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3. Revision Histol'y 
SAP version l was approved on 10Feb201 l, and SAP version 2 was approved on 11Dec2014 
both before unblinding. The following changes were made to the SAP since the version I: 

• In Section 5.3, added patients could be re-screened based on revised protocol (b). 

• The section of ' Detennination of Sample Size' was moved to Section 5.2 and updated to 
reflect more accurate assumptions ai:ound dropout rate. 

• More details of patient population, baseline and post-baseline definitions for all efficacy 
and safety analyses are sununarized in Table HMGW.6.1. 

• Tue details of definition of treatment gro11p for Study Period II/III were added in Section 
6.1.2, and analyses for Study Period Will were added in Section 6.1 .13 and 6. 1.14. 

• Removed the potential DLX_NOIP treatment group for SP IV in Section 6.1.2. 

• In Section 6.1.4, a selection model and a placebo multiple imp11tatiou (pMI) approach 
were added to handle dropouts or missing data. 

• Tue details of definition of baseline concturent/ongoiug therapies were added in Section 
6.1.8. 

• The details of definition of significant protocol deviations were added in Section 6.1.9 
and summarized in Table HMGW.6.2. 

• More details of definition of last dose date for Study Pe1iod II and Study Period III were 
added in Section 6.1.10. 

• More details of the test of maintenance of effect were added in Section 6.1.13.2 and 
Section 4.2. 

• Added Section 6.1.13 .3 for sensitivity analysis and updated the sensitivity analysis 
employed. 

• More details of definition of treatment-emergent adverse events (TEAE) for Study Pe1iod 
II and Study Period ill were added in Section 6.1. 14.1. 

• Tue details of definition of normal values at baseline were added for treatment emergent 
and potentially clinically significant analyses in vital signs and ECGs in Section 6.1.14.3 
and 6.1.14.4 respectively. 

• Analyses for non-suicidal self-injurious behavior were added in Section 6.1.14.5. 

• Adjusted paragraph order in the safety Section 6.1.14. 

• Tue details of American ColJege ofRheumatology (ACR) criteria for fibromyalgia 
(Wolfe et al. 1990) were added in Section 6.3.2. 
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• The section of 'Changes in the Conduct of the Study or Plalllled Analyses ' was removed 
since it will be summarized in the clinical study repo1t for this smdy. 

• Update the Interim Analysis in Section 6.2. 

5 

• Removed Appendix l Details of Sensitivity Analysis and Appendix 2 Implementation of 
Placebo Multiple Imputation. 
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4. Study Objectives 

4.1. Primary Objective 
Tue pri.mai.y objective of this study is to evaluate the efficacy of duloxetine 30/60 mg once daily 
(QD) compared with placebo on the reduction of average pain severity as measmed by the Brief 
Pain Invento1y (BPI) - Modified Sho1t Fonn: Adolescent Version 24-hour average pain sevedty 
rating (for simplicity, it is refe1red to as the BPI average pain severity hereafter) during a 13-
week, double-blind treatment phase in adolescents (aged 13 to 17 years) with Juvenile Primaiy 
Fibromyalgia Syndrome (JPFS}, as defined by Yunus and Masi (Ytmus and Masi 1985). 

4.2. Secondary Objectives 
The seconda1y objectives of the study are as follows: 

• To evaluate the efficacy of duloxetine 30/60 mg QD in the treatment of adolescents with 
JPFS during a 13-week, double-blind treatment phase, based on the improvement of the 
fo !lowing measures: 

o Brief Pain Invento1y (BPI) Modified Short Fonn: Adolescent Version severity 
(worst pain, least pain, pain right now) and inte1ference. 

o Response to treatment, as defined by a 30% and 50% reduction in the BPI average 
pain severity. 

o Pediatric Pain Questionnaire (PPQ) pain right now, worst pain and average pain 
items. 

o Clinical Global Impression of Severity for Overall Illness (CGI-Severity: Overall 
I1h1ess) scale. 

o Clinical Global Impression of Severity for Mental Illness (CGJ-Severity: Mental 
Ilhless) scale. 

o Ftmctional Disability Invento1y - child version scale (FDI-cbild). 
o Functional Disability Invento1y- parent version scale (FDI-parent). 
o Children's Depression Jnvento1y (CDI). 
o Multidimensional Anxiety Scale for Children (MASC). 

• To evaluate the safety and tolerability of duloxetine 30/60 mg QD in the treatment of 
adolescents with JPFS dudng a 13-week, double-blind treatment phase. 

• To evaluate the efficacy and safety of duloxetine 30/60 mg QD during a 26-week, open-
label, extension treatment phase, as assessed by the following: 

LY248686 

o Maintenance effect of duloxet ine 30/60 mg QD during the open-label extension 
treatment phase. Maintenance effect will be assessed using the BPI average pain 
severity in only the duloxet ine treated acute phase responders (defmed as those 
patients with :C:30% pain reduction from baseline on the BPI average pain severity 
measure at the last non-missing assessment in Study Pedod II). 

o Effect of duloxetine 30/60 mg QD during an extension treatment phase as 
measured by the following: BPI, PPQ, CGI-Severity: Overall Ilhless, CGI-
Severity: Mental Illness, FDI-cbild, FDI-parent, CDI, and MASC. 



o Safety of duloxetine 30/60 mg QD dtu-ing an extension treatment phase. 

4.3. Exploratory Objectives 
Exploratoty objectives of the study are as follows: 

• To evaluate the conelation between BPI pain severity items and PPQ pain items. 
• To evaluate the appropriateness of the ACR FM criteria (Wolfe et al. 1990) in an 

adolescent population. 
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5. Study Elements 
This section contains the summaiy of study design and the method of treatment assig1ID1ent from 
Study F lJ-MC-IDv1GW protocol. 

5.1. Summary of Study Design 
Study F lJ-MC-IDv1GW (HMGW) is a Phase 3b, multicenter, randomized clinical liial of 
duloxetine versus placebo for the treatment of JPFS in adolescents. TI1e study design includes 
4 snidy pe1iods. Following Study Period I (screening phase), eligible pa.tients enter St11dy Period 
II, the acute 13-week pai·allel, randomized, double-blind, placebo-controlled treatment period of 
duloxetine 30/60 mg QD. Upon completion of the 13-week double-blind period, patients enter 
Study Pe1iod ID, a 26-week, open-label extension phase of duloxetine 30/60 mg QD. A 1-week 
drng taper period (Study Period IV) is required for all patients who discontinue for any reason 
between Visit 4 to Visit 8 dming Study Petiod II, or who complete/discontinue Study Period ID 
OD duloxetine 60 mg QD. 

Figure HMGW. 5.1 illustrates the study design. 
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' After Visit 3, patients increased to 60 mg duloxetine can have their dose decreased l time. at a scheduled or 
1mscheduled Visit. Once 60 mg dose is decreased to 30 mg. it cannot be increased again during Su1dy Period II. 
• At Visits 4 lhrough 8, patients raodomized to placebo or DLX 30 mg who discontinue prior to entering the open-
label extension treatment period (SUtdy Period 1m will receive placebo in the dmg taper period. 
'At Visits 9 through 14 in SUtdy Pe1iod ill. dose increases are pennitted at scheduled visits (to a ma.,imum dose of 
60 mg QD) aod dose decreases are permitted at sched1tled or unscheduled visits (to a minimum dose of 30 mg QD). 
• Patients who complete/discontinue Study Period lU on DLX 30 mg do not need to enter the dmg taper pe1iod. 

Figure HMGW.5.1 Illustration of study design for Protocol F1J-MC-HMGW. 
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Study Period I is a screening period of approximately l week in duration, but not more than 30 
days, du1ing which patients will be screened for study eligibility. 
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Study Period II is a 13-week, acute treatment period. Dtu-ing Study Period II, at Visit 2, patients 
who meet all study criteria for enrollment will be randomly assigned in a 1: 1 ratio to duloxetine 
or placebo by a computer-generated random sequence using an interactive voice response system 
(IVRS). All patients will receive investigational product (IP) beginning at Visit 2 and will be 
instructed to start taking their IP tl1e moming after Visit 2. 

Patients randomly assigned to placebo will remain on placebo tlu·oughout Study Period II. 

Patieuts randomly assigned to the duloxetine treatment group will remain on duloxetine 
throughout Study Period II. Duloxetine patients will initial ly take a 30 mg QD dose of duloxetine 
for I week. Staiting at Visit 3 through Visit 6, the dose can be increased from 30 mg QD to 60 
mg QD. By Visit 4, co1110rbid MDD and/or GAD patients receiving a 30-mg QD dose should be 
increased to a 60-mg QD dose, unless the patient is experiencing significant intolerance to the 
30-mg dose. Beginning at Visit 7, no dose increases can be made. Dose -escalation criteria for 
all patients is based on investigator's clinical judgment. Dose increase can only occur at 
scheduled study visits. If necessary due to intolerability, for those patients on a 60-mg QD dose, 
a one-time dose decrease to 30 mg may occur at a scheduled or Ullscheduled visit. Once the 60-
mg dose is decreased to 30 mg, it caf1llot be increased again during Study Period II. If the patient 
has akeady had their I dose decre.ase, and at a subsequent time cannot tolerate the investigational 
product dose well enough to remain compliant, the patient should be discontinued. 

Study Period III is a 26-week, open-label extension treatment phase. Patients randomized either 
to the duloxetine or placebo treatment group during Study Period II will enter Study Period ill on 
a 30-mg dose of duloxetine for 1 week. The duloxetine dose may be increased to 60 mg QD only 
at a scheduled Visit starting at Visit 9 (Week 14). As in Study Period II, additional dose-
escalation consideration should be given to all patients with comorbid MDD and/or GAD at 
study entry. Ar Visit 9, the comorbid :MDD an<L'or GAD patients should have their 30-mg dose 
increased to 60 mg, unless the patient is experiencing significant intolerance to the 30-mg dose. 
From Visit 9 to Visit 14, dose modifications are allowed. Dose increases (up to 60 mg QD) are 
only permitted at scheduled visits. Dose decreases (down to 30 mg QD} are permitted at either 
scheduled or unscheduled visits. Dose adjustments are to be based on the investigator's clinical 
judgment of treatment response and tolerability at the patient 's current dose. 

Study Period IV is a I-week taper phase to minimize the occun-ence of discontinuation-emergent 
adverse events (AEs). Patients who complete Study Pe1iod III or discontinue after Visit 9 of 
Study Period ill while on duloxetine 60 mg QD, will receive duloxetine 30 mg QD for 1 week. 
The 1-week taper is not required for patients in Study Pe1iod III who complete or discontinue 
early on a 30-mg QD dose of duloxetine. 

Patients who discontinue between Visits 4 to 8 of Study Pe1iod II should enter into the I-week 
<hug taper petiod. However, tape1ing ofIP should be based on the investigator's detemlination 
of safety for his or her patient. Patients on duloxetine 60 mg QD will receive 30 mg QD for 
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1 week. Patients on duloxetine 30 mg QD will receive placebo for 1 week. Patients on placebo 
will receive pla.cebo for 1 week. The I-week taper is implemented in a blinded manner using the 
IVRS. The taper period is not required for patients who discontinue at Visit 3 and therefore have 
not received 2 weeks of tJeatment. 

5.2. Determination of Sample Size 
Approximately 184 patients will be randomized in a 1:1 ratio to the duloxetine and placebo 
ueatment groups. This study is to assess the difference of the mean change in BPI average pain 
severity from baseline to the last time point (Visit 8, Week 13) in Study Pe1iod II between 
treatment groups. AssllI1ling that there will be some missing post-baseline data, and about 81% 
completion rate at acute phase by Visit 8 or Week 13, this sample size will provide at least 80% 
power to detect the treatment difference of 1 .0 point with a=.05. All the parameters used in the 
sample size calculations were based on the MMRM analysis of data from 3-month, placebo-
controlled, acute treatment period in 2 adult FM studies: S11.1dy F lJ-MC-HMCA and Sn1dy FIJ-
MC-HMCJ. 

5.3. Method of Assignment to Treatment 
After the infonned consent form (ICF) is signed and dated, a patient is considered to be 
"entered" into the study and will be assigned a patient number. Patients who meet all criteria for 
emollment will be randomized to double-blind treatment at Visit 2. Assigmnent to ueatment 
groups will be detennined by a computer generated random sequence using an IVRS. The IVRS 
will be used to assign iuvestigariona.l product packages containing double-blind iuvestigational 
product to each patient during Study Period II, and open-label investigational product during 
Study Pe1iod ill. Site personnel will confinn that they have loca.ted the correct investigational 
product packages by entering a confirmation number found on tl1e investigational product 
packages into the IVRS. 

Individuals who do not meet ce1tain criteria for participation in this study (screen failure) may be 
re-screened. Individuals may be re-screened one ti.me. The interval between screening and 
re-screening should be at least 3 weeks. When re-screening is performed, the individual must 
sign a new ICF and will be assigned a new identification muuber. 

