

e The patient-rated Beck Depression Inventory-II (BDI-II) questionnaire was used to
measure severity of depression at each study visit. The scores can range from 0 to 63
where higher scores indicate more severe depressive symptoms.

10.1.3.5 Statistical Plan

Efficacy Analyses

Descriptive statistics (including mean, median, standard deviation [SD], minimum, and
maximum) were provided for the change from baseline to endpoint for each of the efficacy
variables. Within-group change was evaluated by a Student's t-test to test the null hypothesis of
no significant change from baseline within the open-label study phase. Between-group
differences during the double-blind phase were assessed using 2 separate models. The primary
model was a fixed-effects ANCOV A model assessing mean change from baseline to endpoint.
Main effects for treatment group and investigative site were included, along with the baseline
value of the respective measure as a covariate. Treatment-by-investigator interactions also were
reported. A likelihood-based, MMRM analysis was used for confirmatory purposes that included
the main effects of treatment group, site and visit, baseline value for the respective measure as a
covariate, and the baseline-by-visit and treatment-by-visit interactions.

To evaluate the persistence of the efficacy of duloxetine 60 mg, additional analysis for BPI
average pain score was conducted on the patients who had at least a 50% reduction on BPI
average pain score at the entry of the double-blind study phase (Visit 4, Week 8) and remained
on duloxetine 60 mg in the double-blind study phase. In the analysis, the change from baseline to
endpoint on BPI average pain was summarized along with a 90% two-sided confidence interval
(CI). When the upper bound of the 90% CI was less than 0.5, the null hypothesis that duloxetine
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treatment effect on pain reduction on the fibromyalgia patients was not maintained in the 1-year
double-blind study phase was rejected at the significance level of 0.05.

10.1.3.6 Results

10.1.3.6.1 Study Conduct/Outcome

10.1.3.6.1.1 Subject Characteristics

The Applicant planned to enroll a total of 345 patients who met entry criteria. In the double-
blind phase, a total of 104 were assigned to duloxetine 60 mg QD and 203 to duloxetine 120 mg

QD.
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10.1.3.6.1.2 Enrollment by Center .
Enrollment was distributed among centers as listed in the table below:

Patient Allocation by Investigator
All Enrolled Patients

All Enrolled Patients

Investigator (N=350)

_ n (%)
100 16(4.57)
101 11(3.14)
102 22(6.29)
103 21(6.00)
200 10(2.86)
201 18(5.14)
202 17(4.86)
203 o 8(2.29)
300 ~ 10(2.86)
301 7(2.00)
302 10(2.86)
303 8(2.29)
304 12(3.43)
305 11(3.14)
307 14(4.00)
400 6(1.71)
401 9(2.57)
402 9(2.57)
403 17(4.86)
500 11(3.14)
501 2(0.57)
502 13(3.71)
503 12(3.43)
504 15(4.29)
600 6(1.71)
601 4(1.14)
602 2(0.57)
603 7(2.00)
700 - 3(0.86)
701 10(2.86)
702 . 4(1.14)
703 8(2.29)
704 17(4.86)
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10.1.3.6.1.3 Subject Disposition

A total of 350 patients were enrolled in the open-label phase. 307 entered the double-blind and
were randomized in a 2:1 ratio.

Reasons for discontinuation during the open-label phase are shown in the table below (Lilly’s
table HMEH.10.2)

: DLX60QD

Primary Reasons For (N = 350)

Discontinuation n (%)

DC due to ANY reason 43 ( 12.3)
Adverse Event 26 ( 7.4)
Subject Decision 9 ( 2.6}
Lost to follow up 4 ( 1.1)
Protocol Violation 3 ( 0.9)
Lack of Efficacy 1 ( 0.3)

Patients Continuing 307 ( 87.7)

Patient disposition for the double-blind phase are shown in the table below:
HMEH: Patient Disposition (At study completion; 1 year)
DLX 60 QD DLX 120 QD

N =104 N=203
Completed acute phase 71 (68%) 124 (61%)
Discontinued
Adverse Event 14 (13%) 34 (17%)
Physician decision 5 (5%) 19 (9%)
Lost to follow-up 2 (2%) 3 (1%)
Protocol Violation 4 (4%) 2 (1%)
Lack of Efficacy 8 (8%) 20 (10%)
Sponsor Decision 1 (1%)

At study completion, across all treatment groups, the most frequent reasons for withdrawal were
adverse event (n=48), lack of efficacy (n=28), physician decision (n=24), protocol violation
(n=6), lost to follow-up (n=5), and sponsor decision (n=1).

10.1.3.6.2 Demographics

The table below illustrates demographic and baseline characteristics of the 2 treatment groups.
Overall, most patients were female Caucasians, with a median age of 50 years, a median weight
of 70 kilograms, and a median height of 160 cm.
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Patient Demographic Characteristics at Baseline
All Enrolled Patients
All Buxolled Patienta

¥ariable (N = 350}

Sax
No. of Patients 350
Pamale 335 {35.M)
Male 15 (4.3)

Age in Years at Consent
No. of Patients ’ 350
Mean 48.97
Median 43.85
Standard Dev. 11.07
¥inimum 18.41
Naximum 83.82

Race
No. of Patients 350
African 3 (0.9}
Caucasian 214 (61.1)
Bast Asian’ 46 {12.1)
Hiapanioc 82 (23.4)
Native American T (0.3
West Asian 4 (1.1

Patient Demographic Characteristics at Baseline
All Enrolled Patients (Concluded)

All Eurolled Patients
Variable (N = 150}

Weight in Xg at Baseline

Ha. of Patiaents 350
Mean £9.95
Median £7.060
Standard Dev. 14.74
Minfeim 41.00
Maximum 125.00

Height in Cm at Bageline

No. of Patisnts 349
Mean 159.44
Median 160.00
standard Dav. 7.09
Minioum 142.00
Haximum 189.00

10.1.3.6.3 Dosing Information

The table below illustrates exposure duration and compliance with medication across treatment
groups during the study. Groups were similar with respect to mean duration of exposure.
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Table HMEH.12.3.  Exposure to Study Drug
All Enrolled Patients
QOverall Study Phase

All Enrolled Fatiente
Variable ) (R - 350}

Duration of Bxposure (Days)
Ko. Patients 349

Maan 299.3
¥adian 41€.0
Scandard Deviatiom 161.2
Hiniwam 1.0
Maximum &91.0
Patient Years 285.1

Duration of Exposure {(Days) - n{%)

Ro. Patients 349

-t e ( o.0)
>0 349 (100.0)
»e7 332 ( 95.1)
>ald 326 ( 93.4)
>3 319 ( %1.4)
a0 303 ( 86.9)
»u90 283 ( 81.1)
>120 269 ( 77.2}
»>ul83 241 ( 69.1}
>=368 ' 205 ( 58.7)

X = Number of eunrclled patients, n = Number of patients within each time u:c.rv-l
Patient years are calculated as total exposure days / 365.25.

Report: RKP.F1J0.HMENSTAT.PINAL (SXEXPO13)
THP . PLISH POL}
Data: RMP.ZJAS.F1J3.L.MCHMRH.ADS .OBF

10.1.3.6.4 Protocol Violations

Protocol deviations were identified programmatically by searching the database for randomized
subjects who had screening or baseline values falling outside of the ranges specified by inclusion
or exclusion criteria (eg, values for age, weight, medical history, smoking history, laboratory
parameters, etc). The database was also searched for subjects who used prohibited medications
during the study and subjects who were withdrawn from the study due to protocol deviations. In
addition, lists of protocol deviations were compiled by site monitors during routine center visits
or during remote review of electronic data. All deviations identified by the methods described
above were reviewed by Lilly for clinical significance. Those considered potentially significant
are summarized in the table below.
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Vialation Type Tov/Patient

Exclesicoary Coa. Med. Taken 10371326
300/2004
300/2007
30372203
303/2303
303/3303
303/3310
30373310
305/3509
305/3514
107/3705
307/3706
307/1716
307/37112
400/4004
£01/4104
402/4208
402/430¢
403/4306
403/4310
40374324
40374117
504/5410
102/7108
T01/7108
102/7200
70477407
T04/7407
70477410

Tuclusion/Excluston 102/1218

102/121%

Ieclueion/Exclusion 103/1303
30171104
703/7302
T04/7402

1oted Con. Ned. 4 102/1200
163/2212
102/1211
10371322
200/2000
20¢/3002
201/2103
20172116
202/2212
202/2212
20271213
202/3217
302/3201
302/3210
203/3303
305/3506
307/3703
30773798
307/3708
402/4205
40274208

8ignificant Protucol Violations
All Enzolled Patisatse
P2F-6C~SXEH

Violatiou Setatls

GABAPINTIN

DRGPRRIDCS
Bxel criteria 8§17 viclated: Pt randomized with acute liver {ajury(such es
3 .

oR severe
Exel critersa #17 viclated: Pt randomised with acute Iiver injucy(such as
4 or severs -

Exol criteris $i7 violated: Pt rendomized with &cuce liver iajury{such as
) or sevars
Exal oriteria €17 violated: Pt randomiged with scute livar injary(such as
} or severe <i
Pt did not » = 7 day fxom en
1 1

Py ot
Excl axicerda #17 violated: Pt randomized with acute liver injury(euch as
hepatitis) or severe cirxrhesie.
DEZANETUASORT
BUDESG¥IDE

/
402/4305
40274208
403/430¢
402/4208

® 1 d Oom. Ned. 403/4300
403/4313
401/431%
€03/4315
50275203
501/520)
$02/520%
$02/5205
50275207
$02/5207
$02/5212
$03/5309
€61/6397
601/6307
200/1061
T01/7100
701/7104
701/7208
703/1200
702/7200
703/7202
702/7202
763/7301
70377302
103/7304
70377311
10477403
104/7403
104/7406
T04/7408
T04/7416

Protocol violations included subjects who did not meet inclusion/exclusion criteria, generally
with no implications for interpretation of efficacy results, as well as several subjects who took
contraindicated medications during the treatment phase and overused restricted contraindicated

INUPROFRH

TYLENOL 3INUZ WEDICATION
CORTYSCHR

JINDOMETACIN

DICLOFERAC

{9PA/

medications during the treatment phase.
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10.1.3.7 Efficacy Results

Applicant’s Analysis
The primary objective of this study was to assess long-term safety and tolerability of duloxetine
at doses up to 120 mg/day.

The table below summarized the mean change in BPI average pain score by treatment group for
all randomized patients with a baseline and at least 1 post-baseline BPI measure during the
double-blind study phase. The Applicant states that there was no significant difference in mean

change in average pain scores between treatment groups.
Table HMEH.11.13.  Briaf Pain inventory Average Pain Score
Mean Change from Baseline to Endpoint
All Randomized Patients

Oouble-Blind Study Phase
BPT Avezage Pasn Score
Baseline Sadpoiat Change
% Msan 80 Medfan Min Max Hean 80 Median Min Hax Hean S0 Medfan MNin Max
1) MXLCQD 102 4.31  2.43 4.00 O0.00 9.00 4.236 2.73 S.00 0.00 10.00 «8.05  3.7€ 0.80 -9.00 £.90
2) DEX130QD 203 4.5% 2,37 S.00 0.G60 $.00 4.5  2.77 5.00 0.00 10,00 -0.0%8 2.61 ¢.¢0 -8.00 9.00
Iateraction (Type 1T &9 Rav Data Treatasst-by-Investigator ¥ = A.0€ df = 14,273 p o« L3948
Maiz Rffects {Type II 38) Rav Date
Treatwment T e« 0. A7 df =« 1,267 p « .495
Pooled Investigator ¥ 2.50 Af e 14,47 p = .002

Least SQuares Keans la: Change from Baseline
1} DLXGOQD 37 (SE =« 0.26)
2) DLRI20Q0 0 16 (38 « 0. 19)

Pairvies Comparisan of L3 Keans
DRXSOQD-DLXL 200D 41f2 « -0.20 Two-sided 5% CX s { -0.78, 0.38) Ta -0.68 p = 0.495

¥ o mber of patients with ¢ Daseline and at least cne non-missing post-) bunuu value.
Typs 1T sums of equares from ANCOVA Nodel « Fooled and Baseline for main effects pr-valuas. Kodel w Treatment
« Pooled Investigator. Baselioe, and 4 I 1gal for the i p-value.

Report: KNP.PLIO. IMERITAT .. nm(mnnr

Dlu mmn.u!.mmnr

The Applicant states that for persistence of efficacy analysis, the mean change in BPI average
pain score from baseline to endpoint did not reach significance in the initial responders on
duloxetine 60 mg QD. However, initial responders began and ended the double-blind study
phase with mean BPI average pain scores in the mild range that were well below the mean
baseline pain scores at baseline. In addition improvements in mean average pain score were
observed for non-responders within both treatment groups.

