Ll o

7.
8. Subject must be willing to observe the diet recommended by the American Heart Association
9.

e TG level 2 150 mg/dL (= 1.69 mmol/L), and .
e HDL-C <40 mg/dL (< 1.02 mmoV/L) for males and < 50 mg/dL (< 1.28 mmol/L) for
females, and

e LDL-C 2 130 mg/dL (= 3.35 mmoVl/L).

Subject has, in the opinion of the investigator, a life expectancy greater than 6 months at the

Pre-screening Visit.

If female, the result of a serum pregnancy test performed at the Screening Visit is negative.

If female, subject is cither not of childbearing potential, defined as postmenopausal for at

least one year or surgically sterile (bilateral tubal ligation, bilateral oophorectomy or

hystcmctomy)onsofchﬂdbearmgpomlﬁdmdmnstwtopnct:eeoneofﬂmfollowmg

methods of birth control for the duration of the study:

e total abstinence from sexual intercourse (minimum one complete menstrual cycle);

e avasectomized partner;

¢ hormonal contraceptives (oral, parenteral or transdermal) for at least 3 months prior to
study drug administration;

e intrauterine device (IUD); or

¢ double-barrier method (condoms, contraceptive sponge, diaphragm or vaginal rmg with
spermicidal jellies or creams).

Subject is not breastfeeding at the Pre-screening Visit.

entitled "An Eating Plan for Healthy Americans: Our American Heart Association Diet.”
Subject must be willing to participate in the study and to complete all follow-up assessments.

1.

N

Subject has a history of an allergic reaction or significant hypersensitivity to fenofibrate,
fmﬁbncacld,rosuvastatmulcmmortoanymacuvemnemlsconmnedmﬂnswdydmg
formulations.

Subject has been previously enrolled in this study.

Subject has used any investigational drug within 42 days of the Baseline Visit.

Subject is of Asian ancestry (having Filipino, Chinese, Japanese, Korean, Vietnamese or
Asian-Indian origin).

Subject has any of the following diabetic conditions:

e Type I diabetes mellitus, or

e A history of diabetic ketoacidosis, or

e Uncontrolled type 11 diabetes mellitus (defined as hemoglobin Aicof > 8.5%).

Subject has a history of pancreatitis or gallbladder disease. Subjects with galibladder disease
who have previously undergone a cholecystectomy will be allowed to enroll.

Subject has a history of gastric or duodenal ulcer within 3 months of the Pre-screening Visit.
Subject has a significant history of oncologic, hematologic, gastrointestinal, hepatic, renal or
a neurological disorder (cerebrovascular disease, degencrative discase) that would limit study
evaluation or participation.

Subject has evidence of unstable cardiovascular disease:

L] Myoe:rdialmﬁrcmcomnuybymmm or angioplasty within 12 months of the
Pre-screening Visit.



e Severe peripheral artery disease as evidenced by intermittent claudication within 3
months of the Pre-screening Visit.

e Unstable angina pectoris or uncontrolled cardiac arrhythmias within 3 months of the Pre-
screening Visit.

e Congestive heart failure (CHF) as defined by the New York Heart Association (NYHA) ~
Class I or IV.

10. Subject has a history of diagnosed hereditary or acquired myopathy.

11. Subject has received a solid organ transplant.

12. Subject is known to be HIV positive.

13. Subject has a history of mental instability, recreational drug or alcohol abuse or subject has
been treated for severe psychiatric illness, which, in the opinion of the investigator, may
interfere with optimal participation in the study.

14. Subject has initiated, discontinued or changed dosage of hormone replacenient therapy,
including estrogen, progesterone, testosterone and/or thyroid hormone supplementation
therapy, within cight weeks of the Pre-screening Visit.

15. Subject received coumarin anticoagulants, cyclosporine, nicotinic acid, bile acid binding
resins, HMG-CoA reductase inhibitors (statins), fibric acid derivatives, ezetimibe,
sibutramine, orlistat, oral corticosteroids, oral garlic supplements, fish oil, plant stanols or
other agents/supplements specifically to alter lipid levels within six weeks of enroliment
(Baseline Visit).