To achieve between-group comparability for site factor, the randomization will be stratified by 
site. 
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6. A Priol'i Statistical Methods 

6.1. Statistical and Analytical Plans 
Tue protocol for this study was approved on 25 October 2010. Tue protocol amendment (a) was 
approved on 13 July 2011. Tue protocol amendment (b) was approved on 24 Ap1il 2013. The 
version 2 of SAP will supersede the statistical plans described in the protocol amendment (b ). 
Section 6.1 addresses the statistical analyses planned before unblindiug. 

6.1.1. Analysis Populations 
All data presentations will be based the intent-to-treat (ITT) population, which includes all 
randomized patients. 

6.1.2. General Considerations 
Efficacy and safety analyses will be done on an intent-to-treat (ITT) basis unless otherwise 
specified. An intent-to-treat analysis is an analysis of data by the groups to which patients are 
assigned by random allocation. even if the patient does not take the assigned treatment, does not 
receive the conect treatment, or otherwise does not follow the protocol. 

All efficacy and safety analyses of continuous measures will include randomized patients with 
both a baseline and at least one post-baseline value for rhe variable being analyzed. For efficacy 
and continuous safety variables, baseline is defined as the last measurement taken at, or prior to 
the visit where the sn1dy period begins; endpoint is defmed as the last non-missing measurement 
for the study period of interest. Table HMGW 6.1 provides baseline and post-baseline definitions 
for all variables. 

Statistical analyses will be ca1Tied out for Study Period II, ill, and JV (SP II-IV). All tests of 
hypotheses will be evaluated based on a two-sided significance level of 0.05 tmless otherwise 
specified. No adjustments for multiple comparisons will be made. 

For SP II, a patient's treatment group will be dete1mined by the treatment to which the patient is 
randomized: either duloxetine (DLX) or placebo (PLA). 

For SP III, the following treatment groups will be detemlined by the randomized treatment at SP 
II and extension phase treatment at SP III: 

PLAIDLX: patients who are randomized to placebo at SP II and who enter SP ill and 
take duloxetine. 

DLX/DLX: patients who are randomized to duloxetine at SP II and who enter SP ill and 
take duloxetine. 

No statistical compa1isons will be conducted to compare the two treatment groups PLA/DLX 
and DLX/DLX during SP ill unless otherwise noted. For continuous measures, when 
appropriate, within treatment testing of change from baseline for selected safety and efficacy 
measures will be conducted for SP ill. 
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For SP Ililll, one treatment group will be detennined by the randomized treatment at SP II: 

DLX: patients who are randomized to duloxetine at SPII, including patients who may 
have discontinued early at SPII or who enter SPill. 
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For SP IV, a patient's treatment group assignment will be based on the last treatment received 
before entering Study Period IV and the treatment received during SP IV: PLA _PLA, DLX30 _ 
PLA, or DLX60_DLX30. SP IV is not required for patients who discontinue the study during SP 
ill on the duloxetine dose of 30 mg (Visit 9-15), however it would be allowed based on 
investigator decision. 

Table HMGW.6.1 below presents baseline and post-baseline pe1iod definitions for each study 
period and for each safety and efficacy analysis. 

Table ITh'IGW.6.1 Patient Population with BaseUne and Post-baseline Definitions by 
Study Pe1·iod and Type of Analysis 

Study Period / Analysis Patient Population Baseline Post-baseline 
Definition Definition 

Acute Phase 
Efficacy Patients with a baseline and at least Last of Visits 1-2 All Visits 3-8 

one r1nst-baseline observation 
TEAEs All randomized patients All Visits 1- 2 All Visits 2.01- 8 
SAE and DCAE All randomized o;,fients NA All Visits 2.01-8 
C-SSRS categorical analyses All randomized patients Lifetime baseline: All Visits 2.01- 8 

All Visits 1- 2 
Lead-in baseline: 
Visit 2 

Treatment Emergent Abnonnal Patients with nonnal laborato1y All of Visits 1-2 All Visits 2.01 - 8 
Labs values at all nomnissing baseline 

visits (with respect to direction being 
analyzed) and who have at least one 
post-baseline observation 

Treatment emergent low blood Patients with nonnal values at all Mininnun value All Visits 2.01- 8 
pressm·e nonmissing baseline visits (with from Visits 1-2 

respect to direction being analyzed) 
and who have at least one post-
baseline obse,vation. See Table 
HMGW.6.4 for nonual limits of 
blood pressm·e. 

PCS in ,~,al signs, weight. Vital signs: Low: All Visits 2.01- 8 
sustained blood pressure Patients with nom1al values at all Minimum value 
analyses norunissing baseline visits (with from Visits 1-

respect to direction being analyzed) 2High: Maximum 
and ,,no have at least one post- value from Visits 
baseline observation. See Table 1-2 
HMGW.6.4 for normal limits of vital 
signs. 
Wei~t: 

LY248686 



13 

Patients with non-missing baseline 
and at least one post-baseline value. 

Treaonent-emergent dlallges in Patients with nonnal values al all Low: All Visits 2.01- 8 
ECG intervals and hea11 rate no,unissing baseline ,~sits (with Minimum value 

respect to direction being analyzed) from Visits 1- 2 
and who have at least one post- High: 
baseline observation. See Table Ma.ximllln value 
HMGW.6.8 for nonnal limits of from visits I - 2 
ECG. 

Continuous Safety measures Patients with a baseline and at least Last of Visits 1-2 All Visits 3-8 
one r1nst-baseline observation 

Extension Phose 
Efficacy Patients v.~tb a baseline and at least Last of Visits 3-8 All Visits 9- 15 

one n<><t-baseline obse,vation 
TEAEs All randomized patients entering Maximtm1 All Visits 8.01-

extension phase severity between 15 
7<=Visit<=8 

SAE andDCAE All randomized patients entering NA All Visits 8.01-
extension phase 15 

C-SSRS categorical analyses All randomized patients entering Lifetime baseline: All Visits 8.0 J. 
extension phase. All Visits 1- 8 15 

Lead-in baseline: 
7<=Visit<=8 

Tream1e1.11 Emergent Abnormal Patients with nonual laboratory All Visits 2.01-8 All Visits 8.01-
Labs vahtes at all nonmissing baseline 15 

visits (with respect to direction being 
analyzed) and who have at least one 
nnst-baseline observation 

Tream1ent emergent low blood Patients with nonnal values at all :M.in.im\un va]ue All Visits 8.01-
pressure nonnJ.issiog baseline visits (with from Visits 2.01-8 15 

respect to direction being analyzed) 
and who have at least one pos1-
baseline observation. See Table 
HMGW.6.4 for nonual limits of 
blood oressure. 

PCS in vital signs, weight, Vital signs: Low: AU Visits 8.0 J. 
sustained blood pressure Patients with nonnal values at all J\11inimum value 15 
analyses nonnJ.issiog baseline visits (with 

from Visits 2.01-respect to direction being analyzed) 
and who have at lea.st one post- 8 

baseline observation. See Table High: 
HMGW.6.4 for nonual limits of vital 
signs. Maximum vaJue 
Weight: from Visits 2.01-
Patients with non-missing baseline 8 
and at least one post-baseline value. 

Treaonem-emergent changes in Patients with nonnal values al all Low: All Visits 8.0 I-
ECG intervals and heart rate noiunissing baseline ~sits (with Mininnun value 15 
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respect to direction being analyzed) from Visits 2.01-
and who have at least one post- 8 
baseline observation. See Table High: 
HJ\.iGW.6.8 for nonnal lintits of Mammm1 va Jue 
ECG. from Visits 2.01-

8 

Continuous Safety meastui,s Patients with a baseline and at least Last of Visits 3-8 All Visits 9-15 
oue post-baseline observation (for vital sign 

analysis, anod1er 
baseline is: Last 
of Visits 1-2) 

Acute and Extension Phase Combined 
Efficacy Patients with a baseline and at least LastofVisits 1-2 All Visits 3-15 

oue post-baseline observation 
Treaonem emergent low blood Patients with nonnal values at all Mntinnun value All Visits 2.0 I-
pressure norunissing baseline ,~sirs (with 

respect to direction being analyzed) 
from Visits 1-2 15 

and who have at least one post-
baseline observation. See Table 
HMGW.6.4 for nonnal limits of 
blood presi,~n·e. 

PCS in ,~ta! signs, weight. Vital signs: Low: All Visits 2.01-
sustained blood pressure Patients with nonual values at all N1initnum value 15 
analyses nonmissing baseline visits (with from Visits 1-2 respect to direction being analyzed) 

High: and who have at least one 
post-baseline observation. See Table Mal<inum1 value 
HMGW.6.4 for nonual limits of vital from Visits 1- 2 
signs. 
Weight: 
Patients with non-missing baseline 
and at least one ""St-baseline value. 

Treatment-emergent changes in Patients with normal vaJues at all l..o\V'. All Visits 2.01 -
ECG intervals and heart rate nomn.issing baseline visits (with N1initnum value 15 

respect to direction being analyzed) from Visits 1- 2 
and who have at least one 
post-baseline observation. See Table High: 
HMGW.6.8 for nonnal limits of Maxinuun value 
ECG. from Visits 1- 2 

Continuous Safety measures Patients with a baseline and at least Last of Visits 1-2 All Visits3-15 
one nost-baseline observation 

Taner Phase 
Discontinuation emergent AEs All randomized patients entering Maxin1tun Visit 301 

taper phase sevetity al last 
two visits before 
entering taper 

SAE and DCAE All randomized patients entering NA Visit 301 
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taper phase 
C-SSRS categorical analyses All randomized patients emering Lifetime baseline: 

taper phase All visits before 
entering taper 
phase (Visirs 1-
15) 
Lead-in base.line: 
Last visit before 
entering taper 
phase 

Continuous measure in vital All randomized patients entering Last scheduled 
signs and weight taper phase visit before 

entering taper 
ohase 

Note: Visit 2.01 indicates the first unscheduled visit occurring after Visit 2 and p1ior to Visit 3. 
Visit 8.01 indicates tl1e first tmschedu!ed visit occtuTing after Visit 8 and prior to Visit 9. 

Visit 301 

Visit 301 

Abbreviation: AE = adverse event: C-SSRS = Coltm1bia-Suicide Severity Rating Scale: DCAE = adverse evelll 
leading to discontinuation; NA= not applicable; PCS= potentially clinically significant; SAE= serious adverse 
event; TEAE = treatment-emergent adverse event 
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A repeated measures analysis refers to a restricted maximum likelihood (REML)-based, mixed-
effects repeated measures (MMRM) analysis using all the longitudinal observations at each post-
baseline visit. The model for this analysis will include the fixed categorical effect of treatment, 
pooled inves tigative site, visit, and treatment-by-visit interaction, as well as the continuous, fixed 
covariate of baseline value of the variable being analyzed and baseline value of the variable 
being analyzed-by-visit interaction. An unstrnctured covariance structure will be used to model 
the within-patient en-ors. And Kenwood-Roger approximation (Kenward and Roger, 1997) wiU 
be used to estimate denominator degrees of freedom. If the default Newton-Raphsou algoritlun 
used by SAS PROC MIXED does not converge, then the Fisher scoring algo1ithrn will be 
applied. 

However, if the model with unstmcrured covariance structure still fails to converge, the 
sandwich estimator (Diggle, Liang, and Zeger, 1994; Lu and Mehrotra, 2009) will be used to 
estimate tJ1e standard etTors of the fixed effects parameters and the model will be fitted using 
covariance strncttu·es in the following order until convergence is met: 

heterogeneous toeplitz 

heterogeneous autoregressive (1st order) 

heterogeneous compound syll111letric 

toeplitz 

autoregressive (1st order) 

compound symmetric 
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When the sandwich estimator is used, the Kenward-Roger approximation for denominator 
degrees of freedom cannot be tised. Instead, the denominator degrees of freedom will be 
partitioned into between-subject and within-subject po1tions ( denoted by DDFM= BETW1THIN 
in the MODEL statement). 

For repeated measures analyses of efficacy and safety variables that are not collected at each 
post-baseline visit, data may exist at visits where the va1iable was not scheduled to be collected 
due to early discontinuation visits. Data collected at scheduled visits and early discontinuation 
visits will be used in the analysis. In these situations, the data from the early discontinuation visit 
will be canied fo1ward to the next regularly scheduled collection visit for the repeated measures 
analysis. Significance tests will be based on least-squares means (LSMean) and Type ill smn-of-
squares, using a. two-sided a=0.05. Analyses will be implemented using SAS® PROC MIXED. 

The repeated measures analysis for categorical variables will use a categorical, pseudo-
likelihood-based repeated measures (tvfMRM-CAT) approach. The model will include the fixed, 
categorical effect of treatment, pooled investigative site, visit, and treatment-by-vis it interaction, 
as well as the continuous, fixed covariate ofbaseline value of the variable being analyzed and 
baseline value of the variable being analyzed-by-visit interaction . .'\n unstrnctured covariance 
structure will be used to model the within-patient e1Tors. The Kenward-Roger approximation will 
be used to estimate denominator degrees of freedom. If the model does not converge with the 
default fitting algorithm used by PROC GLIMMIX, the Fishers scoring algorithm will be utilized 
by the SCORING option in SAS. If the model still fails to converge, the model will be fitted 
using covariance matrices in the following order specified by a decreasing number of covariance 
parameters until convergence is met: heterogeneous toeplitz, heterogeneous autoregressive (1st 
order), heterogeneous compound sytlllllettic, toeplitz, autoregressive (1st order),compound 
symmetry. For models where the unstmcrured covariance matrix is not utilized, the sandwich 
estimator (Diggle, Liang, and Zeger 1994) will be used to estimate the standard e!l'ors of the 
fixed effects parameters. The sandwich estimator is utilized by the EMPIRJCAL option in SAS. 
When the sandwich estimator is utilized, tl1e Kenward-Roger approximation for denominator 
degrees of freedom cannot be used. Instead, the denominator degrees of freedom will be 
pa1titioned into between-subject and within-subject portions by the DDFM=BET\VITHIN option 
in SAS. This analysis will be implemented using SAS® PROC GLIMM1X. 