The table below presents the PGI-Improvement score for all randomized patients during the
double-blind study phase. The Applicant states that a significantly lower (improvement) mean
PGI-I score at endpoint was observed with duloxetine 60 mg QD when compared with
duloxetine 120 mg QD.
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Table HMEH.11.21.  Patient's Global impressions of imp ot Score
Mean at Endpoint
Alf Randomized Patients
Double-Blind Study Phase
PGI -Inprovemsnt
Endpeint

1} DLXEOQD 102 2.40 1.2% 3.06 1.00 T.00
2) DLI1Z0QD 200 2.93 1.5¢ 3.9¢ 1.00 7.00

Interacticn (Type II S8 Raw Data - Treatment-by-Investigstor F e 9.54 42 « 14,371 p = 307
Main Rffecte (Type IX 58} Raw Date
Trestaent Fa 692 dfe 1.,208p « 009
#ocled Iovestigator Pe 1.9 d4f ¢ 14,215 p « 018
Leant Squares Neana at fndpoint
1) DLxEoQD 2.19 (8% « ¢.15)
11 DLX1I0QD 2.48 {38 = 0.11}
Palrwise Compaxiscn af LS Means
DLXCOQD-DLXTIOCD d1£2 = -0.46 Two-aided 958 CT : { -0.20, -0.1X} t - «2.63 pe 9.008
¥ = Rusber of patients with bassline PAI-§ eod &t least cae noo-uiesing post-bDaseline POI-I value.
Type II susa of equeras from ANCWA Modal = Poaled and Baseline PAY-# for main effecte p-values.
Hodel = Pooled and od for & 1ion p-value.

Report: SMP.FLI0.NEUSTAT . FINAL (LOPGT311)
e .

LIE a1y

Dct:x P . BAS . FLIG . k. HCHONER . ADT . DY

Reviewer’s Analysis

Statistically significant persistence of efficacy was not demonstrated in patients who had at least
a 50% reduction in BPI average pain score at Week 8 (end of open-label phase) and had
remained on duloxetine 60 mg QD in the 52-week double-blind phase. Dr. Buenconsejo applied
imputation strategies to assign bad scores to dropouts and found that less than 50% of patients
responded at the end of the 1-year double-blind phase. This means that approximately 20% of
the patients who completed the study were not able to maintain their responder status at study
end. At the end of the 1-year period, patients who were non-responders at week 8 did even
worse, with only a 25% response. '

Approximately 20% of the patients who did not respond at the end of week 8 and were
administered duloxetine at 120 mg QD during the double-blind phase responded at the end of the
study, implying that dose raising the dose from 60 mg QD to 120 mg QD does not improve pain
response in fibromyalgia.

In her statistical review, Dr. Buenconsejo reanalyzed Study HMEH and found that:

Applying BOCF to patients who dropped out of the study in the responder group (i.e. 39% of the patients in
the duloxetine 60 mg QD group and 27% in the 120 mg QD group), less than 50% responded at the end of
the study. This implies that close to 20% of the patients who completed the study were not able to maintain
their response at the end of the study. However, this is still a bit better compared to patients in the non-
responder group in which only less than 25% of patients responded at the end of the study. Another
important finding from this analysis is that only 20% of the patients who did not respond at Week 8 and
were given 120 mg QD during double-blind phase responded at the end of the study. This implies that
increasing the dose did not improve their pain response. :

Applying LOCF/BOCF to patients who dropped out of the study in the responder group yield somewhat
similar result to the BOCF strategy except that almost 50% responded at the end of the study. Patients who
are responder at Week 8 appear to still be a bit better in terms of responding at the end of the study
compared to the non-responder group. However, there is no evidence that there is persistence of effect
among those initial responders who remained in the duloxetine 60 mg QD.

The following table is a responder analysis of BPI Average Pain Score at endpoint:
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Responder Analysis (> 50% reduction from Week 0) of Brief Paiﬁ Inventory Average Pain Score
at Endpoint

Responder at end of Non-responder at end of
Visit 4 Visit 4
Study Treatment Group N n(%) N n(%)
LOCF Duloxetine 60 mg QD | 37 23 (62%) 67 19 (28%)
Duloxetine 120 mg QD | 75 43 (57%) 128 37 (29%)
BOCF Duloxetine 60 mg QD | 37 14 (38%) 67 17 (25%)
Duloxetine 120 mg QD | 75 34 (45%) 128 26 (20%)
LOCF/BOCEF | Duloxetine 60 mg QD | 37 19 (51%) 67 19 (28%)
Duloxetine 120 mg QD | 75 37 (49%) 128 32 (25%)

Dr. Buenconsejo’s Table.

10.1.3.8 Conclusions Regarding Efficacy Data in Study

Study HMEH did not demonstrate that duloxetine at doses of either 60 mg QD or 120 mg QD is
effective for up to 1-year. This may be due to the sample size: Also, although clinical
pharmacology data suggests that higher plasma levels may improve PGI-Improvement scores;
this is not supported by clinical response as measured by BP1. In non-responders, increasing
from a dose of duloxetine 60 mg QD to a dose of 120 mg QD does not appear to increase
efficacy. Using some imputation strategies, non-responders at 8 weeks were more likely to
become responders if maintained on 60 mg than if switched to 120 mg.

10.1.3.9 Safety Results

The table below shows the common adverse events observed in this study, as reported by Lilly in
the final study report. Adverse events (MedDRA preferred terms) that occurred in more than 2%
of subjects. The most frequently reported adverse events were nausea, headache, insomnia,
dizziness, and constipation.
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Treatment-Emergent Adverse Events
Preferred Term by Decreasing Frequency
All Enrolled Patients

Overall Study Phase

Preferred Term All E“"‘:}':ﬁ/‘:)l)at'e“ts
Patients with >= 1 Treatment-Emergent Event 326 (93.1)
Nausea 142 (40.6)
Headache 103 (29.4)
Insomnia 69 (19.7)
Dizziness 66 (18.9)
Constipation 61 (174)
Dry mouth 60 (17.1)
Somnolence 49 (14.0)
Diarrhoea 45 (12.9)
Hyperhidrosis 40 (11.4)
Fatigue 39 (11.1)
Abdominal pain upper 37 (10.6)
Anorexia 31 (8.9)
Back pain 31 (8.9)
Vomiting 30 (8.6)
Anxiety 28 (8.0)
Arthralgia 26 (7.4)
Upper respiratory tract infection 25 (7.1)
Hypertension 22 (6.3)
Therapeutic response unexpected 22 (6.3)
Urinary tract infection 22 (6.3)
Influenza 21 (6.0)
Dysgeusia 17 (4.9)
Dyspepsia 17 4.9
Nasopharyngitis 17 4.9
Pain 17 4.9)
Decreased appetite 16 (4.6)
Tremor 16 (4.6)
Asthenia 15 4.3)
Cough 15 (4.3)
Increased appetite 15 4.3)
Migraine 15 4.3)
Pain in extremity 15 (4.3)
Palpitations 15 (4.3)
Pharyngitis 15 4.3)
Pruritus 15 4.3)
Abdominal pain 14 (4.0)
Neck pain 14 4.0)
Sinusitis 14 (4.0)
Abdominal distension 13 (3.7)
Muscle spasms 13 (3.7
Weight increased 13 3.7
Hot flush 12 (3.4)
Vision blurred 12 3.4)
Flatulence 11 (3.1)
Paraesthesia 11 3.D
Rash 11 3.1
Sedation 11 (3.1)
Carpal tunnel syndrome 10 2.9)
Chest pain 10 2.9
Vertigo 10 2.9)
Bronchitis 9 (2.6)
Gastritis 9 (2.6)
Gastroenteritis 9 (2.6)
Hypoaesthesia 9 (2.6)
Myalgia 9 (2.6)
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Fall 8 2.3)
Irritable bowel syndrome 8 2.3)
Lethargy 8 (2.3)
Malaise 8 (2.3)
Musculoskeletal pain 8 (2.3)
Osteoarthritis 8 (2.3)
Pharyngolaryngeal pain 8 2.3)
Pollakiuria 8 2.3)
Tendonitis 8 2.3)
Tinnitus 8 (2.3)
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10.2 Line-by-Line Labeling Review
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10.3 Additional Efficacy Review Tables and Figures

Table 6.1
Schedule of Events: Study HMBO

Table HMBO.9.1. Schedule of Events for Study Periods l and Ul
Study F1J-MC-HMBO

Description Study Period I Stady Period I
Screening Acute Therapy Phase
Phase :
Visit 1 2 3 4 $ L3 T 3 9|10 ED
<Vi0

Week ~Sta-2 - 9 ] 2 + [ 8 j10 ! 12
Clinic Assesyments
Informed consent

Demographics
Medical history
Complete physical
exam
Consumptive habits
Historical illness and X
previous medications
ACR criteria for x "
fibromyalgia '
MINI* (MDD x
disgnosis aud others)
Height

| Height x i - ' OA'

LRt}

]

Weight X
ECG X
Paticnt summary
Blood pressure X x X{x]x{x|xix x| 3 -{Q
(sitting), heare rate $ [ Q
Preexisting conditions x x x{ixix|xixfixix|x x 3
and adverse events Cn
Concomitant X 3 xixix{x|xix|x|x x 6
licati

ERERERES
xR |#®Ix

]
i
3
£

i
&
-
g
4
i arimia
»
w
P RERE N A
E
WX IR MR
"
R RN
LR R ]

17
n
tY
Ll

%
£

Study Period | Stady Perlod Il
Screealng Acute Therapy Pliase

Visit Tt | 2 [ 3j4is5l6iT I8} ie]| ED
<Vio

Week Sto-2 -1 o 1 2 4 (3 $ 16 12
Health Outcomes
Assessment
SF-36 X X x
QLDS 3
sDs x X X
Laboratory
Assessments
Hematology X
Clinical chemisay 3
and clectrolyte group
Urine drug screen
Serum pregnancy test
Urinalysis
Thyroid function test

1 Antibod:

£
3
"

3
"
B

~
"
"
"
bl
”

C-reactive protein
Rhcumatoid factor

ERERPE NS P

175




Clinical Review

Ricardo E. Dent, M.D.
sNDA 22-148
Cymbalta® (duloxetine)
Table 6.2 Table HICA9.2.  Study Schedula {concluded)
Schedule of Events: Study HMCA Stady Pertod Stedy Pestod 11
Table HMCA 9.2,  Study Schedule 1Screening Scady Perlod Il Discontiamation
Description Phase Acute Therapy Phase Phase
Study Perfad 1 Study Peried HI Vit 1 2 jdis;8jejri819] 10 ED
Screening Study Period [ <Vig
Description Phase Agute Therapy Phave Fhase Week St ] 8 1t P2 teieisieltal il
Visit t 2 31 431s5|€jT7187% te £D
<vie Efficcy
Week Swii ¢ tlx]slsisiwisa 13 Measurements
Clinkes! Asvessonents 30] X xixisixetsixix x
Informed consent X Tender point pain x % x x x
- 3
‘Meodicat bi i CPg'I-Sau_ilyc X X X X X
omplete physi ; -lmprovenint X X X x
(;uphywn! * x * Brief Pain Inventory. £ jxlxixsix!xix}x x
> - HAMD; . b X s x X X
Consumptive habits x 42
WM X Assersmsent
2ad previous SE-36 X X .3
;&m QL!‘)S X % x
£3, 100 for * SDs X EY X
E; i L
Mio® (MDD x M!
diagnosic md [ ¥ X
|__sthers) Clinical chemivery X 3 x % 3 x
Height X and clectrotyte
Weight X £ x | goup
ECG X Urine dnug saroca X
Pationt summary x x Serim pregaRacy X
Hiood pressore x x s|{xixltx}jxixtx % X et .
| (sitting}h heart cate Crinahois x
Precxistiog x* x x{xfsix|x|{x}x x x i Thytold fimcGomtest | x
coaditins and Aantinaclees <
adverss cvents _ﬂ"b_“’f .
Concomitant I « Ix{xtslxfs{xsjx] x 3 |.Coreactive protein x x x
medications Rbermatoid Gactor <
| Stady Dreg. Table HMCA S.2. Study Schedule {conciuded)
| _Dispense drug X x I xfixixlxtxix
Retum xixisjx}xlxix x x Stady Fertod Study Period I}
Srug‘sccountabilizy { Sereetilog Study Perted Il Discontinution
y’ Dexcription Phae Agute Therapy Phase Phase
Vit 1 2 3 4 $ $§1 71819 1] £
<Vis
Week Sl L] t 1 4 6 | & 4612 t3
Efffeacy
Meaywernents
FiQ X 2 fxixix!xtx]x X
Tender point psin X X x X 12
tdwebold b
CGE-Severity s X X X X X
PGl improvarnent X X X L3
Bricf Pain Inventiory 3 xisfixixixixix X
HAMD, ;% X X X X X
Health Onicomes
Assesnment
SE-36 X X X
QLDS X X x
. sos X x X
Appears This Way Lty
pp Aserrmrrnts
PP | Hemutology L]
On O"g[nal ‘Clinicat choemistry s | x = T x ¥
R a0 electrolyte
| gEoup
| Urige drug sccoen L3
Serusm pregrancy S
et
Urinslysis 3
Thyroid Smction text X
Antinsiciess x
mubody
C-rexctive protein x X %
Rhcunuoid factoe X
toigw 0y
g isisiats PR S =
e B D s
e ey < 3
CocdPowmt | % ] < Tulviedx < F < P
gt Pt
Ky
fcoswranlt
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Table 6.3
‘Schedule of Events: Study HMCJ