16. Screening Laboratory analyses show any of the following abnormal laboratory results:

e ALT/SGPT or AST/SGOT > 1.5 X Upper Limit of Normal (ULN)

e Creatine phosphokinase (CPK) level > 3 X ULN.

o Calculated creatinine clearance < 50 mL/min (0.83 mL/s).

e Thyroid Stimulating Hormone (TSH) level that is outside the central laboratory reference

) range.

17. Subject is unwilling or unable to consent to enter the study.

18. Subject is, in the opinion of the investigator, mbhmmplymﬁﬂnmqmmmofme
study protocol or is unsuitable for the study for any reason.

Comment: Patients with diabetes in this study are relatively well-controlled, with the
upper limit of HbAlc 8.5%; this somewhat limits the gemeralizability to the type 2 diabetes
population.

Treatment Phase

At the Day 1/Baseline Visit (Visit 3, Day 1), subjects who met the enrollment criteria were
randomized into the study. Subjects were randomized in a double-blind 2:2:2:2:2:1 ratio to one
of the six once daily trestment regimens (ABT-333 monotherapy, low-dose statin, low-dose
statin + ABT-335, moderate-dose statin, moderate-dose statin + ABT-335, and high-dose statin,
respectively). Subjects continued to follow the AHA diet.

To ensure the randomized dosing regimen assignment for all subjects remained intact throughout
the Treatment Phase, lipid parameters were blinded for all visits after the Baseline Visit. The
site, subject, and sponsor personnel remained blinded to the lipid parameter results for the
remainder of the study conduct following the Baseline Visit.
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The central laboratory reported potentially clinical concerning lipid parameters directly to a
Designated Safety Medical Monitor (who did not participate in the Fenofibric Acid Program) for
safety review and follow-up with the investigational site, if needed. The Abbott Project Medical
Monitor remained blinded throughout the conduct of the study, except in the event where it was
necessary to break the blind due to a medical emergency of an enrolled subject.

Subjects returned to the study site for two Interim Visits and one Final/Discontinuation Visit as
outlined in Figure 6.1.2.A. mmmmmvmmmmyn(udm)
and Day 57 (+ 3 days), respecively. The Final/Discontinuation Visit occurred on Day 85 (2 3
days). Subjects continued to take study drug on the day of the Final/Discontinuation Visit.
Study procedures are outlined in Table 6.1.2.A. At the Final/Discontinuation Visit, enrolled
subjects who completed the treatment phase were eligible to participate in the open-label safety
extension study. Subjects who prematurely discontinued from the study should have returned for
a Final/Discontinuation Visit.

Table 6.1.2.A. Schedule of Assessments, Controlled Studies
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Safety Follow-Up Phase

During the Safety Follow-up Phase, subjects were to be contacted a minimum of 30 calendar
days after their Final/Discontinuation Visit for an assessment of adverse events, pregnancy, and
concomitant medications. Subjects who elected to participate in the open-label safety extension
wdyfolbwmgﬂnmplaimofﬂmemMmmemaM&f«y
Follow-up.

Open-Label Extension

The open-label safety extension study, Study M05-758, was designed to assess the safety and
efficacy of once daily 135 mg ABT-335 in combination with either 20 mg rosuvastatin once
daily, 40 mg simvastatin once daily, or 40 mg atorvastatin once daily.

All subjects received ABT-335 in combination with moderate dose statin, regardless of the

treatment received in the double-blind, controlied study; the statin taken by subjects was the
same as that used in the double-blind, controlied study in which they were enrolled. The planned
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duration of the long-term safety study was 52 weeks of therapy with a one-month Safety Follow-
up Period. Interim visits occurred every four weeks for the first 16 weeks and then every 12
weeks for the remainder of the Treatment Period for laboratory testing and follow-up assessment.