Unless otherwise specified, when an analysis of variance (ANOVA) model is used to analyze a 
continuous efficacy variable, the model will contain the main effects of treatment and pooled 
investigative site. The significance of treatment-by-pooled investigative site interaction will be 
evaluated in a separate model, when appropriate. Similar logic is applied to an analysis of 
covariance (ANCOV A) model, which in general, refers to the ANOV A model with baseline 
values added as covariates. Type m sum-of-squares for the LSMean will be used for the 
statistical comparison of main effects using ANO VA or ANCOV A. Statistical inference for 
ANOVA or ANCOVA interaction tenns will be based on type II sum-of-squares for the 
LSMean. 

Tue same Mlvffil.f, AN OVA and ANCOVA models excluding treatment effect will be used to 
present data for Sn1dy Period ill, where appropriate. 
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Unless othe1wise specified, for all analyses using the last-obse1vation-canied fo1ward (LOCF) 
approach in Study Period II, endpoint is defined as the last nonmissing observation obtained 
from Visit 3 through Visit 8; for the analyses using LOCF in Study Period ill, endpoint is 
defmed as the last nonmissing observation from Visit 9 through Visit 15. 
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In the analyses of some efficacy variables for Smdy Period II, the baseline-obse1vation-carried-
forward (BOCF) approach is considered. The BOCF endpoint is defined as follows: 

For randomized patients who complete the treatment period (that is, complete the 
scheduled Visit 8) and have last nonmissing value at Visit 8, the BOCF endpoint is 
defined as the last nonmissing obse1vation, for randomized patients who discontinue 
early (that is, do not complete the scheduled Visit 8) but with at least one non-missing 
baseline value, the BOCF endpoint is defined as the baseline value. 

Categorical comparisons between treatment groups will be perfonned using Cochran-Mantel-
Haenszel (C:MH) test controlling for pooled investigative site and Fisher' s exact test for Study 
Period II, when appropriate. For the categorical data, the number and percentage of patients for 
the categorical variables will be presented for Study Period ill. 

Where appropriate, variables will be summarized descriptively (frequency and percent will be 
summarized for categorical variables; munber of patients with a non-missing observation, mean, 
SD, median, minimum, and maxi.tmuu will be smumarized for continuous variables) by study 
visit. 

For those data summa1ies accompanied by individual patient data listillgs, data v.>ill be so1ied by 
i.t1vestigator ID, patient ID, and visit or event number if it is available. 

Changes made to the data analysis methods will not necessarily require a protocol amendment 
and will be described in an updated SAP and reflected ill the final repo11. 

Statistical analysis of this study will be the responsibility of Eli Lilly and Company or designee. 
SAS® software will be used to perfom1 most or all statistical analyses. 

6.1.3. Adjustments for Covariates 
Iu general, when a repeated measures analysis is used, the model will i.t1clude the fixed 
catego1ical effect oftrea.tment, pooled investigative site, visit, treatment-by-visit interaction, and 
the continuous, fixed covariates of the baseline value of the variable being analyzed and baseline 
value of the va1ia.ble being analyzed-by-visit interaction. The baseline value of the va1iable being 
analyzed and tl1e baseline value of the variable being analyzed-by-visit interaction are included 
to account for the differing illfluence over time of the baseline score on the post-baseline scores. 

When an analysis of cova1iance (ANCOV A) model is used to analyze a continuous va1iable, the 
model will contai.!1 the main effects of treatment, pooled investigative site, and appropriate 
baseline values included as covariates. 

Data presentations for Study Period ill will be based on the same MMRM and ANCOVA 
models excluding treatment effect, where appropriate. 
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6.1.4. Handling of Dropouts or Missing Data 
Missing efficacy and safety data can occtu· for multiple reasons, including missed patient visits 
(for example, patients discontinuing from the study early) and scales or measmes with missing 
item scores. 

When change from baseline is assessed, only patients with a baseline and at least one post-
baseline measurement will be included in the analyses. 

For the repeated measures analyses, the model parameters are simultaneously estimated using 
restricted likelihood estimation incotporating all of the observed data. 
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Unless otbe1wise specified, when a total score or an average score is calculated from individual 
items, it will be considered missing if any of the individual items are missing. 

For the assessment of efficacy, handling of missing data depends on the missing data mechanism 
assumptions. There are three missing data mechanisms: 1) missing completely at random 
(MCAR), 2) missing at random (MAR) and 3) missing not at random (MNAR). Three primary 
statistical approaches to handling missing data will be utilized: mixed model repeated measures 
(MMRM) analyses, ANCOV NANO VA using last observation carTied forwar·d (LOCF) change 
from baseline to endpoint, and ANCOV NAN OVA using baseline observation canied forward 
(BOCF) change from baseline to endpoint. Tue LOCF and BOCF imputation methods in general 
make lVfNAR assumption, while the repeated measures arialysis assmnes lVfAR. A sensitivity 
analysis will be perfonned to assess the impact of missing data assumptions on the p1imary 
analysis conclusions (see section 6.1 .13.3 for details). 

6.1.5. Multicenter Studies 
All investigative sites with fewer thar1 2 patients randomized to each treatment group (each 
patient with non-missing change from baseline in BPI average pain severity rating score) will be 
pooled together within each country and considered a single site for analyses. If this results in a 
"site" still having fewer than 2 patients randomized to each treatment, these sites will be pooled 
together with the next smalle-st site in that counlly. If there are no other sites in that counny, then 
these sites would be pooled with the next smallest site in the whole study. All analyses will use 
pooled investigative sites. The actual investigative site munbers will be included in the listings. 

6.1.6. Multiple Comparisons/Multiplicity 
The primary efficacy a11alysis will be the contrast between duloxetine and placebo in the BPI 
average pain score change from baseline to endpoint (week 13) in Study Pe1iod II from a 
repeated measmes analysis. No adjustments will be made for multiple cotupar·isons. 

6.1.7. Patient Disposition 
TI1e nwuber and percentage of randomized patients who complete the snidy or discontinue early 
will be tabulated for all treatment groups for Study Period II, Study Pe1iod ill, and Study Period 
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IV both overall and by visit. Reasons for discontinuation presented for Sntdy Period II will be 
compared between treatment groups using Fisher's exact test. Reasons for discontinuation 
presented for Study Period ill and Study Period IV will be smrunarized by treatment group. 

Patient disposition data from all sn1dy periods will be listed. 

6.1.8. Patient Characteristics 
Patient allocation by investigator, grouped by c.ountry, will be sununarized for Sn1dy Period II 
for all ITT patients. 

Patient allocation by investigator will also be listed for all IIT patients. 
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The following patient characteristics will be smlllllarized by treatment group for all ITT patients 
for Study Period II, and for those IIT patients e11te1ing the Study Period ill. 

• Demographic infonnation: age, gender, ethnicity, race odgin, c.ountty, height, weight, 
and BMJ 

• Baseline comorbid diagnoses: MDD, GAD, and ADD 
• Baseline severity of illness measured by: BPI severity and interference ratings, PPQ pain 

ratings, CGI-Severity: Mental Illness, CGI-Seve1ity: Overall Illness, FDI-child, and FDI-
parent, CDI, and MASC 

• Medical histo1y: duration offibromyalgia (years); onset of fibromyalgia (age); presence 
of fibromyalgia in family history (yes/no) 

• Pre-existing conditions 
• Historical alcohol and tobacco conswnption 
• Baseline concurrent/ongoing therapies for FM symptoms: l) NSAIDS, 2) Physical 

therapy, and 3) Psychotherapy 
• Historical illnesses 
• Onset of menses (female patients only): incidence prior to or post study entry among 

female patients; age of onset of first menses, defined as (date of first menses)-(date of 
birth) 

Baseline concunent/ongoing therapies are those therapies which are stai1ed, ongoing or stopped 
at baseline (visit 1 to 2). Baseline concunent/ongoing therapies include psychotherapy, physical 
therapy, and NSAIDs. 

Compaiisons between treattnent groups will be performed using Fisher's exact test for 
categorical data and ANOV A with treattuent and pooled investigative site as independent 
vai·iables in the model for continuous data for Study Period II. Patient characteristics will be 
summarized for Study Period ill without any statistical comparison between treatment groups. 

A listing of patient demographic characie1istics will be presented. 

The pre-existing conditions table will present the number and percent of patients with pre-
existing conditions by preferred tem1 in decreasing frequency within MedDRA system organ 
class. Pre-existing conditions for ITT patients in Study Pedod II and all ITT patients ente1ing 
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Study Period ill are events reported at baseline (visit l to 2) regardless if they are resolved or 
ongoing at the time ofrandomization. 
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The baseline historical illness table will summarize all significant ilh1esses reported at visit l by 
MedDRA prefened tenn and treatment group for all TIT patients for Sn1dy Period II and for 
those ITT patients entering Study Period III. 

6.1.9. Significant Protocol Deviations 
Significant protocol deviations will be listed for all Study Periods. The significant protocol 
deviations are defined in Table HMGW.6.2. 

Table HMGW.6.2 Definition of Significant Protocol Deviations 

Categol'y of Details Methocls of Checking 
Protocol 

Deviation 

l111proper !CF not signed p1ior For all patients, ifICF (including assent 
administration of to initiation of form if applicable) date is after Visit l date 
!CF protocol procedures or Visit l lab date, then result is a protocol 

deviation. 

Inclusi o n/ exclusion Randomized patient For randomized patient, if age<I3 at !CF 
crite1ia <13 years old at sn1dy date, then result is a protocol deviation 

enny [ criterion I] 

Randomized patient For randomized patient, if age >=18 a.t 
>= 18 years old at Visit I date, then result is protocol 
study ent1y deviation [ criterion 1] 

Randomized patient For randomized patient, if JPFS crite,ia are 
does not meet criteria not met at Visit I , then result is protocol 
for p1imai.y JPFS as deviation. [ciiterion 2] 
defined by Yunus and 
Masi 

Randomized patient For randomized patient, if BPI item #3 <4 
does not have a score at Visit 1 or Visit 2, then result is protocol 
of:::4 on BPI average deviation. [criterion 3] 
pain severity at Visit l 
and Visit 2 

Randomized female For randomized female patients, if 
patient tested positive pregnancy test is positive any time prior to 
for pregnancy Visit 2, then result is protocol deviation. 
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[ criterion 4 J 

Randomized patient For randomized patients, use Pre-existing 
had cun-ent diagnosis conditions and study adverse event module. 
of <XIT> at study If there exists a cmTent diagnosis of 
ent:Jy rheumatoid a1tbiitis, arthritis, lupus, 

ankylosing spondylitis, psoriasis, then 
result is protocol deviation. [ criterion 17) 

Randomized patient For randomized patients, use Pre-existing 
had current diagnosis conditions and study adverse event module. 
or diagnosis within 1 If there exists a ClllTent diagnosis or 
year of <..-\XX> at diagnosis within 365 days (1 year) prior to 
study entiy visit l of bipolar disorder, psychotic 

depression, schizophrenia or other 
psychotic disorder, anorexia, bulimia, 
obsessive compulsive disorder, 
posttraumatic sti·ess disorder, panic 
disorder, pe1vasive development disorder, 
then result is protocol deviation. [criterion 
18) 

Randomized patient For randomized patients, use historicaJ 
had previous illness module. If there exists a previous 
diagnosis of <XXX> diagnosis of bipolar disorder, psychotic 
at study entiy depression, schizophrenia, schizoaffective 

disorder or other psychotic disorder, 
substance abuse or dependence ( excluding 
caffeine and nicotine) (in the past 183 
days (6 months) prior to Visit!), seizure 
disorder excluding feb1ile seizmes, then 
result is protocol deviation. [ c1ite1ion 20, 
22, 28] 

Baseline weight < 20 For randomized patients, if weight < 20 kg 
kg for randomized at Visits 1 or 2, then result is protocol 
patient deviation. [ criterion 26) 

Randomized patient For randomized patients, if patient has 
t:J·eated with stinrnlant continued use of stimulant ( eg, 
or other ADHD methylphenidate, amphetamine, 
medication: lisdexamfetamine) or atomoxetine at Visit 
<medica1ion 11ame> I or therapy end date after ICF date, then 
dtning screening. result is protocol deviation. [ criterion 19, 
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29) 

Randomized patient For randomized patients, if DOV for visit 1 
treated with MAOI : minus therapy end date for MAOI (e.g. 
<medica1ion name> isocarboxazid, phenelzine, selegilin, 
<14 days of visit I tranylcypromine) <14 days, tbe.o result is 

protocol deviation. [ criterion 31) 

Randomized patient For randomized patients. if DOV for visit 1 
treated with fluoxetine minus therapy end date for fluoxetine <30 
<30 days of days, then result is protocol deviation. 
completion of visit l [ crite1ion 30) 

Randomized patient For randomized patients. if DOV for visit 1 
treated with minus therapy end date for duloxetine < 
duloxetine < 6 months 183 days (6 months), then result is protocol 
p1ior to visit l deviation. [c1iterion 14] 

Positive UDS prior to For randomized patients if prior to visit 2 a 
randomization (Visit patient has a positive UDS result and a 
2). repeated UDS not done or last repeat UDS 

is positive or UDS never collected, then 
result is protocol deviation. [c1iterion 23] 

Have uncontrolled For randomized patients, use pre-
narrow-angle existing/AE module. [crite1ion 33,34] 
glaucoma or acute 
liver injmy at baseline 
Randomized patient For randomized patients, taking MAO! 
treated with MAOI anytime > or = visit 2, then result is 
during study protocol deviation. [ criterion 31] 

Study Conduct - Randomized patient For randomized patients, if any excluded 
Concomitant repo11ed prohibited medication ( eg, SSRI, SNRI, stimulant, 
Medications concomitant antipsychotic, benzodiazepine, 

medication use: anticonvulsant) is reported after Visit 2, 
<co11co111ito11t then result is protocol deviation. Specify medication name> which concomitant medication in the 

protocol deviation details. Provide one 
record per patient per concomitant 
medication. 