Study Scheduls, Protocal £13-MC-HMCJ

Descrigtion Stady Pyrimd Srody Peciod Sendy Peciod 16 Sondy Pecid IV Stady
1 Scrwraing Arete Therupy Phane Contizostion Tieaias Phoce Nriad v
Fhase Fise Tager
oo
Veu T 1 3 [S[a]sTejr 8% e jACL 02 {13 0] 45 N | EBT | E0Z
(Vidts | (Vinied
SRR Y]
Wak 4 f @ taliieileimieaimlin il e £ )
Precxising ] xirlsivfefrlxieie fuijeinie] o« x P
Conftions and
Adverse Events
Cooovios | x § v x| x]xjvicixic|sisjreicfr] « x 1 o« ;¢
Stwsy Ovmy
is X 3 s ivisisixix 3 X s ixin Y - -
Reurn lejelrjelecjslsdeivtiaiat« x  § < 1w
Drog:Accronib
ity
gy
Bescf Pain X “ dfajefsiafrieiNlceiw ) X X x
tavemory
[2 i jviniadceicdlsle - ~ < -
i losprovonon
PGt Severly.
Tonkct Poirs X < RS IR 3 » « .
Tale thezdoke
CG-Severin® x. ) N N N Y 5
'ﬂ x LS x x i3 z x =
[75) « * PO N I ) x
sota 3 ~x fajedelaiaint et el efciajot = PR I Y
Page 2487
PR SO N T N O T U SN W SO S S DS M S Y i x P
Stody Schedule, Protocol F13-MCHMCI
Desceiption Sewdy Peviod | ‘Stady Prei M Stady Pecked 111 Study Period (V' Study
Sceoralag Phase Acuve Thecapy Phase Cuatieuation Evtenden Pl Perted vV
P Taper
Thare
Visi( t [ 3 13jejsieir ] fa|ajola] M CYWIECE]
Ohin
ity 1218
Woek AU Taisieteiuinwiwin Iw(eiwjal s s
Hentch Ouicomes
Asvemasent
SOS 3 x 1y x Py < y
QS s x Iy x
SFJ6 1 x X [ © x
Laburatory
Hhemuohogy < < [ 13 x <
CEoi ~ A s hY X LY 81 b3 = X
Fpdeg Liced < * x B © ©
Frofide
©rime Diveg Screen <
Sregnancy o (
Liolaaiyshs X
Thytoid Fuoaios <
ten
Aminwcicar [
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C-Reactive Prutcm x
x
Study Schedule, Protocol F 1-MC-HMCS
Oecripina Stmy Feviod § Skudy Periad 01 Study Ferbed 18 Sty Period tV Sredy
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08 b x x < x s ~
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SE36 s x X X 5, s
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Clinical (hemieny L LY x X x x LY L} A LY
Faticrg Liood [ x < < < <
#
Crine Drag Sveca | 1
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T
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Table 6.4 ‘ )
Schedule of Events: Study HMEF -
Study Schedule, Protocol F1LMC-HMEF

Description Study Peciod Study Period 1 Study Period 11 Study
1 Screenion. Acwic Therpy Phase Extension Phasc Teriod LV
Phase

ViRt V] 3T [SJajsJe]7[8]9 e [t ]G] ]S o1 0 | FO
(Vidts | (Visits
3y | Q18

Week =t L] t 1 4 * 1 13 18 {23 27 3 3 +7 £ 38
Procdsl X E xpxixixix]a X X < X x x x x x x
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Table 6.5
Schedule of Events: Study HMEH

F1J-MC-HMEH Study Report

Page 5938

-
~
'S
@i
&
-
o

Visit

10

11

301

ET

-
o
et
s

Week -j0 1 19| 26

33

42

51

62

>W1i

Description

Informed
Consent

Ll

Demographics | X

Medical X
History

Physical X
Exam

Historical X
1liness

ACR Criteria |{X
for
Fibromyalgia

Habits X

~

Alcohol XX (X (X (X |X
Consumption

Height X

Weight XX X X |[X_ X IX

ECG

Vital Signs

Fetaltad
e
e

Adverse
Events/
Pre-existing
conditions

tbd

Concomitant [X{X (X (X X (X X X
Medications

Dispense XX (X (X iIX (X X
Drug

Return Drug/ X X X X X X
accountability

FIQ X X X

E b

Tender-point X X X
pain threshold

Ed B I I I

BPI- XiX
Modified
Short Form

»

<
»
»

PGI-
Improvement

]

~

PGI-Severity

CGl-Severity

SDS

Bl Lt ]

BDI-II X

w
fai bl Lol L]
<
bt
o
M m

Hematology |X X

AR |

Fad bttt

Ed td BT

»~
w
da
{7 ]
-3
-3
-]

Visit

u

301

ET

Week -1} 011 [ 8 ({9141 19}2

33

s1

60

62

>Wi

Blood X X |X X X
Chemistry

UrineDrug  {X
Screen

Pregnancy X
Test (females
onty)

Urinalysis | X X _|x X X

Patient

<&

) 4
a IfET visit is followed by taper, drug will be dispensed.

Aﬁiﬁ@f‘v
1S This w
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Table 6.6
Study HMBO - Reasons For Discontinuation
All Randomized Patients

Acute Therapy Phase
PLACEBO DLX60BID Total
(N=103) (N=104) (N=207)
Primary Reason for Discontinuation 2 n n
ry (%) (%) (%)
Protocol completed 66 (64.1) 58 (55.8) 124 (59.9)
AE ' 11 (10.7) 18(17.3) 29 (14.0)
Unable to contact patient (lost to
follow-up) 329 6(5.8) 9(4.3)
Personal conflict or other patient decision 9(8.7) 10 (9.6) 19(9.2)
Physician decision 0 1(1.0) 1 (0.5)
Protocol Violation 1(1.0) 2(1.9) 3(1.4)
Lack of Efficacy 13(12.6) 9@8.7) 22 (10.6)
Applicant’s Table, Page 59, HMBO Clinical Report.
Table 6.7
Study HMBO — Reasons for Discontinuation by Visit
Placebo (N=103) DLX60BID (N=104)
Total AE LOE Others Total AE LOE Others
Visit 4 7% 3% 2% 2% 11% 4% 3% 4%
Visit 5 6% 0% 3% 3% 9% 5% 1% 3%
Visit 6 8% 2% 1% 2% 13% 7% 2% 4%
Visit 7 6% 4% 1% 1% 5% 1% 1% 3%
Visit 8 9% 2% 3% 4% 4% 1% 0% 3%
Visit 9 ) 1% 0% 0% 1% 4% 0% 2% 2%
Dr. Joan Buenconsejo’s Table.
Table 6.8 ]
Study HMCA - Reasons for Discontinuation
Comparison of Treatment Groups
All Randomized Patients
PLACEBO DLX60QD DLX60BID TOTAL
(N=120) (N=118) (N=116) (N=354)
Events n(%) n(%) n(%) (%)
AE 14(11.7) 25(21.2) 27(23.3) 66(18.6)
Unable to contact pat(lost to follow-up) 4(3.3) 1( 0.8) 5(4.3) 10(2.8)
Personal coaflict or other pat decision 1( 0.8) 3(2.5) 4(3.4) 8(2.3)
Physician decision 0( 0.0) 1(0.8) 0(0.0) 1(0.3)
Noncompl 1(0.8) 3(2.5) 1(0.9) 5(1.4)
Protocol Violation 1(0.8) 0( 0.0) 0(0.0) 1(0.3)
Lack of Efficacy 18(15.0) 7(5.9) 4(3.4) 29(8.2)
Withdrawal of informed consent 13(10.8) 1(0.8) 4(3.4) 18(5.1)

Applicant’s Table, Page 65, HMCA Clinical Report

Appeddis Thi

VA f e g
S; "‘;A‘,j{..-\‘: %
Oy Ui

180



Clinical Review
Ricardo E. Dent, M.D.
sNDA 22-148
Cymbalta® (duloxetine)

Table 6.9 i
Study HMCA — Reasons for Discontinuation by Visit
Placebo (N=120 DLX60QD (N=118) DLX60BID (N=116)
Total AE LOE Others Total AE LOE Others Total AE LOE Others

Visit 3/Baseline 5% 3% 0% 3% 15% 14% 1% 1% 15% 12% 1% 2%
Visit 4 8% 2% 4% 3% 2% 1% 1% 0% 5% 4% 0% 1%
Visit 5 13% 3% 6% 4% 8% 5% 1% 2% 9% 4% 2% 3%
Visit 6 6% 1% 3% 2% 4% 0% 1% 3% 2% 0% 1% 1%
Visit 7 9% 3% 1% . 5% 1% 0% 0% 1% 3% 2% 0% 1%
Visit 8 1% 0% 1% 0% 3% 2% 2% 0% 4% 1% 0% 3%
Visit 9 - 1% 0% 0% 1% 2% 0% 1% 1% 1% 0% 0% 1%
Visit 10 0% 0% 0% 0% 1% 1% 0% 0% 0% 0% 0% 0%

Dr. Joan Buenconsejo’s Table.

Table 6.10

Study HMCJ - Reasons for Study Discontinuation
All Randomized Patients

3-Month Therapy Phase

Primary Reason for Discontinuation Treatment N n Percent
DC due to ANY reason 1) PLACEBO 144 60 41.67
2) DLX20QD 79 30 37.97
3) DLX60QD 150 53 35.33
4) DLX120QD 147 52 3537
Adverse Event : 1) PLACEBO 144 17 11.81
2) DLX20QD 79 8 10.13
3) DLX60QD 150 22 14.67
4) DLX120QD 147 32 21.77
Lack of Efficacy 1) PLACEBO 144 14 9.72
2) DLX20QD 79 8 10.13
3) DLX60QD 150 i1 7.33
4) DLX120QD 147 : 6 4.08
Subject Decision 1) PLACEBO 144 10 6.94
2) DLX200QD 79 8 10.13
3) DLX60QD 150 9 6.00
4) DLX120QD 147 5 340
Lost to follow up 1) PLACEBO 144 13 9.03
2) DLX200QD 79 3 3.80
3) DLX60QD 150 7 4.67
4) DLX120QD 147 7 - 476

Applicant’s Table, Page 80, HMCA Clinical Report.

Table 6.11
Study HMCJ — Reasous for Discontinuation by Visit

Placebo (N=144) DLX 20/60 QD (N=79) DLX600QD (N=150) DLX1200QD (N=147)

Total | AE | LOE | Others | Total | AE | LOE | Others | Total {| AE | LOE | Others | Total | AE | LOE | Others

Visit2 | 0% | 0% [ 0% 0% 0% | 0% | 0% 0% 0% [ 0% | 0% 0% 1% | 0% | 0% 1%

Visit3 | 6% 1% | 1% 4% 6% | 0% | 1% 5% 9% | 5% | 1% 3% 9% | 5% | 0% 3%

Visitd | 5% 1% | 1% 3% 4% (3% ]| 1% 0% 7% | 4% | 1% 2% 3% {3% | 0% 0%

VisitS | 9% | 5% | 2% 2% 3% 1% | 0% 1% 5% 1% | 0% 3% 4% 13% | 0% 1%

Visit6 | 9% | 2% [ 3% 3% 4% 1% | 1% 1% 6% 2% | 1% 3% 3% | 2% | 1% 1%

Visit7 | 10% [ 3% | 1% 6% 8% | 0% | 4% 4% % 2% | 3% 1% 8% | 5% | 3% 0%

Visit8§ | 3% | 1% | 1% 1% 13% | 5% | 1% 6% 3% { 1% | 2% 0% 7% 3% | 1% 3%

Dr. Joan Buenconsejo’s Table.
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Table 6.12

Study HMCJ - Reasons for Study Discontinuation

All Randomized Patients
6-Month Therapy Phase

Primary Reason for Discontinuation Treatment N n Percent
DC due to ANY reason 1) PLACEBO 144 72 50.00
2) DLX600QD 150 68 4533
3) DLX120QD 147 68 46.26
4) DLX20/60QD 79 35 44.30
Adverse Event 1) PLACEBO 144 19 13.19
2) DLX60QD 150 23 15.33
3) DLX120QD 147 39 26.53
4) DLX20/60QD 79 9 11.39
Lack of Efficacy 1) PLACEBO 144 16 11.11
2) DLX60QD 150 15 10.00
3) DLX120QD 147 7 4.76
4) DLX20/60QD 79 8 10.13
Subject Decision 1) PLACEBO 144 12 8.33
2) DLX60QD 150 12 8.00
3) DLX120QD 147 10 6.80
4) DLX206/60QD 79 10 12.66
Lost to follow up 1) PLACEBO 144 18 12.50
2) DLX60QD 150 10 6.67
3) DLX120QD 147 8 5.44
4) DLX20/60QD 79 4 5.06
Applicant’s Table, Page 91, HMCIJ Clinical Repoit.
Table 6.13
Study HMEF - Reasons for Discontinuation
All Randomized Patients
6-month Therapy Phase
PLACEBO DLX60/120QD Total
(N=168) (N=162) (N=330)
Primary Reason for Discontinuation n (%) n (%) n (%)
DC due to ANY reason 65 387 . 61 (G1.7 126 (38.2)
Adverse Event 19 (11.3) 30 (18.5) 49 (14.8)
Lack of Efficacy 25 (14.9) 12 (7.4) 37 (11.2)
Subject Decision 9 (5.4) 5 (3.1) 14 (4.2)
Protocol Violation S (3.0) 8 (4.9) 13 3.9)
Lost to follow up 6 (3.6) 4 (2.5) 10 (3.0)
Physician Decision 1 (0.6) 1 (0.6) 2 (0.6)
Sponsor Decision 0 (0.0) 1 (0.6) 1 (0.3)
Patients Continuing 103 (61.3) 101 (62.3) 204 (61.8)
Applicant’s Table, Page 69, HMEF Clinical Report.
Table 6.14
Study HMEH - Reasons for Study Discontinuation
All Enrolled Patients in Open-Label Study Phase
Primary Reasons For DL}S‘SOQD
Discontinuation (N=350)
n (%)
DC due to ANY reason 43 (12.3)
Adverse Event 26 (7.4)
Subject Decision 9(2.6)
Lost to follow up 4(1.1)
Protocol Violation 3(0.9)
Lack of Efficacy 1(0.3)
Patients Continuing 307 (87.7)