Subjects who prematurely discontinue from the study should have returned for a
Final/Discontinuation Visit, which occurred on the day of study drug discontinuation, but no
later than 3 days after the final dose of study drug. In the 30 days following the last dose of
study drug, subjects are responsible for netifying the site of any adverse events or pregnancy.
A schematic of the study timeline is shown in Figure 6.1.2.B.

Figure 6.1.2.B. Schematic of Study Timeline, Study M05-758
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6.1.3 Demographics and Baseline Characteristi¢s

Of the 2698 randomized and treated subjects, 1393 (51.6%) were female and 1305 (48.4%) were
male. In both study M05-748 and M05-749, a greater proportion of subjects in the ABT-335

. groups were female; this is reflected in the pooled demographic data as seen in Table 6.1.3.A.

A total of 92.6% of all subjects were White, 4.7% were Black, and 2.3% were of other races.
Hispanics comprised 9.9% of the study population. The majority of subjects (81.8%) were
younger than 65 years of age; 18.2% were 2 65 years of age.

A statistically significant difference was observed among treatment groups in mean age. Mean
age overall was 54.9 years, and ranged from 53.8 years in the low-dose statin monotherapy group
to 56.0 years in the high-dose statin monotherapy group (p = 0.021). The proportion of subjects
< 65 years of age was similar between groups, however (range: 75.6-85.0%).

Most (87.5%) subjects weighed 2 70 kg at baseline. Mean weight was 91.4 kg overall, 85.5 kg
among females, and 97.8 kg among males. Mean waist circumference was 102.8 cm overall,
100.1 cm among females and 105.7 cm among males. No statistically significant difference was
observed among treatment groups in weight or waist circumference overall or by gender.

The following table summarized demographic and baseline characteristics for the Controlled
Studies Analysis Set; the tables that follow are demographic summaries for the individual
studies.



Table 6.1.3.A. Demographic and Baseline Characteristics — Categorical Variables (Controlled

Studies Analysis Set)
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In the demographic evaluations for the individual controlled studies, two instances of p value <
0.1 was noted: in study M05-748, a discrepancy in sex distribution was noted between groups

(p=0.048) and in study M05-749, a discrepancy in one of the categorical age groupings (< 40,
40-60, > 60) was noted between groups (p=0.092).
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Study M0S-748, Demographics

Table 6.1.3.B. Demographic and Baseline Characteristics - Categorical Variables (All
Randomized Subjects Who Received at Least One Dose of Study Drug)
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Study M05-749, Demographics

Table 6.1.3.C. Demographic and Baseline Characteristics - Categorical Variables (All
Randomized Subjects Who Received at Least One Dose of Study Drug)
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Study M05-750, Demographics

Table 6.1.3.D. Demographic and Baseline Characteristics - Categorical Variables (All
Randomized Subjects Who Received at Least One Dose of Study Drug)
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Sex analysis of race; ex-users and non-users were combined fer analysis of tobacce use; ex-driskers

Overall, Baseline Lipid Parameters
At baseline, the study population overall had low mean HDL-C (38.4 mg/dL) and high mean TG

(282.2 mg/dL) and LDL-C (157.3 mg/dL). A summary of the primary lipid parameters at -
baseline is presented by treatment group in Table 6.1.3.E.
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“Table 6.1.3.E. Primary Lipid Parameters at Baseline (Controlled Studies Analysis Set)

Treatment Group s (%)
&
Pacameter  ABT.33¢ lowstatis  desestatin

MGJMM:&MM(&QMW
THOLC  (Ne#7)) (Nedfl) (Ne#)  (Nei?)  (NeMD  (Na23) 0376

Mean e 34 383 384 383 379

Median 380 320 370 379 380 17

Mih. max 190,600 185,600 220,620 120610 1L 7.0  260.620

16 (Ned90) (Nat93)  (NeiS)  (NeiSl) (Neish  (Na285) oa7s
Mean 2809 4.1 1.2 2900 2872 2004