Randomized patient For randomized patients in Study Period II, 
who had consecutive if patients had consecutive use ofNSAID < 
use ofNSAID less 
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than I month 30 days (I mouth) inunediately prior to 
immediately p1ior to visit 2, and repo1ted NSAID use exceeds 3 
visit 2 reported consecutive days or exceeds 20 cumulative 
NSAID use: <NSAID days after visit 2 iu SP II. then result is 
name> exceeded 3 protocol deviation. Specify which NSAID consecutive or 
exceeded 20 in the protocol deviation details. 
cumulative days 
during Study Pe1iod II 
Randomized patient For randomized patients in Study Period 
who had consecutive III, if patients had consecutive use of 
use ofNSAID less NSAID < 30 days (I month) immediately 
than one month prior to visit 8, and reported NSAID use 
innuediately prior to exceeds 3 consecutive days or exceeds 40 visit 8 reported 
NS . .<\ID use : <NSAID cumulative days after visit 8 iu SP III, then 
name> exceeded 3 result is protocol deviation. Specify which 
days or exceeded 40 NSA.ID in the protocol deviation details. 
cumulative days 
during Study Pe1iod 
III 
Randomized patient For randomized patients in study Peiiod II. 
reported opiate use : opiate use exceeds 3 consecutive days or 
<opiate name> exceeds 20 cumulative days then reSlllt is 
exceeded 3 protocol deviation. Specify which opiate in 
consecutive or the protocol deviation details. 
exceeded 20 
cumulative days 
during Study Pe1iod II 

Randomized patient For randomized patients in study Period Ill, 
reported opiate use : opiate use exceeds 3 days/month or 
<opiate name> exceeds 40 clltllulative days then result is 
exceeded 3 protocol deviation. Specify which opiate in 
days/month or the protocol deviation details. 
exceeded 40 
cumulative days 
dilling Study Period 
III 

Study Conduct · Randomized patient For randomized patients, if <80% or 
Compliance took <80% or > 120% > 120% of study drng is taken >= 2 visits 

of study drug for >= 2 ( consecutive or non-consecutive), then 
visit inte,vals result is protocol deviation. 
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Study Conduct - Missing key efficacy For randomized patients, if BPI average 
Key measurements measurement: <BPI pain seve1ity or CGI-S overall illness is 
not collected average pain score, missing at any scheduled visit, then result 

CGI-S overall illness> is protocol deviation. Provide one record 
per patient per missing me.asmement per 
visit. 

Missing safety For randomized patients, if C-SSRS, blood 
measurement: pressure, pulse, height, weight, are missing 
<CSSRS, Blood at any scheduled baseline or post-baseline 
Pressure, Pulse, visits at or before the early discontinuation 
Height, Weight, Labs, visit, then result is protocol deviation. 
ECGs> Provide one record per patient per missing 

measurement per visit. 

For ALT lab test. if any scheduled or 
unscheduled baseline labs are missing or if 
a patient discontinued at or after visit 6 (the 
first scheduled post-baseline visit for labs 
is visit 6), and without any scheduled or 
unscheduled post-baseline labs data, then it 
is a protocol deviation. 

For ECG QTcF measure, if any scheduled 
or unscheduled baseline ECGs are missing 
or if a patient discontinued at or after visit 
8 (the first scheduled post-baseline visit is 
visit 8), and without any post-baseline data, 
then it is a protocol deviation. 

Visit interval Visit inte1val length For randomized patients, compare actual 
outside specified exceeds (number of visit inte1val length to number of days 
limits days study dmg sn1dy dmg dispensed at each visit. 

dispensed + 2 days) Allowable visit inte1vaJ lengths (resulting 
( excluding taper in no more than 2 days off drng): 
phase) Visit 2,3, 8: 11 days 

Visit 4, 9: 20 days 

Visit 5,6,7, 10: 29 days 

Visit 11: 38 days 

Visit 12,13: 47 days 
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I Visit 14: 56 days 

6.1.1 O. Study Drug Exposure 
Duration of study drng exposure in days during the acute and extension periods will be 
summaiized by treatment and overall for all ITT patients in Study Pe1iod II and for all ITT 
patients entering Study Period III. 

Total patient-years of exposure will also be displayed by treatment group and overall. 
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Dlll'ation of snidy chug exposlU'e will be defined as tbe difference between tbe date of last dose of 
study drng in the respective study period and tbe date of first dose of study drng in the respective 
study period. 

Tue first dose date of study drng for Study Period II is the first dose date collected on the eCRF. 
Tue fu'st dose date for Study Period ill will be one day after the visit 8 <late. 

The date collected on the eCRF module "date of last dose" is the last dose date of study drng for 
the whole study period. If the "date of last dose" collected in tbe eCRF is missing, then tbe last 
dose date will be imputed as the mininmm oftvvo dates: 1) the date determined by the number of 
days dispensed dose allowed; 2) tbe last non-missing disposition date. 

The last dose date of study drng for Study Period II will be detennined as following: 
• For patients who did not enter the Study Period III or taper phase, the last dose date is the 

date collected in tbe eCRF module "date of last dose"; 
• For all other patients, the last dose date will be imputed as U1e minimum of two dates 

dming SP II as described above. 

The last dose date of study chug for Study Period III will be detemlined as following: 
• For patients who did not enter the taper phase, tbe last dose date is tbe date collected in 

the eCRF module "da.te oflast dose"; 
• For all other patients, tbe last dose date will be imputed as the minimum of two dates 

dming SP ill as described above. 

Compaiisons between treatment groups for duration of study d1ug exposure will be performed 
for Study Period II using at1 ANO VA with treatment at1d pooled investigative site in the model. 
Patieut exposure dlU'atious will also be summaiized categorically and assessed for u·eatment 
differences using Fisher's exact test for Study Period II. 

Nmnber and percentages ofpatieuts with doses ofDLX30 and DLX60 will be tabulated at each 
visit for all patients randomized to duloxetine du!lllg Study Period II and all ITT patients 
enteiing Study Peiiod III. 

Nmnber at1d percentages of patients with modal dose ofDLX30 and DLX60 will be sullllllarized 
for all patients randomized to duloxetine dming Study Period II and all ITT patients entering 
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Study Period ill. The last prescribed dose at LOCF endpoint for Study Period II and ill will be 
also summarized using this method. 
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The modal dose is def med as the dose that a patient was presc1ibed for the most number of days 
duiing the study period. If there is a tie in the greatest number of days on a dose for a patient, the 
modal dose will be set to the highest dose in the tie. 

The mean daily dose is calculated as the mean of all doses that a patient was prescribed during 
the study period. The mean of all doses is calculated as sum of dose multiplied by tile mm1ber of 
days on that dose divided by total number of days dming the study period. The mean daily dose 
will be sununarized for ail patients randomized to duloxetine at Study Period II and all ITT 
patients entering Sntdy Period III. 

Dose adjustment by visit will be sununa1ized as well. 

Dose reduction due to adverse events will be listed. 

6.1.11 . Treatment Compliance 
The percentage of patients deemed compliant will be stmuuarized by visit and overall for Study 
Period II, and for all patients entering Study Period ill. A patient will be considered to be 
compliant with snidy drug for each interval if they take between 80% and 120% of study dmg 
capsules prescribed for that inte1val. Overall compliance is defined as having been compliant at 
all nownissing visits within each study pe1iod. Compa1isous between treatment groups will be 
pe1fonned for Study Period II both overall and at each visit using Fisher's exact test. Desc1iptive 
statistics will be used to present the two treatment groups for the Study Period ill results and will 
include only those patients who entered the study period. 

A listing of study drng compliance will be presented for all study periods. 

6.1.12. Previous and Concomitant Therapy 
Previous therapies for fibromyalgia are those therapies for the treatment of fibromyalgia that 
sta1ted and stopped prior to or at baseline (Visit 2). Concomitant therapies include 
psychotherapy, physical therapy, and concomitant medication. Concomitant therapies for Study 
Period II are those which started prior to visit 2 or after visit 2 and are taken during SP II. 
Concomitant therapies for Study Period ill are those that sta1ted piior to visit 8 or after visit 8 
and are taken during SP III. 

Previous therapies for fibromyalgia will be stuumarized by treatment group for all ITT patients, 
displaying the number and percentage of patients by prefened term for Study Period II and for 
all ITT patients entering Sn1dy Pe1iod ill. Concomitant medications will be summarized in the 
same way for Study Period II and Study Period III, respectively. The tables will be sorted in 
decreasing frequency of prefened terms. The denominator used for calculating the percentages 
will be the total 1mmber of patients included in the ITT population for each treatment group for 
Stt1dy Period II, and will be the total number of patients included in the ITT patients ente1ing 
Srudy Period m for each u·ea.tment group for Snidy Period m. Concomitant psychotherapy and 
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concomitant physical therapy will also be summarized by treatment group for Study Period II 
and Study Pe1iod ID separately. Comparison between treatment groups will be performed using 
Fisher's exact test for Study Period II. 

A listing of concomitant therapy will be presented for SP II and SP Ill 

6.1.13. Efficacy Analyses 

6.1.13.1 . Primary Outcome and Methodology 
Tue primary objective of this study is to evaluate the efficacy of duloxetine 30/60 mg once daily 
compared with placebo on the reduction of average pain severity as measmed by the BPI average 
pain severity rating dm·ing the Study Period II in adolescents with JPFS. 

The primary efficacy a11alysis will be the contrast between duloxetine and placebo at the last visit 
in Study Period II (Visit 8, Week 13) from a MMRM analysis on change from baseline in the 
BPI average pain score as described in Sections 6.1.2 and 6.1.3. 

6.1.13.2. Additional Secondary Analyses 
Table Hl'vIGW.6.3 presents the secondary efficacy measmes and derived variables that will be 
evaluated for Study Period II. Baseline and endpoint definitions are described above in Table 
IDv[GW.6.1. 

Maintenance of effect of duloxetine 30/60 rug QD dming Study Period ID will be assessed using 
the BPI average pain sevelity in only the duloxetine treated acute phase responders (defined as 
those patients with ?_30% pain reduction from baseline on the BPI average pain severity measure 
at the last non-missing assessment in Study Period II). The T-statistics will be used to evaluate 
the maintenance of effect of duloxetine 30/60 mg QD dw·ing Snidy Period III. If the upper bound 
of the one-sided 97.5% CI of the change from baseline to endpoint for patients in the extension 
treatment phase who responded to duloxetioe 30/60 mg QD in Study Period IJ (acute phase 
duloxetine responders) is less than or equal to the pre-specified margin of I .5, then the treatment 
effect of duloxetine was maintained during the extension treatment phase. Tue margin of 1.5 
points on the BPI average pain scale was extrapolated from data and results of prior adult 
duloxetine clinical studies. where a mean pain reduction of 3 to 4 points were obse1ved for 
patients who met pre-defined response criteria after 2-3 mouths duloxetioe therapy. Therefore, an 
increase of 1.5 indicates that the average pain at end of extension phase would still be 1.5 to 2 
points below the pain severity prior to initiating act1te treatment, which would be considered as 
clinical rueaningfol. 

Table HMG\V.6.3 Secondat·y Efficacy Analysis 

Efficacy Valiable Derivation and Details Analysis 
I . Area lUlder die cwve of pain 111e relief score at a visic is defmed as va,'iable I .a will be 
relief (AUC) baseline sco .. e minus the BPI average analyzed by the ANCOV A 
a. BPI ave!'age pain sevel'ilY pain score at the na,ticular visit. The model descl'ibed in Section 
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area under the cuive ofrelief(AUC) is 6. 1.2 and 6.l.3 (ILSing 
the s1nn of each trapezoidal area baseline BPI average pa.in 
circ1nnscribed by 1he sides of relief severity as covariate) for 
scores at two consecutive Study Period II. 
non-missing visits and the side of days 
between the two visits. 