Applicant’s Table, Page 77, HMEH Clinical Report
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Table 6.15

Study HMCJ - Mean BPI Average Pain Score at Endpoint by Gender
All Randomized Patients in the 3-Month Placebo-Controlled Study

Women Men
Study | Treatment Group N | Baseline |  Endpoint Mean N | Baseline |  Endpoint Mean
BOCF
HMCJ Placebo 137 6.6 5.5 7 6.1 5.6
DLX 20 mg QD 76 6.8 5.1 3 6.3 6.3
DLX 60 mg QD 136 6.5 5.0 14 6.2 49
DLX 120 mg QD 143 6.4 4.8 4 7.0 4.5
) LOCF/BOCF
HMCJ Placebo 137 6.6 54 7 6.1 5.7
DLX 20 mg QD 76 6.8 4.8 3 6.3 6.3
DLX 60 mg QD 136 6.5 4.9 14 6.2 43
DLX 120 mg QD 143 6.4 4.7 4 7.0 4.5
DLX = duloxetine
Dr. Buenconsejo’s Table
Table 6.16
Study HMCJ - PGI-Improvement at Endpoint by Gender
All Randomized Patients in the 3-Month Placebo Controlled Studies
Women Men
Study Treatment Group N Endpoint N Endpoint
Mean Mean
LOCF
HMCJ Placebo 138 3.0 4 25
DLX 20 mg QD 75 2.9 2 4.0
DLX 60 mg QD 130 3.1 13 32
DLX 120 mg QD 132 3.5 7 3.7
WOCF -
HMCJ Placebo 138 3.1 4 25
DLX 20 mg QD 75 3.1 2 45
DLX 60 mg QD 129 32 13 33
DLX 120 mg QD 132 3.7 6 3.8
DLX = duloxetine
Dr. Buenconsejo’s Table.
Table 6.17
Studies HMCA and HMCJ —Mean Brief Average Pain Score at Endpoint by Race
All Randomized Patients in the 3-Month Placebo-Controlled Studies
) White Non-white
Study Treatment Group N | Baseline | Endpoint Mean N ] Baseline [ Endpoint Mean
BOCF
HMCA Placebo 107 6.4 5.5 13 7.8 6.2
DLX 60 mg QD 106 6.3 4.2 12 7.0 5.8
DLX 60 mg BID 104 6.2 43 12 7.8 6.8
HMCJ Placebo 119 6.3 53 25 79 6.4
DLX 20 mg QD 66 6.6 5.0 13 7.8 5.8
DLX 60 mg QD 127 6.4 4.8 23 7.0 6.0
DLX 120 mg QD 126 6.3 4.6 21 7.1 5.9
LOCF/BOCF
HMCA Placebo 107 6.4 53 13 7.8 6.2
DLX 60 mg QD 106 6.3 4.1 12 7.0 5.7
DLX 60 mg BID 104 6.2 4.0 12 7.8 6.3
HMCJ Placebo 119 6.3 52 25 79 6.4
DLX 20 mg QD 66 6.6 4.7 13 7.8 5.5
DLX 60 mg QD 127 6.4 4.6 23 7.0 5.7
DLX 120 mg QD 126 6.3 4.6 21 7.1 5.7

DLX = duloxetine
Dr. Buenconsejo’s Table.
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Table 6.18

Studies HMCA and HMCJ - PGI-Improvement at Endpoint by Race
All Randomized Patients in the 3-Month Placebe Controlled Studies

White

Non-White
Study Treatment Group N Endpoint N Endpoint
Mean Mean
LOCF
HMCA Placebo 100 3.7 11 35
DLX 60 mg QD 103 3.1 13} 3.6
DLX 60 mg BID 99 3.0 12 33
HMCJ Placebo 121 29 21 33
DLX 20 mg QD 64 29 13 32
DLX 60 mg QD 120 3.1 23 33
DLX 120 mg QD 115 3.6 24 2.7
WOCF
HMCA _Placebo 100 38 11 3.5
DLX 60 mg QD 103 3.1 11 3.6
DLX 60 mg BID 99 3.1 12 34
HMCJ Placebo 121 3.1 21 34
DLX 20 mg QD 64 3.1 13 33
DLX 60 mg QD 119 32 23 34
DLX 120 mg QD 114 3.8 24 3.0
DLX = duloxetine
Dr. Buenconsejo’s Table.
Table 6.19
Studies HMCA and HMCJ — Mean BPI Average Pain Score at Endpoint by Age
All Randomized Patients in the 3-Month Placebo Controlled Studies
Age <65 Age > 65
Study Treatment Group N | Bascline | Endpoint Mean N [ Baseline | Endpoint Mean
BOCF
HMCA Placebo 109 6.6 5.7 11 5.5 3.6
DLX 60 mg QD 113 6.4 44 5 6.6 1.6
DLX 60 mg BID 105 6.3 44 11 6.6 5.7
HMCJ Placebo 136 6.6 54 8 6.9 6.3
DLX 20 mg QD 70 6.8 5.3 9 6.2 42
DLX 60 mg QD 135 6.5 4.9 15 6.3 52
DLX 120 mg QD 133 6.3 4.7 14 6.9 6.1
LOCE/BOCF
HMCA Placebo 109 6.6 5.6 11 5.5 3.6
) DLX 60 mg QD 113 6.4 43 5 6.6 1.6
DLX 60 mg BID 105 6.3 4.1 11 6.6 6.0
HMCJ . Placebo 136 6.6 5.3 8 6.9 6.4
DLX 20 mg QD 70 6.8 49 9 6.2 43
DLX 60 mg QD 135 6.5 4.8 15 6.3 49
DLX 120 mg QD 133 6.3 4.6 14 6.9 6.0

DLX = duloxetine
Dr. Buenconsejo’s Table.

Appans This Way

On Tuiginal

184




Clinical Review
Ricardo E. Dent, M.D.
sNDA 22-148
Cymbalta® (duloxetine)

Table 6.20

Studies HMCA and HMCJ - PGI-Improvement at Endpoint by Age
All Randomized Patients in the 3-Month Placebo-Controlled Studies

Age <65 e > 65
Study Treatment Group N Endpoint Endpoint
Mean Mean
: LOCF
HMCA Placebo 100 38 2.7
DLX 60 mg QD 109 32 1.6
DLX 60 mg BID 100 3.0 3.7
HMCJ Placebo 129 29 35
DLX 20 mg QD 68 2.9 32
DLX 60 mg QD 128 3.1 3.6
DLX 120 mg QD 131 35 3.8
) WOCF
HMCA Placebo 100 39 2.7
DLX 60 mg QD 109 32 1.6
DLX 60 mg BID 100 3.0 37
HMCJ Placebo 129 3.1 3.7
DLX 20 mg QD 68 3.1 32
DLX 60 mg QD 127 32 37
DLX 120 mg QD 130 3.6 44
DLX = duloxetine
Dr. Buenconsejo’s Table.
Ap D eQ IS .
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10.4 Additional Safety Review Tables and Figures

Table 7.1
SAEs Reported in All Fibromyalgia Studies Which Appear Unrelated to Study Medication
Study Stubject ID Treatment Age Race Sex MedDRA Preffered Term/Comment

1 |} HMBO | HMBO-102-1230 | DLX60BID 39 | Caucasian { M | FEMUR FRACTURE

Unrelated to study medication.

2 | HMcA | HMCA-109-1928 | DLX60BID | 32 | Caucasin | F | APPENDICITIS

Unrelated to study medication.

3 | HMCA | HMCA-113-2302 | DLX60QD 35 | Caucasian F BLOOD CREATINE PHOSPHOKINASE INCREASED

HEPATIC ENZYME INCREASED

Patient was not taking study medication; unrelated to study medication.

4 | mmcy | HMCI-100-1005 | DLx60QD | 56 | Caucasian | F | HIATUS HERNIA

Unrelated to study medication.

s | Bmcs | HMCI-114-2418 | DLX1200D | 56 | Caucasian | F | CARDIAC FAILURE CONGESTIVE

Obese female with arthythmia & COPD, blood pressure was controlled; Unrelated to study medication.

6 | nMcr | HMCI-115-2509 | DLx120QD | 52 | Hispanic | F | BRONCHITIS BACTERIAL

Unrelated to study medication.

7 | umcy | HMC-120-3025 | DLx60QD | 68 | Caucasian | F | MALIGNANT MELANOMA

Unrelated to study medication.

8 | omcs | HMCr123-3304 | DLX120QD | 42 | Caucasian | F | LOCAL SWELLING

PAIN IN EXTERMITY

Underwent surgery to remove old scar tissue from previous car accident; Unrelated to study medication

9 | mmcy | mmcri1263631 | pLxi20QD | 45 | Hispanic | F | HYPERGLICEMIA

UPPER RESPIRATORY TRACT INFECTION

URINARY TRACT INFECTION

Hyperglycemia present at baseline and exacerbation was associated with infection; Unrelated to study medication.

10 | HMCI | HMCI-128-3806 | DLX120QD | 51 | Hispanic | F | NEPHROLITHIASIS

Unrelated to study medication.

11 | mmcs | HMCI-1304017 | DLX30QD | 45 | Caucasin | F | ASTHMA

Unrelated to study medication.

12 | HMCJ | HMCI-1304020 | DLX120QD | 67 | Caucasin | F | cOLONNEOPLASM

Unrelated to study medication.

13 | HMEF | HMEF-606-6453 | DLX120QD | 63 [ Caucasian | F | ARTHRALGIA

Unrelated to study medication.

14 | HMEF | HMEF-606-6466 | DLX60QD | 56 | Caucasian |

rri

I LUNG INFECTION PSEUDOMONAL

Unrelated to study medication.

15 | HMEH | HMEH-103-1319 | DLX120QD | 53 | Hispanic | F | VENOUS INSUFFICIENCY

Unrelated to study medication.

16 | HMEH | HMEH-202-2215 | DLX60QD | 18 | Caucasin | F | ABSCESS INTESTINAL

APPENDICITIS

Unrelated to study medication.

17 | HMEH | HMEH203-2302 | DLX60QD | 52 | Caucasin | F [ ANGINA UNSTABLE

Patient had several risk factors for CAD and was found to have CAD, BP normal during trial; Unrelated to study medication.

18 | HMEH | HMEH-303-3310 | DLX120QD | 50 | Hispanic | F | THERMAL BURN
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Unrelated to study medication.

19 | HMEH | HMEH4034304 | DLX60QD | 47 | Caucasion | M | TRANSIENT ISCHEMIC ATTACK

Patient had classic TIA with multiple. Elevated SBP at baseline, which was untreated and undiagnosed. BP remained stable on DLX. Elevated
cholesterol which was diagnosed, but untreated. Unrelated to study medication.

20 | HMEH | HMEH-603-6307 | DLX60QD | 57 | Caucasian | F | LUMBAR VERTEBRAL FRACTURE

Unrelated to study medication.

21 | HMEH | HMEH-700-7001 | DLx1200D | 49 | Asin | F | DrOWSINESS

Patient experienced drowsiness and fainted had full neuron workup which was negative. Discontinued benzodiazepine, but continued DLX and
symptom resolved. Unrelated to study medication.

22 | HMEH | HMEH-701-7100 | DLX1200D | 40 | Asian | F | cARPAL TUNNEL SYNDROME

Unrelated to study medication.

23 | HMEH | HMEH-703-7301 | DLx60QD | 59 | Asian | F | HYPERPARATHYRODISM PRIMARY

Unrelated to study medication.

24 | HMEH | HMEH-704-7410 | DLX120QD | 42 | Asin | F [ UTERINE LEIOMYOMA

Unrelated to study medication.

25 | HMEH | HMEH-704-7417 | DLX60QD | 36 | Asian | F [ NEPHROLITHIASIS.

Unrelated to study medication.