Median 2.5 2487 2333 470 2480 2480

Mihma 55017000 640.12820 73012360 720. 17040 440.12380 950. 11400
LLC  (Neit (Nets2)  (Nett®  (Neis®) (N8 (Ne28) 37
Mean 1586 154.0 156.1 1567 1568 1558

Median 1580 1510 1510 1540 1540 1580

Min. max

47.9.2960 740.325.0 650.3243 66.0.2660 610300 8002780

2. From ANOVA with effects fummmmcm. screening TG level, and the interaction
of diabetic status by screening TG level

Mean values overall for the secondary efficacy parameters were 220.8 mg/dL for non-HDL-C,
65.6 mg/dL for VLDL-C, 259.6 mg/dL for total-C, and 146.4 mg/dL for apoB; mean value for
hsCRP was 0.48 mg/dL, with a median value of 0.29 mg/dL (none of the baseline secondary
parameters were statistically different between groups).

A statistically significant difference was observed among treatment groups at baseline in the
distribution of values for LpPLA2. The overall mean was 271.7 ng/mL and ranged from 264.7
ng/mL in the ABT-33$ in combination with low-dose statin group to 278.7 ng/mL in the
moderate-dose statin monotherapy group (p = 0.046). Mean values for the other exploratory
efficacy parameters were 142.4 mg/dL. for ApoAl, 18.4 mg/dL for ApoCIll, and 5611.6 ng/dL
for adiponectin.

Overall, Metabolic and Medical Conditions at Baseline

Almost two-thirds (65%) of the study population met the criteria for metabolic syndrome defined
as the presence at baseline of three or more of the following criteria:

e Abdominal obesity as measured by waist circumference: > 102 cm (men) and > 88 cm
(women)

TG 2 150 mg/dL

HDL-C < 40 mg/dL (men) and < 50 mg/dL (women)

Blood pressure > 130/2 85 mmHg

Fasting glucose > 110 mg/dL
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Subjects were categorized into the following three Framingham risk categories as defined in the
Third Report of the National Cholesterol Education (NCEP) Expert Panel on Detection,
Evaluation and Treatment of High Blood Cholesterol in Adults (Aduit Treatment Panel I1T).

e High (CHD or CHD risk equivalents)

e Moderate (multiple [2+] risk factors)

e Low (zero to one risk factor)

Overall, 35.4% were classified as having high risk, 43.9% were classified as having moderate
risk, and 20.8% were classified as having low risk.

Table 6.1.3.F. Demographic and Baseline Characteristics - Metabolic Syndrome and
Framingham Risk Category (Controlled Studies Analysis Set)

. i ABT335»
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Absens 16333.3 Wy 164(33.9 %2 33 179 36.8) 506 )
Presors - ' 327 66.n 204 81.7) 326 96.5) &N 310634 b LX)

Fromingham Risk Categery a8

High 1aLn 139123) 179434 18t 6.9 178068 20(1%.2)
Mm 207 422 213 (39) 2By 208 (2.9 213 49 106 (133
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All but one subject (> 99.9%) cited a history of hyperlipidemia. One subject without -
hyperlipidemia was randomized into Study M03-748 in error, and was discontinued after 16 days
of treatment. Other common medical history conditions overall included hypertension (53.8%),
eye disease/disorder (33.1%), GERD (29.9%), osteoarthritis (29.0%), drug allergies/reactions
(28.0%), depression (24.9%), obesity (22.6%), and diabetes mellitus (21.7%). In addition, 6.9%
of subjects reported a history of coronary artery discase and 3.7% reported a history of
myocardial infarction. A summary of medical conditions reported by > 10.0% of subjects in any
treatment group (excluding "other” conditions) is presented by treatment group in Table 6.1.3.G.
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Table 6.1.3.G. Medical Conditions Reported at Baseline by at Least 10.0% of Subjects in any
Treatment Group (Controlled Studies Analysis Set)