2. Change from baseline to a-b. eCRF data. The Variable 2.a to 2.j will 
LOCF endpoint.: c. Average of the non-missing ratings be analyzed by the 
a. BPI pain sevetity ite111S: worst of the 8 individual items. ANCOV A models as 
pain. least pain, average pain, d-f. eCRF data. desctibed in Section 6.1.2 
and pain tight now g-h. FDI total score is the stun of 15 and 6.1.3 for Study Petiod 
b. BPI-Inte.-ference items: individual item scores. II. 
general activity, mood. walking i. CDI total score is the s1nn of27 
normally, nonnal work, relations individual item scores. 
with others, sleep, enjoyment of j. J1,1ASC total score is the stun of 39 
life. and school work (new item). individual item scores: tJ1e 4 factor 
c. BPI Average Interference scores are I) physical symptoms, 2) 
score social anxiety. 3) hann avoidance and 
d. PPQ average pain, pain tight 4) separation anxiety 
now, and wo1~1 pain rating 
e. CGI-S: Mental Illness 
£ CGJ-S: Overall Illness 
g. FDI-child 
h. FDI-parent 
i. CDI: total score 
j. MASC: total score. factor 
scores 

3. Change from baseline 10 a-b. eCRF data. The Variable 3.a to 3.b will 
BOCF endpoint: be analyzed by the 
a. BPI average pain seveiity ANCOV A models as 
b. PPQ average pain rating desctibed in Section 6.1.2 

and 6.1.3 for Study Petiod 
II. 

4. Change from baseline 10 each a-b. eCRF data. Variables 4.a to 4.e will be 
post-baseline visit: c .. Average of the non-missing ratings analyzed by a repeated 
a. BPI pain seve,ity items: worst of the 8 individual items. measmes analysis as 
pain, least pain, and pain ,ight d-e. eCRF data. desctibed in Section 6. 1.2 
now and 6. 1 .3 for Sntdy Pe,iod 
b. BPl-lnte,ference items: II. 
gei1eral activity, mood. walking 
nonnally, nonnal work, relations 
witli others, sleep, eiijoyment of 
life, and school work (new item). 
c. BPI Average bnerferei1ce 
score 
d. CGI-Seve,ity: Overall Ubiess 
e. CGI-Seveiity: Mental Illness 

5. Categorical variable: a-b. Response: at least 30% reduction For Variables 5.a to 5.d, 
a. 30% Response rate (LOCF) from baseline to endpoint (LOCF or and 5.g, proportions will be 
b. 30% Response rate (BOCF) BOCF) for BPI average pain score. sununarized by treatment 
c. 500/o Response rate (LOCF) c-d. Response: at least 50% reduction group and will be analyzed 
d. 50% Response rate (BOCF) from baseline to endpoint (LOCF or by Fisher's exact test and 
e. 300/o Resoonse rate (MMRM- BOCF) for BPI avera!te oain score. CJ.1,1.H test controlling for 
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CAT) e. Response at each post-baseline visit: pooled investigative site for 
f. 50% Response rate (:MMRM- at least 30% reduction from baseline. Study Petiod II. 
CAT) f. Response at each post-baseline visit: 
g. Sttstained response rate at least 50% reduction from baseline. For Variable 5.e and 5.f. 
h. Cumulative distribution of g. Sttstained response: at least 30% !lie categorical, pseudo-
BPI average pain score reduction reduction from baseline to endpoint; likelihood-based repeated 
(BOCF) with a 30% reduction from baseline at measures (MMRM-CAT) 

an earlier visit than the last visit, and analysis will be used. See 
remains at least 20% reduction from section 6.1.2 for details. 
baseline in eve1y visit in between, if 
there are any intervening visits (based For Variable 5.h, the 
on BPI average pain score). The treatment group difference 
sustained response analyses will in the empirical Ctllllulative 
include patients with both a baseline distribution of the 
and at least two post-baseline values for percentage pain reduction 
BPI average pain score. h. The will be evaluated using 
percentage of patients who have Van der Waerden test for 
reached each threshold of BPI average Study Period II. 
pain reduction from baseline to BOCF 
endpoint (from >00/o to I OO"A, with a 
I 0% increase) \\ill be calculated. 
Discontinued patients will be 
considered as ''110 chan~e". 

6. Time to event variable: a. For the patients with a 30% reduction For Variables 6.a to 6.c, the 
a. Time to first 30% reduction in at a visit in the treatment phase in SP II, Kaplan-Meier smvival 
BPI average pain score time = days from the date of the sisil ctu·ves of time to event will 
b. Time to first 50% reduction in that the earliest 30% reduction is be calculated by treatment 
BPI average pain score obse1ved to the date of lhe first day of group for Study Period II. 
c. Time to sttstained response SP II. The dale of the first day of SP II In the calculation, patients 

is the randomization date. who do not have the event 
b. For the patients with a 50% will be considered as right-
reduction at a visit in the treanuent censored observation. The 
phase in SP II, time = days from the comparison of the survival 
date of the visit that the earliest 50% cmves between treatment 
reduction is observed to the date of the groups will be conducted 
first day of SP II. by a log-rank test and 
c. For the sustained responders defined stratified log-rank test 
above in SP II, time = the days from the controlling for pooled 
date of the visit which is the earlier investigator. 
visit from which the stLS1ained response 
is observed to the date of the first day 
of SP II. 
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Abbreviations: ANCOVA = analysis of covariance; BOCF = baseline obse,vation ca1Tied fonvard: BPI= Brief Pain 
Invento,y-Adolescent Version: CDI = Children's Depression Invento1y: CGI-S = Clinical Global In1pressions of 
Severity; eCRF = electronic case report fonu; FDI = Functional Disability Invento1y, LOCF = last observation 
carried fonvard; lviASC = Multidin1ensional Anxiery Scale for Children; PPQ = Pediatric Pain Questionnaire. 

The treatment-by-investigator interaction will be tested using an ANCOVA model. When the 
interaction is statistically significant, the nature of the interac.tion will be investigated. 

Descriptive statistics will be used to summarize all variables presented in Hl'vIGW.6.3 except 
va11ables 3a-b, 5(b, d, h) and 6a-c by treatment group for all ITT patients entering Study Pe1iod 
III. Descriptive statistics will be used to sununarize variables la, 2a-f, and 4a-e for Sntdy Period 
Ililll. For continuous measures, when appropriate, within treatment testing of change from 
baseline will be conducted for SP III and SP Ililll. 

For efficacy measures, data from all visits will be listed. 

6.1.13.3. Sensitivity Analysis 

To assess the possible impact of missing data on the primary efficacy analysis conclusions, a 
sensitivity analysis will be performed leveraging a delta based approach. The approach for this 
analysis is to vary the assumptions of missing data for the primary analysis in a systematic way. 
Basically, the method will be to predict the missing outcomes and then add a value (ll) to the 
predictions in the duloxetine treatment group consistent with the sensitivity approach suggested 
in Permutt (2015). This procedm·e will be repeated multiple times for different values of ll using 
the following steps: 

1) Predict the missing outcomes for each treatment via multiple imputation based on observed 
prima.iy endpoint and baseline values. Such in1putation will be carried out using a Ma.i·kov 
Chain Monte Carlo method with a Jeffreys prior via SAS® PROC MI. Thirty (30) such 
imputations will be created. 

2) Add tl1e coITesponding /!,. value to the imputed duloxetine treatment values. 
3) Conduct the pri.maiy analysis separately for each of the 30 imputations. 
4) Combine the results of these a.i1alyses using Rubin's combining rules, as inlplemented in 

SAS® PROC MI ANALYZE. 

The above steps will be repeated multiple times for different values of/!,. with 
/!,. ranging from (0, twice the observed treatment effect seen in the prima.iy analysis). For 
example, if tbe overall mean change from baseline for placebo is -3.6 and the maxin1mn overall 
treatment difference is -1.5, then/!,. would range from (0,7.2). 

6.1.14. Safety Analyses 
The safety and tolerability of treatment with duloxeti.ne will be assessed by sullllllarizing the 
fo llo wing: 

• Treatment-emergent adverse events (TEAEs) 
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• Serious Adverse Events (SAEs) 
• Vital signs 
• Height 
• Weight 
• Rates and reasons for early discontinuation 
• Laboratory measurements and electrocardiograms (ECG) 
• Suicide risk and suicide-related events (behavior and/or ideation) as assessed by the 

Columbia-Suicide Severity Rating Scale (C-SSRS) 

For Study Period II, statistic.al comparisons will be conducted to compare treatment groups. For 
Study Period Ill, descriptive statistics only will be presented for each treatment group. 

Tue baseline pe1iods for all safety data are as desciibed for safety variables in Table HM:G\V.6.1 
m1less othe1wise specified. 

6.1 .14.1. Adverse Events 
All adverse events (AEs) will be coded using the Medical Dictionaiy for Regulato1y Activities 
(MedDRA). In this thesaunis, each verbatim tennis mapped to a "prefe!ied" MedDRA tenn, 
which is then mapped to a system organ class. 

An adverse event is treatment emergent if it is newly occurring or worsened in severity during 
post-baseline compai·ed with baseline. The evaluations of adverse events will include separate 
summaries for Study Periods II, ill, and IV of the number and percentage of patients with 
treatment-emergent adverse events (TEAEs), serious adverse events (SAEs) including deaths, 
and discontinuations due to AEs. Also, the TEAEs for patients who are initially randomized to 
duloxetine will be summa1i.zed for SP II/III. Tue TEAEs will be summatized by seve1ity and 
MedDRA prefen-ed tenu. The TEAEs will be smnmarized by system organ class and MedDRA 
preferred tenn. Adverse events will be sullllllarized by MedDRA prefened te1m. 

Any event having an onset date within the post-baseline range of its Study Period is a TEAE. 
For each event, the severity level of an event at first report and the change in seve1ity level is 
recorded according to the patient's or physician's perceived severity of the event (mild, 
moderate, or severe). In addition, a change in severity to more severe than that recorded <luting 
the baseline period cai1 be recorded during the study. For each event, the 111aximum severity 
dming visits for baseline will be used as the baseline severity. Iftbe maximmu severity during 
post-baseline visits for the study period is greater than the baseline severity, the event is 
considered to be treatment-emergent. 

For Study Period II, an adverse event is treatment emergent if the event onset date falls after visit 
2 and prior to visit date of visit 8. An event which was ongoing during the baseline period 
becomes treatment emergent if it worsens in severity after visit 2 aJid prior to visit date of visit 8, 
c-0mpai·ed with the maximum severity prior to visit 2. For Study Period ill, tmless stated 
otherwise, an adverse event is treatment emergent if the onset date falls after visit 8 and prior to 
visit date of visit 15. An event which was ongoing during the earlier study periods bec-0mes 
ueatment emergent if it worsens in severity after visit 8 and prior to visit date of visit 15, 
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compared with the maximmn severity between visit 7 and 8 dming Study Period II. For Study 
Period II, aJI SAEs from after visit 2 to visit 8 will be sununmized. For St11dy Period III, all 
SAEs from after visit 8 to visit 15 will be summaiized. For Study Period IV, all SAEs during the 
taper phase will be sununaiized. 

Discontinuation emergent AEs will be srulllllarized for patients entering Study Period IV from 
Study Period II and for patients entering Study Period IV from Study Period III. For these 
analyses, the baseline period will be the last two visits dming the previous study period. Any 
AEs with an onset or worsening seve1ity on or after the start of Study Period IV, compared to the 
maximum severity during the baseline period, will be considered discontinuation emergent for 
the taper phase. 

Listings for AEs and pre-existing conditions, SAEs, discontinuations due to AEs or death will be 
presented. 

The Kaplan-Meier survival curve for time to onset of the most common TEAEs during SP II/III 
will be calculated for patients who are initially randomized to duloxetine. In the calculation, 
patients who do not have the event will be considered as right-censored observation. The same 
Kaplan-Meier s1uvival curve will be calculated for time to discontinuation due to adverse event. 

6.1.14.2. Clinical Laboratory Evaluation 
The incidence rates of patients with treatment-emergent abnonnal, high or low laboratory values 
at endpoint (LOCF) will be sunnna1ized for SP II, SP II and SP II/II, and compared between 
treatment groups for SP II. Listings of abno1mal lab values and treatment-emergent a.bnonnal lab 
values will also be presented. 

A "trea.tment-emergent abnonnal value at endpoint" is defined as a change from n01mal at all 
visits during baseline to abnormal at endpoint. A "treatment-emergent high value at endpoint" is 
defined as a change from a value Jess than or equal to the high linlit at all visits dming baseline 
to a value greater than the high limit at endpoint. A "treatment-emergent low value at endpoint" 
is defined as a change from a value greater than or equal to the low limit at all visits dming 
baseline to a value less than the low limit at endpoint. High and low reference ranges for 
adolescent patients will be used to detennine treatment emergent abnonnal, high, low values. 
These reference ranges will be provided by a central laboratory. The same analysis will be done 
for "treatment-emergent abnormaJ value at a11ytu11e", "treatment-emergent high vaJue at any 
time", and "treatment-emergent low value at any time". 