DLX= duloxetine

Table 7.2
Transaminase Abnormalities Reported as Reasons for Discontinuation — MedDRA Preferred Terms
All Patient Who Received Duloxetine For All Indications

Duloxetine
Event N=27229
n(%)
OVERALL ' 82(0.3%)
Hepatic enzyme increased 35(0.1%)
Alanine aminotransferase increased 26(0.1%})
Gamma-glutamyltransferase increased 12(0.0%)
Aspartate aminotransferase increased 5(0.0%)
Transaminases increased 2(0.0%)
Alanine aminotransferase abnormal 1(0.0%)
Hepatic enzyme abnormal . 1(0.0%)

N = Number of duloxetine patients, n = Number of patients with adverse event as reason for study discontinuation
Applicant’s Table, Page 4399, 5.3.5.3 Multistudy Analyses
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Table 7.3

Hepatic-Related Treatment-Emergent Adverse Events - MedDRA Preferred Terms
Fibromyalgia Placebo-Controlled and Open-Label Studies

Fibromyalgia Placebo-Controlled

All Fibromyalgia Patient — Placebo-Controlled and

Trials Open-Label
PLACEBO DULOXETINE DULOXETINE
Event (N=535) (N=876) (N=1236)
(%) n(%) n(%)

PATIENTS WITH >=1 TEAE 4(0.7%) 10(1.1%) 15(1.2%)
Hepatic enzyme increased 1(0.2%) 4(0.5%) 5(0.4%)
Alanine aminotransferase increased 0(0.0%) 3(0.3%) 3(0.2%)
Liver function test abnormal 1(0.2%) 2(0.2%) 1(0.1%)
f}amma-glutamyltransferase 1(0.2%) 1(0.1%) 1(0.1%)
increased

Hepatic cyst 1(0.2%) 1(0.1%) 1(0.1%)
:Aspartate aminotransferase 0(0.0%) 1(0.1%) 1(0.1%)
increased

!llood alkaline phosphatase 1(0.2%) 0(0.0%) 1(0.1%)
increased

N = Number of randomized patients, n = Number of patients with treatment-emergent adverse events
Applicant’s Table, Page 4401, 5.3.5.3 Multistudy Analyses
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Table 7.4
Treatment-Emergent Adverse Events Occuring in > 5% of Patients by Decreasing Frequency MedDRA Preferred Term For All
Fibromyalgia Patients Treated With Duloxetine

Duloxetine
MedDra Preferred Term ) (N=1236)
n (%)
Patients with > 1 Treatment-Emergent Adverse Event 1115 (90.2)
Nausea ’ 410 (33.2)
Headache 280 (22.7)
Dry mouth 223 (18.0)
Insomnia 202 (16.3)
Constipation ‘ 193 (15.6)
Dizziness 165 (13.3)
Fatigue 164 (13.3)
Diarrhoea 151 (12.2)
Somnolence 134 (10.8)
Hyperhidrosis 104 (8.4)
Upper respiratory tract infection 89(7.2)
Anorexia 74 (6.0)
Decreased appetite 74 (6.0)
Nasopharyngitis 68 (5.5)
Back pain 67 (5.4)
Anxiety 59 (4.8)
Arthralgia 59 (4.8)
Abdominal pain upper 584.7)
Vomiting 57 (4.6)
Dyspepsia 54 (4.4)
Tremor 54 (44)
Muscle spasms 33(43)
Urinary tract infection 49(4.0)
Sinusitis 48(3.9)
Hot flush 47 (3.8)
Cough 46 (3.7)
Migraine 45(3.6)
Pain 45 (3.6)
Pain in extremity 43039
Myalgia 42(3.4)
Dysgeusia 41(3.3)
Influenza i 41 (3.3)
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Therapeutic response unexpected 41 (3.3)
Hypertension 38@.1)
Pharyngolaryngeal pain 38(3.1)
Pruritus 37(3.0)
Palpitations 36(2.9)
Rash 35(2.8)
Musculoskeletal pain 342.8)
Paraesthesia 34(2.8)
Weight increased 34(2.8)
Abdominal pain 3327
Bronchitis 3327
Sleep disorder 32(2.6)
Vision blurred 32(2.6)
Asthenia 29(2.3)
Flatulence 29(2.3)
Depression 28 (2.3)
Neck pain 27(2.2)
Hypoaesthesia 26 2.1
Seasonal allergy 26 (2.1)
Increased appetite 25(2.0)
Night sweats 25(2.0)
Pollakiuria 25(2.0)
Abdominal distension 23(19)
Gastroenteritis viral 23(1.9)
Irritable bowel syndrome 23(1.9)
Lethargy 23(1.9)
Sedation 23(1.9)
Chest pain 22(1.8)
Contusion 22(1.8)
Disturbance in attention 22(1.8)
Fibromyalgia 22(1.8)
Chills 21(1.7)
Libido decreased 21 (1.7)
Feeling jittery 20 (1.6)
Pharyngitis 20 (1.6)
Sinus headache 20(1.6)
Fall 19(1.5)
Nervousness 19 (1.5)
Muscle twitching 18 (1.5)
Vertigo 18(1.5)
Weight decreased 18 (1.5)
Pyrexia 17(1.4)
Abnormal dreams 16 (1.3)
Nightmare 16 (1.3)
Sinus congestion 16 (1.3)
Stomach discomfort 16 (1.3)
Tinnitus 16 (1.3)
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Anorgasmia 15(1.2)
Oedema peripheral 15(1.2)
Restlessness 15(1.2)
Dry eye 14 (1.1)
Gastritis 14 (1.1)
Gastrooesophageal reflux disease 14 (L)
Osteoarthritis 14 (1.1
Bruxism 13(L.1)
Gastroenteritis 13(1.Y
Irritability 13(1.1)
Musculoskeletal stiffness 13(1.1)
Restless legs syndrome 13(1.1)
Thirst 13 (1.1)
Joint sprain 12 (1.0)
Tendonitis 12 (1.0)
Urinary hesitation 12 (1.0)
Utticaria 12 (1.0)

Modified from Applicant’s Table, Page 173, Clinical Safety Summary Appendix.
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Table 7.5
Laboratory Values — Chemistry Analytes Change from Baseline to Maximum
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

Baseline Change to Maximum
Lab Test Unit Therapy N Mean SD Mean Sb
ALKALINE PHOSPHATASE UL | Duioetne | 89 | 7620 wss | o | s
ALTISGPT UL | Duiogetne | 818 | 2153 0% | sa | 827
ASTISGOT UL | puiowetne | 810 | 2117 e | sm | aim
BICARBONATE, HCO3 mmovL | Focbo 1 03 o S5 Lot 2%
BILIRUBIN, TOTAL ol | piicine | 820 750 s | vt | am
cALCIUM mmollL | e | 820 248 10 | om | o
CHLORIDE mooll | pieie | 818 | 10479 2w | om6 | 2m
CHOLESTEROL muoll | picceine | 520 552 s | 0% | o7
CREATINEPHOSPHOKINASE | wL | pifell | gl | g5 ses | s | aoou
CREATININE wnolL | e | 80 | o64 Gos | sas | o
GGT (GGPTISGGTIVGOT) UL | Duoetne | 813 | 2602 e T
INORGANIC PHOSPHORUS mmovt, | Paccbo ) 300 oty 007 ols
POTASSIUM mnolL | ovetne | 817 430 oat | o2t | oal
SDIOM mwoll | pietne | 817 | sl 2 | om | 3w
TOTAL PROTEIN P | Duovetne | 820 | 727 s | ok | 3
UREANITROGEN muoll | e | 820 21 a7 | oss | 126
URIC ACID woll | pieine | 820 | 246 w2 | om | s

N = Number of patients with a baseline and at least one non-missing post-baseline measurement.

SD = standard deviation
Modified from Applicant’s Table, Page 81-82, Clinical Safety Summary
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Table 7.6

Laboratory Values — Hematology Analytes Change from Baseline to Maximum
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

Baseline Change to Maximum
Lab Test Unit Therapy N Mean SD Mean SD
BANDS G | puocetne | 457 | 000 | oo1 | 000 | oo
BASOPHILS GUL | poiowetwe | 363 | 008 | oo | oo 003
EOSINOPHILS G| Duonetne | 365 | o14 | om | o005 | oto
ERYTHROCYTE COUNT WL | pviete | 25 | 47¢ | 038 | 000 | oz
HEMATOCRIT Aol Comt | i | S | o4 | om | o000 | oo
HEMOGLOBIN mmi | e | des | 3es | oes | 00 | o4e
LEUKOCYTE COUNT GUL | puiosetwe | 361 | €61 | 1é9 | o029 3
LYMPHOCYTES Ot | puigeine | 365 | 206 | 061 | oor | o4
LYMPHOCYTES, ATYPICAL GUL | poowetwe | 58 | 000 | o0 | o0 | oo
MEAN CELL HEMOGLOBIN (MCH) fnol Duosetine | 36 | 179 | o1 | ool | o0
MEAN CELL HEMOGLOBIN Placsbo | 361 | 2040 | 095 0.11 0.77
CONCENTRATION (MCHC) mml/L Duloxetine | 564 | 2029 | 0385 0.09 0.81
MEAN CELL VOLUME (MCV) L Duimctne | 364 | 8% | 476 | ost | 31
MONOCYTES G| e | 35 | 03¢ | o | oos | om
NEUTROPHILS, SEGMENTED G | puotme | 365 | 405 | 134 | on 124
Sp— o | e Lo [aa | o | 2

N = Number of patients with a baseline and at least one non-missing post-baseline measurement.

SD = standard deviation

Modified from Applicant’s Table, Pages 96-97, Clinical Safety Summary
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l:g:nzglt-l‘lmergent Laberatory Values at Any Time — Chemistry Analytes .—-——#ef;er(;nce Ranges)
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials
Placebo Duloxetine

Lab Test Direction N n % N n %
ALKALINE PHOSPHATASE I&%‘ ggg 132 (2)2 gg 422 (5)3
ALTISGPT Low s6 | 1| o2 | s | 5| oa
ASTISGOT Low o | 3 | os | st | o |0
BICARBONATE, HCO3 Low s | 6 | 1z | sn | s | o7
BILIRUBIN, TOTAL Ilf:)g\:: :33 ’ 564 1li.23 3% 745 8:;
CALCIUM Low o o | 0 || 2| o
CHLORIDE Low o | 2| os | | 7 | o5
CHOLESTEROL Low d2 | s | tis | e | 76 | 02
CREATINE PHOSPHOKINASE Ié:)g\: V ggg 305 765 ;g; 9(5) 1%2 » )
CREATININE Low s6 | 3 | o8 | mt | 2 | o2
GGT (GGPT/SGGT/YGGT) Elz)gvfll ggg 147 32 ;7;3? 359 (5)2
INORGANIC PHOSPHORUS Low o0 | | 22 | om0 | 2 | 27
POTASSIUM Low s | 7| 14 | s | om | 25
sopron IR ]
TOTAL PROTEIN | ﬂgx 282 (3) 0(')6 §{3 3 g:j
UREA NITROGEN Ligh . pre ’ % 327 0 i’y
URIC ACID Low se | T | 02 | ome | 1 | 13
N = total number of at risk patients with the lab test, n = total number of at risk patients with specific lab result
Modified from Applicant’s Table, Page 83-85, Clinical Safety Summary
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Table 7.8
Treatment-Emergent Laboratory Values at Any Time — Hematology Analytes ~——: Reference Ranges)
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

Placebo Duloxetine

Lab Test Direction N n % N n %

ANISOCYTOSIS Abrormal 216 13 60 {38 4| 10
High 313 0 0 487 0] o

BANDS Low 313 0 0 871 0| o
. 365 i 03 |s67] 2| 04

BASOPHILS | High Low 25 : s el
High 364 0 0 560 | 6 | L1

EOSINOPHILS Low 366 0 0 se7 ] 0| o
High 363 1 03 | se1 | 4] 07

ERYTHROCYTE COUNT Low | 350 6 17 | 538 |15] 28
High 352 7 20 |58 5 | o9

HEMATOCRIT Low 359 2 06 |62 8 | 14
High 364 0 0 ses | 1] 02

HEMOGLOBIN Low 352 13 37 | 546 | 14 | 26
HYPOCHROMIA Abnormal 72 1 14 |20} o
High 353 13 37 | 55415 | 27

LEUKOCYTE COUNT Low 360 7 19 | 5551222
High 361 5 ia [ 3557 | 5 |09

LYMPHOCYTES Low 362 2 06 |64 | 4|07
MACROCYTOSIS Abrormal 195 4 21 | 324 | 3 | 09
High 364 0 0 565 | 3 | 05

MEAN CELL HEMOGLOBIN (MCH) et o . AP B0 A B
High 364 0 0 5671 0] 0

MEAN CELL HEMOGLOBIN CONCENTRATION (MCHC) e o , R D0 BV
MEAN CELL VOLUME (MCV) HighLow | 351354 | 1012 | 2834 ggi Y 3'2
MICROCYTOSIS Abnormal 209 6 20 | 38| 2| os
: 2 05 |66 | 7 | 12
MONOCYTES HighLow | 366363 | 2 o N A -
High 354 16 45 | ss2 |20 36

NEUTROPHILS, SEGMENTED e £ p | el el 59
: 345 10 79 | 54 |18 | 33

PLATELET COUNT High Low 360 4 L1 562 0 0
POLYCHROMIA Abrormal 207 8 30 |36 2 | 05

N = total number of at risk patients with the lab test, n = total number of at risk patients with specific lab result
Modified from Applicant’s Table, Page 98-100, Clinical Safety Summary

195




Clinical Review
Ricardo E. Dent, M.D.
sNDA 22-148
Cymbalta® (duloxetine)

Table 7.9
Treatment-Emergent Potentially Clinically Significant Values at Any Time
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

PLACEBO DULOXETINE
Vital Statistic Abnormality N n Percent N n Percent
High 527 i 0.2 855 4 0.5
Pulse
Low 519 2 04 846 3 0.4
) High 522 1 0.2 847 6 0.7
Sitting Diastolic BP -
Low 523 3 0.6 852 3 04
. N High 525 1 0.2 848 3 0.4
Sitting Systolic BP
Low 517 3 0.6 845 2 0.2
Gain 499 2 0.4 823 10 12
Weight (kg)
Loss 499 6 1.2 823 18 22
N = Number of patients at risk of having PCS values at baseline.
n = Number of patients with a PCS postbaseline measurement.
Baseline values are lowest in baseline interval for PCS low and highest value in baseline interval for PCS high.
Criteria: SYS low (<90 and decrease from baseline >20), SYS high(>180 and increase from baseline>20),
DIA low (<50 and decrease from baseline>15),DIA high (=105 and increase from baseline>15),
Pulse low(<50 and decrease from baseline>15), Pulse high (=120 and increase from baseline>15),
WGTKG low decrease from baseline>=10%, high increase from baseline>=10%.
Applicant’s Table, Page 113, Clinical Safety Summary.
Table 7.10 ‘
Vital Signs and Weight - Treatment-Emergent Potentially Clinically Significant Values at Any Time
All Fibromyalgia Patients Treated With Duloxetine (Placebo-Controlled & Open-Label Studies)
DULOXETINE
Vital Statistic Abnormality N n Percent
High 1202 6 0.5
Pulse
Low 1194 3 03
. High 1189 14 1.2
Sitting Diastolic BP -
Low 1198 6 0.5
. High 1195 9 0.8
Sitting Systolic BP
Low 1185 i3 1.1
Gain 1171 38 32
Weight (kg)
Loss 1171 35 3.0

N = Number of patients at risk of having PCS values at baseline.
n = Number of patients with a PCS postbaseline measurement.
Applicant’s Table, Page 804, Clinical Safety Summary Appendix.
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Table 7.11

Electrocardiogram Intervals and Heart Rate
Treatment-Emergent Abnormal Values at Any Time
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

PLACEBO DULOXETINE

ECG Parameters Abnormality N n Percent N n Percent
HR High 354 0 0 545 0 0

Low 345 2 0.6 539 4 0.7
PR Abnormal 341 7 2.1 533 7 1.3
QRS Abnormal 234 47 20.1 364 95 26.1
QT Abnormal 338 10 3.0 526 11 2.1
QTcB Abnormal 349 9 26 536 1t 2.1
QTcF Abnormal 353 3 0.8 542 5 09
N = number of randomized patients with baseline and postbaseline measurements who wete 'normal’ at baseline.
n = Number of randomized patients with abnormal postbaseline measurement.
Modified from Applicant’s Table, Page 121, Clinical Safety Summary
Table 7.12
Electrocardiogram Intervals and Heart Rate
Treatment-Emergent Potentially Clinically Significant Values at Any Time
All Randomized Patients in Fibromyalgia Placebo-Controlled Trials

PLACEBO DULOXETINE

ECG Parameters Abnormality N n Percent N n Percent
HR High 354 0 0 545 0 0

Low 345 2 0.6 539 4 0.7
PR High 343 8 23 533 6 1.1

Low 350 5 1.4 531 16 3.0
QRS High 347 4 i2 536 7 13

Low 354 0 0 545 0 0
QTcF Abnormal 354 1 03 545 2 0.4
N = Number of patients at risk of having PCS values at baseline.
n = Number of patients with a PCS postbaseline measurement.
Modified from Applicant’s Table, Page 123, Clinical Safety Summary
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Table 7.13
Patient Demographics and Baseline Characteristics
All Enrolled Patients
Primary Long-Term Analyses Set (Study HMEH)

All Enrolled Patients
Variable (N =350)
Sex
No. of Patients 350
Female 335(95.7)
Male 15(4.3)
Age in Years at Consent
No. of Patients 350
Mean 48.97
Median 49.55
Standard Dev. 11.07
Minimum 18.41
Maximum 83.82
Race
No. of Patients 350
African 3(0.9)
Caucasian 214 (61.1)
East Asian 46 (13.1)
Hispanic 82 (23.4)
Native American 1(0.3)
West Asian 4(L.1)
Weight in Kg at Baseline
No. of Patients 350
Mean 69.95
Median 67.00
Standard Dev. 14.74
Minimum 41.00
Maximum 125.00
Height in Cm at Baseline
No. of Patients 349
Mean 159.44
Median 160.00
Standard Dev. 7.09
Minimum 142.00
Maximum .189.00

Applicant’s Table, Page 55-56, Summary of Clinical Safety Appendix
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Table 7.14

Description Stady Period [ Stady Pertod It

Phase
Visit 1 2 3j e} sl 6181910 ED
<Vig

Week Sts-3 -1 ] 1 2 4 ] q 16 ; 12
CHalc Assessoaenis
Taformed consent

Medical history
Coenplete physicad
exam
Consumptive habits -
Historical illness and X
ACR criveria for X
fitworaynlgia
MINT® (MDD x
diagnosis and otharsy
Height x
Weight X
ECG Y
Patient summary
Blood pressure X x xjxfxixfxix}ix

{sitting), heart rate
Preexisting cooditions x x xixixjix|x{x}ixjx %
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3
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ENEACEEREY
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W Jor Jox [t {ae
B
URERERFR
w x| ||
%

*

%

Ll

Study Perfod { Study Perlod @
Screenlag Acute Therapy Phase
Phase

Visit 1 | 2 {3}l 41S{s6i{7|8!9j1w0] ED
<V10

Week Stad -1 1] ] 2 4 £ 3 10} 12
Health Outcomes
Assessment

SF-36 X X X
QLDS b X
SDS X x X
Labaratory
Assessments
Hematology X X N X X
Climical chemistry
and clectrolyvte group
Utrige drug screen
| Serum preguancy test
Urinalysis
Thyzoid function test
Antinuchear Antibody
Caeactive protein
Rh wd factor
Abbresiationss BAL = Beek Anxicty laventary: BDI-! = Beck Depression Riventory: CGl-Severity =
Clinica Globa! Impressioas of Severity. ECG = Ef diogram: ED = early discontinuati
FIQ = Fit 1gia Irupact Questionsaire; MINT = Mini Interuational Newropsychiatric laterview:
PGl-Improvement = Patient Globat Inpressions of Improvenient: QLDS = Quality of Life in
Depression Scale: SDS = Sheefian Disability Scale: SF-36 = Medical Outcomes Study Short Form-36:
SST = Somatic Symptom Inventory: ’
3 Qualified sudy personel, as defined in Lilly wraining ials. performed these
& A study physician administered the CGi-Severity in the presence of the patient.
Applicant’s Table, Pages 41-42, Clinical Study Report F1J-MC-HMBO.
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Table 7.15

| Desceiption Phase Acute Therapy Phase

‘Study Perlod T
Discontimeation

Visit t z Jielsioe 71819

<Vio

Week St [] 172 41 618 ;10 12

Clisical Assessments

Informed consent
Demographi

X

3
Medical history X
Complete physical 3
£xam

Consumptive babits X

Historical illncss X
zad previous
$icat

ACR Criteria for X

Mini® (MDD <
disgnosis and

Stady Perlod
T Screening Study Pertod IT
Description Phase Acute Therapy Phave

Study Pertod I
Discoutinaation

<V19

Week Ste-l Q 1 2 4 ] 8 110 | 12

i
H
%

]

PGE-Tmpeoventent

Brief Pain Inventosy X x {x

o [ [
“
¥ fe fm
F
e {ee b

HAMD,1& X

¥ {m [ b

Health Ortconses

ki
i3
|~
t

”

fon BEP
Lrine drug screen X

Serum pregnancy X
test

Crinalysis X

Thyroid funcrion test x

Antinoclexr x

amtbody

C-reactive protein X X

Rheumntoid factor X

x =~ Performed at this visit.

Abbrevistions: ACR = American College of Rieuntatofogy: CGl-Severity = Clinical Global Impeessicns

of Severity, ECG = £l diogram; ED = carly discontinuation: FIQ ~ Fib

tmpact
Questionnsire: HAMD 7 = Hamilton Depression 17-item scale: MDD = major depeessive disorder:

MINT = Mimi d

PGL-1s = Patient Globaf Inspressions

of Improvement; QLDS ~ lek;rorufe Depression Scale; SD’S = Shechan Disabifity Scale:

SF-36 = Medical Quicomes Study Shost Formi-36: V = visit.
* Recorded on Source docunent at Visit § and entered on CRF 1t Visit 2,

R

& Qualified study pevsonnel, as defined in Lilly training matcrials, must perform these assessments.
< A stody physician must admmiger the CGI-Severity in the prescnce of the patient oc after having
in the peesence of the patient.

Applicant’s Table, Pages 45-46, Clinical Study Report F1J-MC-HMCA.
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Table 7.16
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Vau G T 3]sl siair (8o [te ] iaz]exjig] s £ CIREEH

i
1o §aey |

i

o
alntaln

Videx | (Viaiea
x14 Lazis) |

-
-
-
»
-
-
-
-
-
»
a
-
-
-
-
”

i dn [ ]
x fo |a

(g | s ] 1 1 1T 1 I«0 1 TxT T 171 51 T« 1«1

ED? D2

(Vhix
a8 | 121n |

C-Montne Procsin <
idbactr i v

Abtrevistioms: ACR - mc«nqurmw BOEAL - Bok Db Ioory -11: (Gl Sevcity -C&nlﬁhlhmhu«&mnr
Camt o EQ30 - Enol $ Ghmenon: Ext ~ cxienskons £KY
Fibeomyaigia hqnxw HaMDy: - n-m it Ucprevsion Rl Scic: A1 - Mokidisoarsionsl Falp bnventeess MIRE - M

 Pationt’s Glotw! Lopretsions of lmuoveron; SF36 ~ 36.dicm Short.Eorm Health Survey:

SOS-~ Sheckan Disabiity Scaic.
3 Qualficd b prsonct,1s defld i Uty it mcrat, s ot hece ascseroents
> A sundy pation ox aftcr Bavietg docn in e ommce of the puticat

Uﬂ:o«uhk&lxﬂmoﬁb}ﬁ:quiswﬂim

Applicant’s Table, Pages 2455-2460, Clinical Study Report F1J-MC-HMCJ.
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Table 7.17 —

Peacripsion Stady Foried Study Peried 11 Study foried (8 Stwly
Sereraing Acese Therapy Phose Exnmian Phave Periad IV
Thame

Vit T ] 2 J3{sislejr oA fm jeelz|aft4lis] W | &8 [ ED
Ve | (Vi
EXUMNETCN

o

i«

"
nintala

i
-
"
“
“
-
-
“
“
-

adnda [«

2
i

4
%
9,

Descrigrion Sredy Teriod § Stady recied 1t Tk Tectod (17 Sady

Vil | (Vido
) 1218}

BO-B -« Bock Epcomion fnvenbicy-H OG-Scverity = Clithed Globut trniarevin of Severkys

ED~onty 5 i - § Dipwcashan; PIQ = Fibransalpia St Qeevioensies:

HAMD, ; + §F-ficm Hamilion Doprossion Racing Scale  MFE ~ Mokidimaysionst Faigwe fresswaeys MENG - Mini batenutiona$ Noirdmychiairic bcrvicat
= Faiont’s Gloted brprema 3 = 3mitern Shuet-Fortt Hoakh Saiveat SDS ~ Shwelvim DEbQ-Sote.

« Qulificd audy pervscl an definod e Litly twinieg suicrisls,

+ A sty phyticias o acdmanioice the COI-Sowrity 71 e oo of ihe fotlon,

SUED vivik i bring Sikrwnd by the wady drig tapcring phave.