Treatment emergent liver function abno1malities at any time post-baseline for patients with 
nonnal ALT values (ALT < l time upper limit nonnal) at last non-missing baseline will be 
sununaiized for SP II, SP III and SP II/III, and compared between treatment groups for SP II for 
the following categories: 

ALT >= 3 times upper limit nomial 

ALT>=5 times upper limit no1mal 
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ALT>= 10 times upper limit nom1al 

Hy's Rule, ALT >= 3 times upper limit nonnal and total biliiubin >=2 times upper limit nonnal. 

A listing of patients with ALT >= 3 times upper limit normal at any time during post-baseline 
will be presented. And, a listing of all laboratory values will be presented. 

For the continuous laboratoty analytes, change from baseline to endpoint will be assessed using 
an ANOVA model (see Section 6.1.2 and 6.1.3) for Study Period II, and will be sulU.lllarized for 
Study Period ill and Sn1dy Period II/ill. Rank transformed data for lab analytes will be used for 
the laborato1y analysis. Within treatment testing of change from baseline will be based on a 
Wilcoxon Signed-Rank Test. 

6.1.14.3. Vital Signs and Other Physical Findings 
In this study, the vital signs (blood pressure and pulse) are collected in triplicate at evety visit, 
with readings at least 3 minutes apart. At each visit, the mean of this triplicate will be used as 
the blood pressme or pulse value for that visit. For catego1ical analysis, the lowest value during 
baseline (mean value of triplicates from each visit) will be used to detennine treatment-emergent 
or potentially clinically significant low value; the highest value dtuing baseline (mean value of 
triplicates from each visit) will be used to determine potentially clinical ly significant high values. 

The incidence of patients with treatment-emergent low blood pressure at endpoint (LOCF) and at 
any time will be summarized for SP II, SP ill, and SP II/III, and compared between treatment 
groups for SP II. Table HMGW.6.5 provides the c1iteria for treatment emergent low blood 
pressure for the relevant age categories. The baselines and post-baseline of blood pressure for 
Study Period II, Study Period ill and Study Period II/III are as desc1ibed in Table HMGW.6.1. 
Patients with low blood pressure at baseline will be excluded from the analysis, and only patients 
with nomml baseline values with respect to the direction will be included in the analysis. The 
normal linlits of vital signs at baseline are as described in Table HMGW.6.4. 

Table HMGW.6.4 Normal Limits of Vital Signs at Baseline 

Parameter Age (Years) Nom1al Limits for treatment Normal Limits for treatment emer~ent 
emergent Low or PCS high 

Pulse(bpm) Adolesce111 (13-1 7} >=50 <= 120 

Diastolic BP Adolesce111 (13-1 7} > 50 Value <= 95'' percentile (based on age, 
(mm Hg) gender, and height) 

Systolic BP Adolescent (13-17) > 90 Value <= 95"' percentile (based on age, 
(mm Hg) gender, and height) 
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Table HMGW.6.5 Criteria to Identify Patients with Treatment-Emergent Abnormalities in 
Vital Signs. 

Parametet' Age (Years) Low Value High Value 

Diastolic BP (nun Adolescent (13-17) :, 50 and decrease of 2: JO NA 
Hg) 

Systolic BP (nun Adolescent (13-17) 5 90 and decrease of 2: 20 NA 
Hg) 

Table HMGW.6.6 Criteria to Identify Patients with Potentially Clinically Significant 
Abnormalities in Vital Signs. 

Paran1eter Low Value High Value 

Pulse (bpm) 

Adolescents (J 3-17) <50 and a decrease of 2: 15 > 120 and increase of 2: 15 

Weight Decrease of at least 3.5% from NIA 
baseline low value 

Diastolic BP (nun Hg) NIA Value> 95°' percentile* (based on age, 
gender, and height) AND 

Increase 2: 5 mm Hg from baseline 

Systolic BP (nun Hg) NIA Value > 95'" percentile• (based on age, 
gender. and height) AND 

Increase ~ 5 mm Hg from baseline 

NI A= Not applicable 
•National High Blood Pressure Education Program Working Group. Tue fourth report on the diagnosis, evaluation, 
and trealOlent of high blood pressure in children and adolescems. Pediarrics 2004 August; 114(2 Suppl 4th 
Repott):555-76. 

The incidence of patients meeting criteria for potentially clinically significant (PCS) values in 
vita l signs and weight at endpoint (LOCF) and at any time will be su1I11narized for SP II, SP III 
and SP II/III, and compared between treatment groups for SP II. Patients with abnonnal vital 
signs at baseline with respect to direction being analyzed will be exclude<l from the analysis. 
Table I-Ilv1GW 6.4 displays the normal limits of vital signs at baseline. In addition, the number of 
patients with abnonnal blood pressure va lues at baseline will be stunmarized. Potentially 
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clinically significant changes in vital signs will be based on criteria shown in Table HMGW.6.6. 
To calculate the percentiles of blood pressure value for each age/gender/height percentile 
combination, the follO\ving steps will be followed: 

1. Height percentiles for each age and gender combination will be calculated first based on 
the most recent CDC growth chruts. The SAS code from CDC website ( 
http://www.cdc.gov/nccdphp/dnpao/growthcharts/resource.s/sas.htrn) will be utilized for 
the height percentile calculation. 

a. First, L (power in the Box-Cox transfo1mation), M (Mean) and S (Coefficient of 
variation) will be extracted from 2000 CDC growth charts for United States for 
height. 

b. Z-score of height with con-esponding age in months will be calculated using the 
following fotmula: 

(Height)L _ 1 
Zscore = -~1\tl~--

L * S 
c. Percentile of height will be the probability that an obse1vation from the standard 

nonnal distribution is less than or equal to Z-score. 
2. The blood pressure percentile for each age, gender and height percentile combination will 

be calculated as follows (National Hea11, Lung, and Blood Institute's National High 
Blood Pressure Education Program Working Group on High Blood Pressure in Children 
and Adolescents (2004)). 
a. Compute the expected blood pressure values (µ) for kids of age y years and height Z-

score(Zht) given by 
4 4 

p=a + L.8/y - lO)J + LY/Zht)' 
J- 1 k-1 

Where a,/Ji, ....... /34and(1, ....... r4 are given in the 3rd column of appendix table B-1 
of the fomth repo1t of the diagnosis, evaluation and Treatment of High Blood 
Pressure in Children and Adolescents (2004). 

b. Z-score of blood press me is given by : 

Zbp = (x - 11) 
Cl 

Where a is given in the 3rd column of appendix table B-1 of the fourth report of the 
diagnosis, evaluation and Treatment of High Blood Pressme in Children and 
Adolescents (2004). 

c. Percentile of blood pressure will be the probability that an observation from the 
standard no1mal distribution is less than or equal to Z-score. 
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The incidence of patients with sustained elevated blood pressure will be suilllilarized for SP II, 
SP ill, and SP II/Ill, and compared between treatment groups for SP IL Blood pressure bas 
sustained elevation if patient's blood pressure value meets PCS criteria at 3 consecutive post-
baseline visits. PCS c1iteria are outlined at Table HMGW 6.6. 
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All vital signs data, patients with sustained blood pressure elevation, and patients with PCS vital 
signs will be presented in separate listings. 

Change from baseline in vital signs (blood pressure and pulse), weight, and height data will be 
analyzed using an ANCOVA model with baseline values as covariates (see Sections 6.1.2 and 
6.1.3). Raw values will be used for these analyses unless uonnality asstunptions appear to be 
violated in which case the data will be rank transformed. These analyses will include smnmaries 
of baseline values, endpoint (LOCF) values, and change from baseline to endpoint (LOCF) by 
treatment group for SP II, SP ill and SP II/III separately. Change from baseline in vital signs 
(blood pressure and pulse) and weight will also be summarized for SP IV. For SP IV, change 
from baseline in vital signs and weight data will be analyzed using a simple linear regression 
model with change from baseline as the response variable and the baseline value as the 
independent variable. 

Change from baseline in vital signs (blood pressure and pulse) and weight will also be analyzed 
using an MMRM model (see Section 6.1.2) for SP II, SPID and SP Ililll separately. Within 
treatment testing of change from baseline will be conducted. 

6.1.14.4. Electrocardiograms 
In this study, 12-lead ECGs will be obtained in triplicate at defined study visits (Visits 1, 8, 12, 
and 15/discontinuation), with each measurement done approximately 1 minute apart. 

The ECGs recordings will be electronically transmitted to a centralized ECG vendor who will 
complete the ECG oveITead. All three of the ECG recordings will be oveU'ead by the vendor. 
For patient management purposes dming the study, the vendor will send the study site a foll 
overread/iute1pretation for only one of the niplicate ECG recordings (the first readable) obtained 
at each visit. For data analysis purpose, the vendor oveITead of QT, PR, RR and QRS 
measurements (the non-missing values) from all 3 ECG recordings will be averaged, and these 
averaged values will represent the ECG results for each patient/visit. The QTc result for each 
ECG recording will be determined using the HR, RR and QT intervals and then the average QTc 
will be calculated. 

The incidence of patients meeting criteria for tieatment-emergent abnormal values at endpoint 
(LOCF) and at any time will be summarized for SP II, SP ill and SP ll/111, and compared 
between treatment groups for SP II. T11e abno,mality criteria are presented in Table HMGW.6.7. 
In those analyses, only patients with nonnal values at all baseline visits with respect to direction 
being analyzed will be included. The nornral limits at baseline are described in Table HMGW 
6.8. The Fridericia 's coITected QT interval (QTcF) (msec) will be calculated as QT/RR113• The 
Bazette's coITected QT interval (QTcB) (msec) will be calculated as QT/RR112. 
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In addition to categorical analyses of the QTc intervals based on absolute values, it is customary 
(and expected by regulatory bodies, pa1ticularly the Committee for Proprietary medicinal 
Products [CPMP]) that the proportion of subjects with increases from baseline above certain 
thresholds also be analyzed. These thresholds are based on estimates ofnonnal va1iance (versus 
dtug-induced changes) in QTc inte1vals. These thresholds are: 

>=30 msec 

>=60 msec 

>=75 msec 

A listing of patients with treatment-emergent abnormal values using the crite1ia in Table 
HMGW.6. 7 will be presented. 

Table HMGW. 6.7 Criteria to Identify Patients with Treatment-Emergent Abnormalities in 
ECG. 

Parameter Low Value High Value 

Heait Rate (bpm) 

Adolescents (13-17) <50 bpm >110 bpm 

PRinte1val NIA >220m,ec 

QRS Interval NIA >120msec 

QTc Bazett - Female NIA > = 4 70 msec 

QTc Bazett - Male NIA > = 450 msec 

QTc Bazett - Male or NIA > 40 msec increase from 
Female baseline 

QTc Fridericia- Female NIA > = 470 msec 

QTc Fridericia - Male NIA > = 450 msec 

QTc Fridericia - Male or NIA > 40 msec increase from 
Female baseline 

NI A= Not applicable 

Table HMGW.6.8 Normal Limits at Baseline for ECG Analyses 

Parameter Normal L imits for treallneut Nor mal Limits for treatment emergent 
emergeol or PCS Low or PCS Hlglt 
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Hea1t Rate (bpm) 

Adolesce111s (13-17) >=50 bpm <=110 bpm 

PR Interval NIA <=220 msec 

QRS Ime,val NIA <=120msec 

QTc Bazeu - Female NIA < 470 msec 

QTc Bazen - Male NIA < 450 msec 

QTc Fridericia- Female NIA < 470 msec 

QTc Fridericia - Male NIA < 450 msec 

PCS QTc Bazen and QTc NIA <=500 msec 
Frideticia 

Tue incidence of patients with PCS high QTc Bazett and QTc Fridericia at any time mid at 
endpoint, defined as value greater than 500 lllSec, will be summarized for SP II, SP III and SP 
IIffiI. In these analyses, only patients witl1 a value less than or equal to 500 msec at all baseline 
visits will be included. 

Change from baseline in ECG data will be analyzed using an ANCOVA model with baseline 
values as covariates for SP II, SP III and SP IIml. Raw values will be used for these analyses 
tmless nonnality asstunptions appear to be violated in which case the data will be rank 
transfonued. These analyses will include summaries of baseline values, endpoint (LOCF) values, 
and change from baseline to endpoint (LOCF) by treatment group. 