Applicant’s Table, Pages 1288-1292, Clinical Study Report F1J-MC-HMEF.

iaticrre. ACR = Ascrican C

202




Clinical Review
Ricardo E. Dent, M.D.
sNDA 22-148
Cymbalta® (duloxetine)

Table 7.18

Visit

-

10

11

301

ET

Week

w | th

14

26

33

2

St

62

>Wi

Description

Informed
Consent

Demographics

Medical
History

Physical
Exam

L L

Historical
Iilness

ACR Criteria
for
Fibromyalgia

X

Habhits

Alcohol
C bt o

i

Height

Weight

e

ECG

Vital Signs

Adverse
Events’
Pre-existing
conditions

P

ke

P i

Concotnitant
Medications

o]

Dispease
Drug

Xa

Return Drug/
accountability

FIQ

Tender-point
pain threshold

BPI-
Modified
Short Form

LT I B B

PGl
Improvement

»

P

»

>

>

PGL-Severity

CGl-Severity

SDS

BDLII

Ed b b

| Hematology

E Eta i b

bt b

Ed et b

Lol B bR b

Visit

~

(-

i1

301

ET

Week

-]

19

33

51

62

>W1

Blood
Chemistry

ad [ e N EI S

"

Urine Drug
Screen

Pregnancy
Test (females
enly)

Urinalysis

X

Patient
Summary

2 IfET visit is followed by taper, drug will be dispensed.
Applicant’s Table, Pages 5938-5939, Clinical Study Report F1J-MC-HMEH.
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Table 7.19
Worldwide Regulatory Actions Through 5/2/2007
Issue Country Action Taken Date
Boxed waming:
The FDA requested a boxed warning as well as updated Wariiings and October 15,
United Prgcaut{ons languagc_ and a Medication Guide concerning pediatric 2004, actions
Pediatric suicidality States suicidality for all antidepressants in the US on October 14, 2004. These completed on 18
labeling updates and the Medication Guide were February
added to the Cymbalta US label and approved by FDA on 18 February 2005
2005 .
On August 16, 2005, Lilly received a letter from FDA requesting that the
hepatic section of Cymbalta USPI be updated, based upon information
collected from spontaneous reporting, and that Lilly provide a “Dear
Healthcare Provider” letter to healthcare providers informing them of the
labeling change. The letter also requested that Lilly further study the
safety of duloxetine in patients with mild-moderate hepatic dysfunction.
] After discussions with the FDA in teleconferences on Se-pt.ember 15 and 16 August 2005
Hepatic safety United October 3, 2005, a revised USPI was supmittcd to the Division on 10 06 June
States October 11, 2005 as a CBE sNDA labeling change. The “Dear 2006
Healthcare Provider” letter was posted to the Cymbalta website the
following day and then distributed via mailings. The FDA approved the
CBE on 06 June 2006.
On 09 May 2006, the FDA requested class labeling for all selective May to
serotonin reuptake inhibitors (SSRI)/serotonin norepinephrine reuptake September, 2006
Serotonin syndrome United inhibitors (SNRI) and triptans regarding drug-drug interactions of these The FDA
States compounds and the potential development of serotonin syndrome. approved this
Following discussions with the FDA, Lilly submitted a CBE sNDA CBE on 20
labeling change adding the class labeling on 30 August 2006. September 2006.
Orthostaflc United
hypotension, Syncope, States
Blood pressure
Medicines Control Council requested that Lilly provide a “Dear
Healthcare Professional” letter to healthcare providers informing them of Request from
Hepatic safety South the hepatic effects of duloxetine based upon information collected from Medicines
Africa spontaneous reporting. Lilly prepared a “Dear Healthcare Professional” Control Council
that was approved by Medicines Control - January 2007

Council and was distributed to health care providers in February 2007.
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. PR i Completed
All duloxetine products (Cymbalta/Xeristar/Ariclaim/Yentreve): Sentember 2005
A Referral procedure (Articles 18 and 31) was initiated in January 2005 Tlt)\e European
s European by the CHMP with regards pediatric suicidality for all SSRIs and SNRIs. op
Pediatric suicidality Uni . ; . - L Commission
nion A class-labeling warning regarding suicide-related behaviors in children .
approved this
and adolescents was requested (CHMP tabel ch :
Opinion of 22 April) abel change n
P ) September 2005
Duloxetine in SUI (Yentreve/Ariclaim): Completed
The Marketed Authorization Holder (MAH) was requested to provide a November 2005
European written answer to a list of question including ali data available for The European
SUI and suicidality UniI:)n duloxetine regarding suicide attempt in the indication of SUI and its Commission
potential impact on the risk-benefit balance. After reviewing this data the approved this
CHMP requested the MAH submit an application to amend the label label change in
accordingly on 5 August 2005. November 2005.
All duloxetine products
Following a request of the CHMP in its conclusion of the review of Completed
PSUR 01, a type II variation was submitted in August 2005 to update the March 2006
Hyponatremia, gastro- European SPC with: The European
intestinal hemorrhage, Uni;:) n Section 4.4 Commission
Adverse drug reactions - Precaution for patients at increased risks of hyponatremia, reported approved this
cases of GI hemorrhage. label change in
Section 4.8 March 2006
-Adverse drug reactions.
All duloxetine products:
Following a request of the CHMP in its conclusion of the review of Completed May
Heart Rate, Blood PSUR 02, a type Il variation was submitted in February 2006 to updated 2006
pressure, Withdrawal European Section 4.4 of the SPC with: The European
symptoms, Akathisia, Uni;:) A - A precaution for use in patients whose conditions could be Commission
Psychomotor compromised by an increased heart rate or by an increase in blood approved this
restlessness pressure, label change in
' - A class labeling wamning on withdrawal symptoms, May 2006.
- A class labeling warning on akathisia and psychomotor restlessness.
All duloxetine products:
Following a request of the CHMP in its conclusion of the review of
PSUR 03, a type Il variation was submitted in August 2006 to update the
SPC with:
Section 4.3: Completed
Hyperteunsion, - A contraindication for the initiation of treatment in patients with p
. .. . . S November 2006
Hypertensive crisis. uncontrolled hypertension that could expose patients to a potential risk of The European
Renal impairment, European hypertensive crisis. Commis.gion
Akathisia/psychomotor Union - A contraindication for patients with severe renal impairment (Yentreve -
. P approved this
restlessness, Hepatic and Ariclaim only). -
L . X label change in
failure Section 4.4:
November 2006.

- Updated class labeling wording on Akathisia/psychomotor restlessness.
- Reported cases of clinically significant hypertension and hypertensive
crisis.

Section 4.8:

- The adverse event hepatic failure.
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United

Suicidality States

The FDA issued a press release and posted information on the FDA
website, describing the revised class labeling language on suicidafity and
antidepressant use required for all antidepressants. The FDA sent
manufacturers of all antidepressants revised class labeling for the use of
antidepressants (including duloxetine) and the risk of suicidality for
patients aged 18 to 24 years. The new class labeling also states that there
is no demonstrated risk for patients beyond 24 years and that there is a
decrease in risk of suicidality for patients greater than 65 years. This
information was revised in both the boxed warning at the beginning of
labeling as well as in the “Warnings” section of the labeling. The
Medication Guide was also updated to contain this information.
Manufacturers were given 30 days to implement this new labeling. Lilly

Suicide related events, European
muscle spasm Union

All duloxetine products:

Following a request of the CHMP in its conclusion of the review of
PSUR 04, a type Il variation was submitted in March 2007 to update the
SPC with:

Section 4.4:

-Update of warning on suicide with increased risk of suicide-related
events for patients having pre-existing suicidal ideation or young adults.
Section 4.8:

- The adverse event Muscle spasm

This procedure is on-going.

Ongoing

Abbreviations: AEs = adverse events; ALT = alanine transaminase; CHMP = Committee for Medicinal Products for Human Use; DPN = diabetic

peripheral neuropathy; DPNP = diabetic peripheral neuropathic pain; FDA = Food and Drug Administration; GI = gastrointestinal; HbAlc=

glycosylated hemoglobin; Lilly = Eli Lilly and Company; MDD = major depressive disorder; PSUR = Periodic Safety Update Report; SNDA =

Supplemental New Drug Application; SPC = Summary of Product Characteristics; US = United States; USPI = United States Package [nsert.
Applicant’s Table, Pages 35-38, Post-marketing Report.

Appears This Way
On Original
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ASTROINTESTINAL DISORDERS

] ) 4%” iy

6

Table 7.20 Common Adverse Events
Treatment-Emergent Adverse Events by Assigned Dose By System Organ Class and by High Level Group Term

All Randomized Patients in Fibromyalgia Placebo-Controlled Studies at 3 Months (HMBO, HMCA, HMCJ & HMEF)

PLACEBO DLX 20 DLX 60 QD DLX 60 DLX 120
EVENT (N=535) QD (N=430) BID QD
(Patients with > 1 TEAE) n(%) (N=79) n(%) (N=220) (N=147)
(%) n(%) n(%)

ALL BODY SYSTEMS COMBINED 394(73.64%) | 65(82.28%) | 367(85.35%) | 191(86.82%) | 130(88.44%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 2(0.37%) 1(1.27%) 0(0.00%) 1(0.45%) 1{0.68%)
Spleen, lymphatic and reticuloendothelial system disorders 1(0.19%) 1(1.27%) 0(0.00%) 1(0.45%) 0(0.00%)
Anaemias nonhaemolytic and marrow depression 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Red blood cell disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
CARDIAC DISORDERS 12(2.24%) 2(2.53%) 11(2.56%) 5(2.27%) 6(4.08%)
Cardiac disorder signs and symptoms 7(1.31%) 2(2.53%) 8(1.86%) 5(2.27%) 3(2.04%)
Cardiac arthythmias 4(0.75%) 0(0.00%) 3(0.70%) 0(0.00%) 1(0.68%)
Cardiac valve disorders 0(0.00%) 0{0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Coronary artery disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Heart failures 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
CONGENITAL, FAMILIAL AND GENETIC DISORDERS 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Neurological disorders congenital 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
EAR AND LABYRINTH DISORDERS 11(2.06%) 0(0.00%) 14(3.26%) 4(1.82%) 3(2.04%)
Inner ear and VIIIth cranial nerve disorders 4(0.75%) 0(0.00%) 11(2.56%) 1(0.45%) 2(1.36%)
Aural disorders NEC 5(0.93%) 0(0.00%) 3(0.70%) 3(1.36%) 1(0.68%)
Hearing disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Middle ear disorders (excl congenital) 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
ENDOCRINE DISORDERS 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 1(0.68%)
Adrenal gland disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Parathyroid gland disorders 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Thyroid gland disorders 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
EYE DISORDERS 16(2.99%) 5(6.33%) 18(4.19%) 10(4.55%) 11(7.48%)
Vision disorders 3(0.56%) 2(2.53%) 8(1.86%) 3(1.36%) 4(2.72%)
Eye disorders NEC 5(0.93%) 1(1.27%) 4(0.93%) 2(0.91%) 2(1.36%)
Qcular infections, irritations and inflammation 6(1.12%) 1(1.27%) 2(0.47%) 0(0.00%) 3(2.04%)
QOcular neuromuscular disorders 1(0.19%) 1(1.27%) 2(0.47%) 4(1.82%) 0(0.00%)
Ocular sensory symptoms NEC 1(0.19%) 1(1.27%) 1(0.23%) 1(0.45%) 0(0.00%)
Qcular structural change, deposit and degeneration NEC 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 1(0.68%)
Ocular hemorrhages and vascular disorders NEC 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
G 147(27.48%) 227(52.79%) | 115(52.27%) (53.06

S

78 %)

o

Dental and gingival conditions 4(0.75%) 0(0.00%) 6(1.40%) 2(0.91%) 1(0.68%)
Oral soft tissue conditions 1(0.19%) 1(1.27%) 3(0.70%) 3(1.36%) 0(0.00%)
Gastrointestinal inflammatory conditions 4(0.75%) 1(1.27%) 1(0.23%) 0(0.00%) 0(0.00%)
Gastrointestinal conditions NEC 1(0.19%) 1(1.27%) 1(0.23%) 1(0.45%) 1(0.68%)
Gastrointestinal vascular conditions 1(0.19%) 1(1.27%) 1(0.23%) 1(0.45%) 1(0.68%)
Tongue conditions 2(0.37%) 0(0.00%) 1(0.23%) 1(0.45%) 0(0.00%)
‘Anal and rectal conditions NEC 0(0.00%) 0(0.00%) 1(0.23%) 1(0.45%) 1(0.68%)
Gastrointestinal hemorrhages NEC 1(0.19%) 0(0.00%) 0(0.00%) 1(0.45%) 1(0.68%)
Abdominal hemias and other abdominal wall conditions 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 0(0.00%)
Gastrointestinal stenosis and obstruction 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
ggl;glrtﬁlég;sonnms AND ADMINISTRATIONSITE | 1, 18 gg0) | 1721.52%) | 98(22.79%) | 7232.73%) | 33(22.45%)
General system disorders NEC 90(16.82%) | 15(18.99%) | 82(19.07%) | 63(28.64%) | 27(18.37%)
Body temperature conditions 10(1.87%) 0(0.00%) 14(3.26%) 7(3.18%) 7(4.76%)
Therapeutic and nontherapeutic effects (excl toxicity) 5(0.93%) 1(1.27%) 9(2.09%) 8(3.64%) 0(0.00%)
Administration site reactions 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Tissue disorders NEC 0(0.00%) 1(1.27%) 0(0.00%) 0(0.00%) 0(0.00%)
HEPATOBILIARY DISORDERS 2(0.37%) 1(1.27%) 0(0.00%) 0(0.00%) 0(0.00%)
Hepatobiliary neoplasms 1(0.19%) 1(1.27%) 0(0.00%) 0(0.00%) 0(0.00%)
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Gallbladder disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
IMMUNE SYSTEM DISORDERS 12(2.24%) 1(1.27%) 6(1.40%) 8(3.64%) 4(2.72%)
Allergic conditions 12(2.24%) 1(1.27%) 6(1.40%) 8(3.64%) 4(2.72%)
INFECTIONS AND INFESTATIONS 142(26.54%) | 21(26.58%) | 96(22.33%) | 41(18.64%) | 38(25.85%)
Infections — pathogen class unspecified 110(20.56%) | 15(18.99%) | 75(17.44%) 34(15.45%) 34(23.13%)
Viral infectious disorders 25(4.67%) 6(7.59%) 21(4.88%) 9(4.09%) 5(3.40%)
Bacterial infectious disorders 8(1.50%) 2(2.53%) 7(1.63%) 0(0.00%) 2(1.36%)
Fungal infectious disorders 7(1.31%) 0(0.00%) 3(0.70%) 3(1.36%) 0(0.00%)
Ectoparasitic disorders 0(0.00%) 0(0.00%) 1(0.23%) | 0(0.00%) 0(0.00%)
ggﬁ‘;{%ﬁﬁg%‘c AND PROCEDURAL 26(4.86%) | 8(10.13%) | 37(8.60%) | 9(4.09%) | 14(9.52%)
Injuries 19(3.55%) 5(6.33%) 26(6.05%) 7(3.18%) 7(4.76%)
Bone and joint injuries 7(1.31%) 2(2.53%) 10(2.33%) 2(0.91%) 5(3.40%)
Injuries by physical agents 1(0.19%) 2(2.53%) 3(0.70%) 0(0.00%) 0(0.00%)
Procedural and device related injuries and complications NEC 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 2(1.36%)
Chemical injury and poisoning 1(0.19%) 0(0.00%) 0(0.00%) -| 0(0.00%) 0(0.00%)
INVESTIGATIONS 15(2.80%) 1(1.27%) 24(5.58%) 13(5.91%) 16(10.88%)
Physical examination topics 2(0.37%) 1(1.27%) 6(1.40%) 7(3.18%) 9(6.12%)
Cardiac 8(1.86%)

investigations (excl enzyme tests)

3(1.36%)

455
Enzyme investigations NEC 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
Gastrointestinal investigations 0(0.00%) 0(0.00%) 1(0.23%) 1(0.45%) 0(0.00%)
[nvestigations, imaging and histopathology procedures NEC 0(0.00%) 0(0.00%) 0(0.00%) 1(0.45%) 1(0.68%)
Metabolic , nutritional and blood gas investigations 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Renal and urinary tract investigations and urinalyses 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
Hematology investigations (incl blood groups) 0(0.00%) -0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
Lipid analyses 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
:Isutz;:uloskeletal and soft tissue investigations (excl enzyme 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
l;;[:l;:)s:lsx)ctlve organ and breast investigations (excl hormone 0(0.00%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
Skin investigations 0(0.00%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
METABOLISM AND NUTRITION DISORDERS 28(5.23%) 911.39%) | 50(11.63%) | 30(13.64%) | 22(14.97%)

Electrolyte and fluid balance conditions 3(0.56%) 1(1.27%) 1{0.23%) 1(0.45%) 1(0.68%)
Lipid metabolism disorders 4(0.75%) 0(0.00%) 2(0.47%) 1(0.45%) 0(0.00%)
Glucose metabolism disorders (incl diabetes mellitus) 1(0.19%) 1(1.27%) 2(0.47%) 0(0.00%) 2(1.36%)
Acid-base disorders ) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
Protein and amino acid metabolism disorders NEC 0(0.00%) 1(1.27%) 0(0.00%) 0(0.00%) 0(0.00%)
Purine and pyrimidine metabolism disorders NEC 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
ggg%lﬁ%ssu'“““ AND CONNECT'YE TISSUE 122(22.80%) | 1721.52%) | 88(20.47%) | 39(17.73%) | 20(13.61%)
Musculoskeletal and connective tissue disorders NEC 62(11.59%) 9(11.39%) 36(8.37%) 23(10.45%) 6(4.08%)
Muscle disorders 29(5.42%) 6(7.59%) 32(7.44%) 17(7.73%) 13(8.84%)
Joint disorders 31(5.79%) 4(5.06%) 26(6.05%) 6(2.73%) 3(2.04%)
Bone disorders (excl congenital and fractures) 11(2.06%) 1(1.27%) 2(0.47%) 1(0.45%) 1(0.68%)
Tendon, ligament and cartilage disorders 7(1.31%) 1(1.27%) 3(0.70%) 0(0.00%) 0(0.00%)
fr’ft‘frs‘;'r‘t’:l;f;f?ils‘;“ddisf)‘:ggf:)t‘“ tissue deformities (incl 2037%) | 000.00%) | 2047%) | 2091%) | 000.00%)
Synovial and bursal dirorders 3(0.56%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
(1‘:1132{1?581\:‘2 ﬁi%lggiwsglcmm AND USPECIFIED | 1900y | 00.00%) | 1023%) | 0(0.00%) | 00.00%)
Reproductive neoplasms female benign 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Skin neoplasms malignant and unspecified 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
NERVOUS SYSTEM DISORDERS 123(22.99%) | 26(32.91%) | 173(40.23%) | 96(43.64%) | 69(46.94%)
Neurological disorders NEC 62(11.59%) | 15(18.99%) | 89(20.70%) | 57(25.91%) | 45(30.61%)
Headaches 64(11.96%) | 12(15.19%) | 88(20.47%) | 50(22.73%) | 29(19.73%)
Movement disorders (incl Parkinsonism) 5(0.93%) 2(2.53%) 21(4.88%) 8(3.64%) 17(11.56%)
Mental impairment disorders 9(1.68%) 2(2.53%) 8(1.86%) 4(1.82%) 4(2.72%)
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Sleep disturbances (incl subtypes) 4(0.75%) 1(1.27%) 6(1.40%) 3(1.36%) 0(0.00%)
Neuromuscular disorders 1(0.19%) 0(0.00%) * 2(0.47%) 1(0.45%) 1(0.68%)
Peripheral neuropathies 4(0.75%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Spinal cord and nerve root disorders 1(0.19%) 0(0.00%) 1(0.23%) 2(0.91%) 0(0.00%)
Cranial nerve disorders (excl neoplasms) 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 0(0.00%)
9%) 47(31.97%)
Anxiety disorders and symptoms 29(5.42%) 2(2.53%) 23(5.35%) 20(9.09%) 9(6.12%)
Depressed mood disorders and disturbances 32(5.98%) 1(1.27%) 11(2.56%) 8(3.64%) 5(3.40%)
Sexual dysfunctions, disturbances and gender identity disorders 3(0.56%) 4(5.06%) 12(2.79%) 7(3.18%) 12(8.16%)
Changes in physical activity 3(0.56%) 3(3.80%) 10(2.33%) 3(1.36%) 7(4.76%)
Mood disorders and disturbances NEC 11(2.06%) 1(1.27%) 7(1.63%) 2(0.91%) 2(1.36%)
Disturbances in thinking and perception 3(0.56%) 1(1.27%) 3(0.70%) 1(0.45%) 0(0.00%)
Deliria (incl confusion) 2(0.37%) 0(0.00%) 2(0.47%) 1(0.45%) 0(0.00%)
Personality disorders and disturbances in behavior 2(0.37%) 1(1.27%) 0(0.00%) 0(0.00%) 0(0.00%)
Suicidal and self-injurious behaviors NEC 2(0.37%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Impulse control disorders NEC 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 1(0.68%)
Communication disorders and disturbances 0(0.00%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
Dissociative disorders 0(0.00%) 0(0-:00%) 1(0.23%) 0(0.00%) 0(0.00%)
Schizophrenia and other psychotic disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Somatoform and factitious disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
RENAL AND URINARY DISORDERS 16(2.99%) 4(5.06%) 21(4.88%) 5(2.27%) 11(7.48%)
Urinary tract signs and symptoms 13(2.43%) 3(3.80%) 20(4.65%) 5(2.27%) 9(6.12%)
Renal disorders (excl nephrolithiasis) 2(0.37%) 1(1.27%) 1(0.23%) 0(0.00%) 0(0.00%)
Bladder and bladder neck disorders (excl calculi) 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
Urolithiasis 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) 2(1.36%)
REPRODUCTIVE SYSTEM AND BREAST DISORDERS 22(4.11%) 1(1.27%) 15(3.49%)) 8(3.64%) 3(2.04%)
Menstrual cycle and uterine bleeding 7(1.31%) 0(0.00%) 10(2.33%) 3(1.36%) 1(0.68%)
Breast disorders 4(0.75%) 0(0.00%) 4(0.93%) 1(0.45%) 0(0.00%)
Sexual function and fertility disorders 2(0.37%) 1(1.27%) 1(0.23%) 3(1.36%) 1(0.68%)
Vulvovaginal disorders {excl infections and inflammations) 3(0.56%) 0(0.00%) 1(0.23%) 0(0.00%) 1(0.68%)
Uterine, pelvic and broad ligament disorders 2(0.37%) - 0(0.00%) 1(0.23%) 1(0.45%) 0(0.00%)
Menopause and related conditions 2(0.37%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Ovarian and fallopian tube disorders 2(0.37%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Reproductive tract disorders NEC 2(0.37%) 0(0.00%) 0(0.00%) 0(0.00%) . 0(0.00%)
Male reproductive tract infections and inflammations 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
gfs%’m};g“’ THORACIC AND MEDIASTINAL 40(7.48%) | 1113.92%) | 378.60%) | 21(9.55%) | 18(12.24%)
Respiratory disorders NEC 29(5.42%) 8(10.13%) 28(6.51%) 11(5.00%) . | 16(10.88%)
Upper respiratory tract disorders (excl infections) 11(2.06%) 5(6.33%) 10(2.33%) 9(4.09%) 4(2.72%)
Bronchial disorders (excl neoplasms) 3(0.56%) 1{(1.27%) 3(0.70%) 2(0.91%) 2(1.36%)
Lower respiratory tract disorders (excl obstruction and infection) 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Pleural disorders 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 47(8.79%) 13(16.46%) | 62(14.42%) | 24(1091%) | 27(18.37%)
Skin appendage conditions 18(3.36%) 6(7.59%) 39(9.07%) 14(6.36%) 18(12.24%)
Epidermal and dermal conditions 25(4.67%) 6(7.59%) 22(5.12%) 8(3.64%) 9(6.12%)
Angioedema and urticaria 3(0.56%) 2(2.53%) 1(0.23%) 0(0.00%) 1(0.68%)
Skin vascular abnormalities 1(0.19%) 0(0.00%) 2(0.47%) 1(0.45%) 1(0.68%)
Cutaneous neoplasms benign 1(0.19%) 0(0.00%) 0(0.00%) 1(0.45%) 0(0.00%)
Skin and subcutaneous tissue disorders NEC 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
SOCIAL CIRCUMSTANCES 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 0(0.00%)
Age related factors 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 0(0.00%)
SURGICAL AND MEDICAL PROCEDURES 10(1.87%) 2(2.53%) 11(2.56%) 2(0.91%) 3(2.04%)
Head and neck therapeutic procedures 6(1.12%) 1(1.27%) 4(0.93%) 2(0.91%) 2(1.36%)
Bone and joint therapeutic procedures 0(0.00%) 0(0.00%) 3(0.70%) 0(0.00%) 0(0.00%)
Obstetric and gynecological therapeutic procedures 1(0.19%) 1(1.27%) 1(0.23%) 0(0.00%) 0(0.00%)
Dye therapeutic procedures 2(0.37%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%)
Skin and subcutaneous tissue therapeutic procedures 0(0.00%) 0(0.00%) 2(0.47%) 0(0.00%) 0(0.00%)
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Breast therapeutic procedures 0(0.00%) " 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%) \)
Gastrointestinal therapeutic procedures 1(0.19%) 0(0.00%) 0(0.00%) 0(0.00%) 0(0.00%) -
Therapeutic procedures and supportive care NEC 0(0.00%) 0(0.00%) | 0(0.00%) 0(0.00%) 1(0.68%)

VASCULAR DISORDERS 19(3.55%) 2(2.53%) 24(5.58%) 12(5.45%) 8(5.44%)

Vascular disorders NEC 12(2.24%) 2(2.53%) 17(3.95%) 9(4.09%) 6(4.08%) .

Vascular hypertensive disorders 6(1.12%) 0(0.00%) 6(1.40%) 3(1.36%) 2(1.36%)

Decreased and nonspecific blood pressure disorders and shock 1(0.19%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)
Arteriosclerosis, stenosis, vascular insufficiency and necrosis 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)

Vascular hemorrhagic disorders 0(0.00%) 0(0.00%) 1(0.23%) 0(0.00%) 0(0.00%)

N = Number of randomized patients, n = Number of patients with treatment-emergent adverse event

For HMCJ and HMEF - visit 8 is last visit of comparator period.

Applicant’s Table, Regulatory Response 4-March-2008 — Adverse Events by Dose, Pages 94- 104.
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I concur with Dr. Dent’s conclusions. See my memo.