6.1.14.5. Columbia Suicidal-Severity Rating Scale 
Suicide-related thoughts and behaviors, based on the Columbia-Suicide Seve1ity Rating Sc.ale 
(C-SSRS), will be sulll!uarized by treatment group for Study Period II, Study Period III, and 
Study Period IV. In pa1ticular, for each of the following suicide-related events, the number and 
percent of patients with the event will be enumerated by treatment group: completed suicide, 
nonfatal suicide attempt, intem1pted attempt, abo1ted attempt, preparato1y acts or behavior, 
active suicidal ideation with specific plan and intent, active suicidal ideation with some intent to 
act without specific plan, active suicidal ideation with any methods (no plan) without intent to 
act, nonspecific active st1icidal thoughts, and wish to be dead. In addition, the munber and 
percent of patients who experienced at least one of various composite measures will be 
presented. These include suicidal behavior (completed suicide, non-fatal suicidal attempts, 
intenupted attempts, aborted attempts, and preparatoty acts or behavior), suicidal act (completed 
suicide, non-fatal suicidal attempts), suicidal ideation [active suicidal ideation with specific plan 
and intent, active suicidal ideation with some intent to act without specific plan, active suicidal 
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ideation with any methods (no plan) without intent to act, non-specific active suicidal thoughts, 
and wish to be dead]. Table H.l\1GW.6.9 is a shell of the fonnat that will be followed for Study 
Period Il. Similar tables but without treatment comparison will be created for Study Pe1iod Ill 
and Study Period IV. 

Specifically, the following outcomes are C-SSRS categories and have binruy responses (yes/no). 
The categories have been re-ordered from the actual scale in an increasing order of severity from 
I to JO to facilitate the defmitions of the comparative endpoints. 

• Category I - Wish to be Dead 
• Catego1y 2 - Non-specific Active Suicidal Thoughts 
• Category 3 - Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act 
• Category 4 - Active Suicidal Ideation with Some lntem to Act, without Specific Plan 
• Category 5 - Active Suicidal Ide,ition w ith Specific Plan and Intent 
• Category 6 - Preparato1y Acrs or Behavior 
• Catego1y 7 - Aborted Attempt 
• Category 8 - Iutemipted Attempt 
• Catego,y 9- Acnial Attempt (non-fatal) 
• Category IO - Completed Suicide 

The following outcomes are nu111e1ical scores derived from the C-SSRS catego1ies. The scores 
are created at each assessment for each patient. 

• Suicidal Ideation Score: The maximum suicidal ideation category (1-5 on the C-SSRS) present at the 
assessruem. Assign a score of O if no ideation is present. 

• Suicidal Behavior Score: The maximum suicidal behavior category ( 6-10 on the C-SSRS) present at 
the assessment. Assign a score ofO ifno behavior is present. 

• Suicidal Act Score: The maximum suicidal act categoiy (9-10 on the C-SSRS) present at the 
assessment. Assign a score ofO ifuo act is pre.sent. 

• Suicidal Ideation or Behavior Score: Tue maximum suicidal ideation or behavior catego1y (1-10 on 
the C-SSRS) present at the assessment. Assign a score of O if no ideation or behavior is present. 

Composite endpoints based on the above categories are defined below. 
• Suicidal Ideation: A "yes" answer at any 1ime dtuing 11eatmen1 to any one of the five suicidal 

ideation questions (Categories 1-5) on the C-SSRS. 
• Suicidal behavtor: A "yes" answer at any time during treatment to any one of the five suicidal 

behavior questions (Categories 6-10) on the C-SSRS. 
• Suicidal act: A "yes" answer al any time during treatment to any one of the two suicidal act questions 

(Categories 9-10) on the C-SSRS. 
• Suicidal ideation or b ehavior: A "yes" answer at any time during u-eatmeut 10 any one of the ten 

suicidal ideation and behavior questions (Categories 1-10) on the C-SSRS. 

In addition, non-suicidal self- injurious behavior will be stunmarized and compared between 
treatment groups as shown in Table HMGW.6.9. 
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Also, the number and percent of patients with at least one of the following composite measures 
will be presented by treatment group for St11dy Period II and Study Peliod III separately: 
treatment-emergent suicidal ideation, treatment-emergent suicidal behavior, emergence of 
serious suicidal ideation, improvement in suicidal ideation at endpoint, treatment-emergent 
suicidal behavior or ideation, and treatment-emergent non-suicidal self-injurious behavior. Taper 
emergent suicide-related events in suicidal ideation or behavior, and taper emergent non-suicidal 
self-injurious behavior during taper phase will also be Sllllllllarized. Table HMGW.6.10 is a shell 
of the fom111t that will be followed. Treatment-emergent events will be assessed in 2 ways: 
compared to lifetime baseline and compared to lead-in baseline. The definitions of lifetime and 
lead-in baseline for Study Period II are as following and also described in Table HMGW.6.1. For 
details of baseline definitions for St11dy Period III and study Period IV, see table HMGW.6.1. 

Lifetime Baseline = suicide infonnation collected on the Columbia-Suicide Severity Rating 
Scale (C-SSRS) Baseline fo1m plus information collected on the C-SSRS "Since Last Visit'' 
fonn during any lead-in pe1iod p1ior to randomization. Lifetime baseline is used to capture all the 
prior histo1y. 

Lead-1.n Baseline = infonnation collected on the C-SSRS "Since Last Visit" fom1 at all visits 
prior to randomization. Lead-in baseline is used to capnue only recent histo1y 

Treatment emergent/taper emergent suicidal ideation (catego1y 1-5) compared to lifetime (or 
lead-in) baseline is defined as an increase in maximtm1 suicidal ideation over lifetime (or lead-in) 
baseline during the sh1dy period, or any ideation during the study period, if there was none at 
lifetime ( or lead-in) baseline. Treatment emergent/taper emergent suicidal behavior ( category 6-
10) compared to lifetime ( or lead-in) baseline is defined as an increase in maximum suicidal 
behavior oveI lifetime ( or lead-in) baseline during the study period, or any behavior during the 
study period, if there was none at lifetime (or lead-in) baseline. Emergence of serious suicidal 
ideation compared to lifetime (or lead-in) baseline is defined as an increase in the maximum 
suicidal ideation score to 4 or 5 dming study period from no suicidal ideation (scores of 0) at 
lifetime (or lead-in) baseline. Improvement in suicidal ideation at endpoint compared to baseline 
is defined as a decrease in suicidal ideation score at endpoint (the last nounlissing measurement 
during shtdy period) from the lead-in baseline. Treatment-emergent suicidaJ ideation or behavior 
compared to lifetime (lead-in) baseline is defmed as an increase in maximum suicidal ideation or 
behavior over lifetime (or lead-in) baseline during the study period, or any ideation or behavior 
during the study period, ifthere was none at lifetime (or lead-in) baseline. 

If the number of patients with post-baseline suicide-related events is gieater than or equal to 4, 
then shift tables will be also be used to summarize the data. Table HMGW.6.11 and Table 
HMG\V.6.12 are shells of fonnat that show the number and percentage of patients with shifts 
between the most severe event catego1y at baseline and the most severe event category post-
baseline by treatment group, for Sn1dy Period II and lifetime baseline. Similar tables will be 
created for Study Peliod II aud lead-in baseline, and Study Pe1iod III with both baselines if 
needed. 
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Su~jects who discontinued from the study with no post-baseline C-SSRS value will be 
considered unevaluable for analyses of suicidality. Only evaluable subjects will be considered in 
the analyses. 

Fisher's exact test will be used for treatment compa1isoo for Study Period II. For each event, p-
values will only be displayed if at least 4 events occuned in at least one treatment group. 

A listing of patients with suicidal ideation or behavior will be displayed. For patients with 
suicidal ideation or behavior at any time, data from all visits are displayed. See the listing 
HMGW.6.13. 

Table HMGW.6.9 Number of Patients with Suicide-Related Events Based on the C-SSRS 
During Treatment; All Randomized Patients 

Duloxrtine Placebo p-values' (t.o 
]',"=xx N=xx compare 

.Events durin• treatment n /%) o/%) nerceotaors) 
Suicidal Ideation (1-5) x(%) x(%) O.xxx 

I - Wish to be dead X (%) X (%) 

2 - Non-specific active suicidal x (%) x (%) 
thoughts 

3 - Active suicidal ideation with X (%) X (%) 
any methods (not plan) without 
intent to a.ct 

4 - Active suicidal ideation "~th X (%) X (%) 
some intent to act, without 
specific plan 

5 - Active suicidal ideation witli X (%) X (%) 
specific plan and intent 

Suicidal Behavior (6-10) x(%) x(%) O.xxx 

6 - Preparatory acts or behavior X (%) X (%) 

7 - Abotted attempt x (%) x (%) 

8 - lntem1pted attempt x (%) x (%) 

Suicidal Act (9-10) 

9 - Non-farnl suicide attempr X (%) X (%) 

10 - Completed suicide x (%) x (%) 

Suicidal Ideation or Behavior (1 -10) x (%) x (%) O.x.xx 
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Non-suicidal Self-injurious x(%) x(%) O.xxx 

• p-valuas are from Fisher's exac:t test 
Notes. N = number of enrolled patients with at least one post-baseline C-SSRS assessment. In this table, n and (%} refer to the 
number and percent of patients who experience the event at least once dunng trea1ment. Fo, the composite enopoint of suicidal 
id&ation (1-5), n and (%} refer to the number and percent of patients who experience any one of the five suicidal ideation events at 
least once during treatment. For the composite endpoint of suicidal behavior (6-10), n and (%) refer to Ule number and percent of 
patients who expenence any one of the fiv·e suicidal behavior events at least ooce during treatment For ttle composite endpoint of 
suicidaJ ideation or behavior (1-10), n and {%) refer to the number and percent of patients who experience any one of the ten 
suicidaJ ideation or behavtOr events at least once dunng treatment 

Table HMGW.6.10 Number of Patients with Suicide-Related Treatment-Emergent Events 
Based on the C-SSRS During Treatment; All Randomized Patients 

Duloxeliue Placebo 

Treahnent-emergent (IE) p-values' 
N n (%) N n (%) 

Events 

TE Suicidal ideation (1-5) xx X (%) xx X (%) O.xxx 
compa!'ed to lifetime 
baseline' 

TE Suicidal ideation (1-5) xx x(%) xx X (%) O.xxx 
compared to lead-in baseline• 

Emergence of serious suicidal xx x (%) xx X (%) O.xxx 
ideation (4-5) compared to 
lifetime baseline' 

Emergence of serious stticidal xx x(%) xx X (%) O.xxx 
ideation (4-5) compared to 
lead-in baseline' 

Improvement in stticidal xx X (%) xx X (%) O.xxx 
ideation at endpoim 
compared with lead-in 
baseline• 

TE Suicidal behavior ( 6-10) xx X (%) xx X (%) O.xxx 
compared to lifetime 
baseline• 

TE Suicidal behavior (6-10) xx x (%) xx X (%) O.xxx 
compared to lead-in baseline' 

TE Suicidal ideation or xx X (%) xx X (%) O.xxx 
behavior compared to lifetime 
baseline' 
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TE Suicidal ideation or xx x(%) xx X (%) O.xxx 
behavior compared to lead-in 
baseline' 

TE Non-suicidal self- xx X (%) xx X (%) O.xxx 
injurious compared to 
lifetime baseline" 

TE Non-suicidal self- xx x(%) xx X (%) O.xxx 
injurious compared to lead-in 
baseline" 

• p.values are rrom FisMrs exact test. 
b N=Number or randomized patients with at least one post-baseline sukidal ideation score and whose maximum C-SSRS suicr<fal 
ideation score during ttie com1>arison pen<>d is non.missing and "5. 
c N=Number of randomiz&d patients with at Jeast one post-baseline suicidal ideation score and whose maximum ~SRS suicidal 
ideation score during the comparison period is 0. 
"N=Number of randomized parients with at least one post-baseline suicidal ideation score and whose suicidal ideation score is 
non-missing and >O just prior ro treatment 
'N=Number of ranaomizea palients with baseline ana at least one post-baseline C-SSRS suicidal oe11avior score 
1 N=Number of randomized patie-nts with baseline and at least one post-ba~ioo C~SRS suicidal ideation or behavior score. 
11 N=number of randomtzed patients without non-suic.idal self 4 mjurious behavior at baseline and wrth at least one post-baseline non-
suicidaJ self4 injurious behavior score. 

Notes: For the composffe endpoint of suicidal ideation {1-5), n and(%) refer to the number and percent of patients who experience 
rreatment---emergent suicidal ideation during troo.tment. F'or the composite endpoint of suicidal behavior (6-10), n and {%) refer to the 
number and percent of patients who experience treatment-emergent suicidal behaV1or during treatment. 

Table HMGW.6.11 Shift-table to Demonstrate Changes in C-SSRS Categories from 
Baseline During Treatment; All Randomized Patients 

Maximum During Treahnent 
Maximum 

Treatment 
No suicidal ideation 

Bnseline or behavior 
Suicidal ideation Suicidal beha,~or 

Category n (%) tl (%) 
n (%) 

No suicidal x (%) x (%) x (%) 
ideatiC11 o,· 
beha,~or 

Duloxetine 
Suicidal x(%) X (%) x(%) 

(N=xxx) JdeatiC11 

Suicidal x (%) x (%) x (%) 
Behavior 

Placebo No suicidal X (%) X (%) x(%) 
ideation or 

(N=xxx) beha,~or 
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Suicidal x(%) x(%) x(%) 
Ideation 

Suicidal x (%) x (%) x (%) 
Behavior 

Notes: N -= number of patients with a baseline and post-baseline C-SSRS assessment, n = number of patmnts in category. % = 
100'n/N. 
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Baseline refers to the screemng period; Maximum refers to th-e category associated with the maximum C-SSRS suicidal ideation or 

behavior score during 1reatmen1 (0 = least severe. 10 = most severe) where O=No Suicidal Ideation or Behavior. 1 =Wish to be Oead. 
2=Non--specific Active Suicidal Thoughts, l =Acrive Suicidal Ideation with Any Methods (Not Plan) without Intent ro Act, 4=Active 

Suic.idal Ideation with Some Intent to Ac.t1 without Specific Plan, 5=Actrve Suicidal Ideation with Specific Plan and Intent, 

6=Preparatory Acts or Behavior, 7-=Aborted Attempt, 8= lnterrupt&d Attempt, 9=Actual Attempt (non-fatal), 10=Completod Suicide. 

Table HMGW.6.12 Shift-table to Demonstrate Changes in C-SSRS Suicidal Ideation 
Scores from Baseline During Treatment; A ll Randomized Patients 

Maximum Maximum Sukldal Ideallon Score During Treatment 

Treatment Baseline 0 I 2 3 4 5 

s~ore 11 (%) n (%) n (%) n (%) 11 (%) 11 (%) 

0 X (%) X (%) X (%) )( (%) X (%) X (%) 

I x(%) X (%) X (%) X (%) X (%) X (%) 

Duloxetine 2 x(%) X (%) X (%) X (%) X (%) X (%) 

(N=xx.x) 3 x (%) x(%) X (%) X (%) X (%) X (%) 

4 x(%) X (%) X (%) x(%) X (%) X (%) 

5 X (%) X (%) X (%) X (%) X (%) X (%) 

0 X (%) X (%) X (%) X (%) X (%) X (%) 

I x (%) X (%) X (%) X (%) X (%) X (%) 

Placebo 2 X (%) X (%) X (%) x(%) X (%) X (%) 

(N=xx,x) 3 X (%) X (%) X (%) x(%) X (%) X (%) 

4 X (%) X (%) X (%) x(%) X (%) X (%) 

5 x (%) X (%) X (%) X (%) X (%) X (%) 

Notes: N = number of patients w1tll a baseline ano post-baseline C-SSRS su1c1dal ,oeallon score, n = number of patients ,n 
category, % -= 1ocrn,N. 
Baseline refers to screening period; Maximum refers to the maximum C.SSRS suicidal ideation score during treatment (0 = least 

severe, 5 = most severe) where O=No Suicidal Ideation, 1=Wish to be Dead, 2=Non-specific Active Suicidal Thoughts, 3=Active 
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Suic.idaJ Ideation wiU, Any Methods (Not Plan) without Intent to Ac~ 4=Active Suic.idal Ideation with Some Intent to Act, witllout 

Specific Plan, an<J S=Achve Suicidal Ideation w11h Specific Plan and Intent. 

Listing HMGW.6.13 Listing of C-SSRS Suicidal Ideation and Behavior Data• and Non-
suicidal Self-injurious Data; All Randomized Patients; Study Period II ,Ill and IV. 

Suicidal Ideation Suicidal Behavior Non-
suicidal 

Self-
injuiious 

lnvestlg Patient T.-eat Visit 1 2 3 4 s 6 7 8 9 10 
ator ID ID ment 

xxxx Yes Yes Yes No Yes No No No No No 

Note: Onty patients wnh suicidal ideation or behavior are display&d. For patients with s.uicidal ideation or behavior at any time, data 

from all visits are displayed. 

• Key: 1=Wish to l>e Dead. 2=Non-specific Active Suicidal Thoughts, 3=Active SuicKJal Ideation with Any MethOds (Not Plan) 
without Intent to Act, 4=Active Suicidal kfeatJon with Some Intent to Act, without Specific Plan, 5=Attive Suie-idal Ideation with 

Specific Plan and 1n1en1. 6=Preparatory Acls or Bellavior. 7=Abof1ed Altempl, 8= lnterruplad Altempt. 9=Actual Atternpr (non.fatal). 
10-=Completed Suicide. 

6.1.15. Subgroup Analyses 
Some of the baseline severity of illness will be summarized and analyzed by comorbid diagnosis 
subgroup, which includes: CDI by MDD and non-MDD, CGI-Severity: Mental illness by 
MOD/GAD and non-MDD/GAD, and MASC by GAD and non-GAD. 

Suicide-related ideation and behavior, treatment-emergent suicidal ideation and behavior will 
also be analyzed by the following subgroups: patients with or without comorbid MDD; >= or < 
the baseline median CDI score for the sn1dy. The Fisher's exact test will be used to overall 
compare the propottion of suicide-related events between the treatment groups. A logistic 
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regression model with factors oftreatrnent, subgroup and treatment-by-subgroup will be 
perfo1med to compare the propo1tion accounting for the subgroup effect. 

For the BPI average pain severity, a subgroup analysis will be conducted for Study Period II. 
Table IDvfGW.6.14 lists the subgroup analysis va1iables by wbicb the analyses performed. 
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To analyze a specific subgroup's impact, change from baseline to endpoint (LOCF and BOCF) 
in BPI average pain will be analyzed using an A.NCO VA model with all the temis described 
generally in Section 6.1.2 and 6.1.3 with additional terms of the subgroup and the subgroup-by-
treatment interaction. The prima.1y statistical test will be for the treatment-by-subgroup 
interaction, which will be tested at the significance level of0.05. 

Fruthennore, treatment group differences will be evaluated withil1 each category of a subgroup 
regardless of the significance level of the treatment-by-subgroup interaction. For the subgroup 
of Race Origin, all the categories that have <10% of the patients in the study will be combined in 
the analysis. For the subgroup ofNSAIDs use, the NSAIDs use is based on concolllitant 
medication took duling study and medical review. 

Subgroup analysis for other efficacy md safety va1iables will be conducted as deemed 
approp1iate and necessaiy. 

Table HMGW.6.14 Definition of Subgroup Variables 

Subgroup Variable Categories 
I. Gende,· I. Female or Male 
2. Rac.e o ,igin 2. White 

American Indian or Alaska Native 
Asian 
Black or Atiican American 
Native Hawaiian or Od1er Pacific lslande,· 
Multiple 

3. Baseline Pain Seve,ity 3. g; vs. >6 on BPI ave,·age pain sevetity at baseline 
4. Family bis to,y of Fibromyalgia 4. Yes/No 
5. Onset age ofFibl'omyalgia (years) 5. :,12 vs. > 12 
6. Comorbid lvIDD 6. Yes/No 
7. Comorbid GAD 7. Yes/No 
8. COlllltry 8. Colllltry name 
9. NSAID use (ongoing, concw,·enr l'egimen) 9. Yes/No 

Abbreviations: BPI= Brief Pain lllvento1y; !v!DD = major depressive disorder; GAD= generalized an.xiery disorder; 
vs. = versus, NSAID = IIOU-steroidal anti-inflammatory drugs. 

6.2. Interim Analysis 
Due to low patients eurollment throughout this study, Lilly provided FDA with a document 
(Sequence No. 0036) to request release from the post marketing requirement (PMR) in April 
2014. FDA requested Lilly to explore the possibility of conducting an inte1im analysis of the 
efficacy data in their July 2014 written response. Lilly proposed a futility analysis which was 
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subsequently requested to conduct from FDA The appropriate Lilly regulato1y scientists were 
consulted and dete1miued that the unplanned interim analysis plan will be documented in the 
SAP, and the protocol was not amended. 
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Tue interim analysis would focus on the primary efficacy analysis of duloxetine 30/60 mg once 
daily (QD) compared with placebo on the reduction of average pain severity as measured by the 
BPI average pain severity rating during the Study Period II in adolescents ( aged 13 to 17 years) 
with JPFS. TI1e purpose of the interim analysis is to evaluate the prima1y efficacy endpoint to 
stop the study early for fotility using pre-specified decision mies, and it will not require 
adjustment of o.. Sites will remain blinded to any info1mation produced from the interin1 analysis. 
A statistical analysis center (SAC), which would be external to the study team in order to 
maintain data integiity, will be Wlblinded and conducting the analyses in the restricted access 
folder, https://sddchippewa.sas.com/webdav/lillyce/prd/ly248686/f1j_mc_hmgw/ac_unblindedl. The 
study team will remain blinded to the interin1 analysis data if the study continues. The SAC 
members will not be in contact with study site personnel. 

The randomization cut-off date for the interim analysis v.,jjl be the date when approximately l 50 
patients are randomized, which is approximately 7 I% of planned emollment. Tue data lock for 
the interim analysis would occur approxin1ately 3 months later to ensure those randomized 
patients will subsequently either complete or discontinue the double-blind treatment phase. The 
patient population for tl1e interin1 analysis will be all patients randomized on or before the 
randomization cut-off date. 

Tue futility interim analysis will be based on the calculation of conditional power (CP) . 
Conditional power represents the probability that the ongoing trial will result in statistically 
significant difference between duloxetine 30/60 mg QD and placebo at end of the trial, based on 
the data available at the time of interim analysis. The calculation of conditional power follows 
that proposed in Lan and Wittes (1988) and DeMets (2006). If Z(t) represents the test statistic at 
inteiim, then the conditional power for expected test statistic 0 (the assumed treatment effect) at 
end of trial could be calculated as following: 

{
Za;z - Z(t)../t - 9 (1- t)} 

CP = 1 - <I> ~ 
v l- t 

Where <I> is the c\llllulative distribution fimction of the standard oonnal distribution, a is the type 
I error for two-sided test, and t is the info1mation fraction which defined as proportion of 
plam!ed patients randomized at interim analysis. If assuming data at end of the Ilia) will follow 
the trend observed at interim analysis, the calculation of conditional power could be simplified as 
following: 

{
Z«;z - Z(t)/'1c} CP = 1 - <I> ~ 

v l - t 
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The test statistic Z(t) will be calculated based on estimators from prima1y efficacy analysis. The 
primary efficacy analysis will be the contrast between duloxetine 30/60 mg QD and placebo at 
the last visit during double-bind treaunent phase (Visit 8, Week 13) from a mixed model 
repeated measures analysis (tv1J\,fR.l\,1) on change from baseline in BPI average pain severity. TI1e 
model will include the fixed ca.tegoiical effect of treatment, pooled investigate site, visit, and 
treatment-by-visit interaction, as well as the continuous, fixed covariate of baseline value of BPI 
average pain severity and baseline value of BPI average pain severity-by-visit interaction. The 
test statistic at interim will be approximately calculated as Z(t) = 8 I se( 8), where 8 is the 
estimator of the contrast between duloxetine 30/60 mg QD and placebo at Week 13, and se( 8) is 
the conesponding standard enor. 
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The SAC will only collllllmlicate one of the two possible decisions to Lilly: 

• Conditional Power (CP) <0.6: Trial termination for futility 
• Conditional Power (CP) >=0.6: Trial may continue 

with the pre-detennined Lilly individuals (medical director, regulato1y scientist, statistician, 
clilucal trial manager, chief operating officer, and clinical project management advisor) in order 
to decide fiirther study implementation. The outline of the plan will be based on the docmnent 
that Lilly submitted to FDA on September 2, 2014, containing Lilly responses to the FDA 
guidance provided in the written responses dated July 11, 2014 titled ''Response to FDA's 
Information Request Regarding Release from Post Marketing Requirement for Adolescents with 
Fibromyalgia: Study FlJ-MC-HMGW" (Sequence No. 0037). 

The SAC will inform the FDA project 111a11ager of the primaiy efficacy results fro111 a mixed 
model repeated measures analysis (MMRM) on change from baseliJ1e in BPI average pain 
severity as well as the conditional power. This will be sent by a password protected encrypted 
file with a cover letter. 

When the CP 111eets the criterion of futility stopping rnle, and the study is temunated early, the 
sensitivity analyses to address the impact of missing data on p1imary efficacy analysis may not 
be performed. 

6.3. Exploratory Objective Analyses 

6.3.1. Correlation between Pediatric Pain Questionnaire and Brief Pain 
Inventory 
The correlation between PPQ and BPI for each item (average paiJ1 rating, paiJ1 right now rating, 
worst pain rating) will be assessed. The co!l'elation for all records where both PPQ and BPI data 
ai·e non-missing at visits across the entire study for all ITI will be assessed by using Pearson' s 
correlation coefficient. 

6.3.2. Appropriateness of ACR criteria 
Patients meet the Ameiican College ofRheumatology (ACR) criteria for fibromyalgia (Wolfe et 
al. 1990) if the following criteria are met: 

• History of widespread pain >= 3 months (pain in the left and 1ight side oftbe body, and 
paiJ1 above and below the waist, and axial skeletal pain) 

• Tenderness in 11 or 111ore of 18 specific points on digital palpation 

The number and frequency of randomized patients who meet the ACR c1iteria for fibromyalgia 
will be sm11lllarized. McNe111ai· test will be used to assess the agree111ent between ACR criteria 
and JPFS c1it.e1ia defined by Yunus and Masi (Yunus and Masi, 1985). Also, the baseline 
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demographic characteristics and baseline illness characte1istic will be sununa1ized by treatment 
group for the patients who meet JPFS c1ite1ia but not ACR c1iteria. 
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