__Treatment Group » (%)
ABT-335 + ABT-235 »
Lew.dese Low.dose Modesate Moderate- Higlo-dese
ABT-333 statin statia  desestatin  dose statin stotin
Canrdievascular

Hypertension 264(539 260827 278367 284517 264640 132(539
Eye/Ear/Nose/Threat

Eye disease/disorder 145206 178361 150324 182(330) 1683346 79322

Heasing disarder 376 S4(e  50¢02 S53(0m) 49100y 312D
Gasweintestinal

GERD 140(286) 146296 152(31.0) 141 (287) 149(303) 80 @D
Metabelic

Diabetes melikus 5Ly 105213 1W06@Le 107@LY 110229 53Q2L6)

Hyperipidemia 400 (100) 492908 490(100) 491 (100) 489{100)  245(100

£03 3@0 50(102) 4286 60123 1333
17239 9740 100@22 108200 115(239) 64 6.1

52(10 4289 5309 5619 4389y 2408
13780 126@258 139Q84 M8Q0D 1580323 @0

12657 1004221 130@65 123@5.)) 120245 6l @6M)
(4l S8 Si1(08 TOMLy TZ(MD 23049

0a2 483 #02 4708 S1(109 209

vug allerglesireactions 1332 10@84h 150006 M5295 10086 532

6.1.4 Patient Disposition

Overall, the majority of subjects completed each of the controlled studies; reasons for
discontinuation from each of the individual studies are presented in tables that follow. The
majority of subjects that completed the individual controlled studies went on to participate in the
open-label extension study (M03-758).
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Table 6.1.4.A. Patient Disposition, Controlled Studies

ABT-335
+ ABT-338+ | High-
| Low- | M9WS | Moderste- | dose | Total
dese dose statin | statin :
sstle
261 266 261 | 131 | 1439
220 243 20 118 1243
TR ) 42 16 202
189 | 208 180 93 | 1042
(85.9%) | (85.6%) 81.8%) | (80.9%) | (83.8%)
119 116 118 59 650
{ 103 9 102 43 558
iz 1 20 16 12 102
78 y 33 | 433
mplet , o) | s | P80 | 710550 | casm) | (805
Treated in M03-750 112 113 110 109 110 ss 609
“ompl ' 89 95 89 46 518
21 15 2 10 95
T g1 as3%) | 75 @ | 03 436
b _(z%olegg”?
343 364 30 ] 60 | 1895 ]

Study M0S-748

A total of 1445 subjects were randomized and 1439 were treated with at least one dose of study
drug. Of the treated subjects, 1243 (86.4%) completed the study and 196 (13.6%) prematurely
discontinued study drug. Table 6.1.4.B presents the reasons for discontinuation by treatment

group.
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Table 6.1.4.B. Reason for Discontinuation — Study M05-748

ABT-338 ABT-338
lmg +10mg 20mg +20mg 0mg
ABT335 rewva reva reva vesva vessva  Tewl

All Rendoatized
Subjects 2600 265 26 26 22 13 1445
All Treated Subjects 259 261 26 266 261 131 1439
Full Asalysis Ser’ 4 222 23 w121 un
SafetyAcalyisSet 259 261 261 26 26 31 1439
. . L LI

Completed Srody  208(30.3) 237(90.8) 220(34.3) 243 (91.4) 220(843) 115(37.8) 1243 (36.9)
Pemsswely  S1(I97) 402 41(13) 3@ 405 16022 196030
Terminated :

Advense event - 28(108) 10(38) 25096 13(49) 25096 10076 11D

Withdrew consent 18(69) 10(38) 16(61) 9(34) 11¢4.2) 4(3.1) 68(4.7)
Lost 1o follow-up 8(3.1) 3(L1) 4015 4019 4(1.9) 1008 2407
Nencompliance 2008) 2008 1004) 104 0O 0 6(0.4)

Other 13689 1n@yn 934 726 1246 4G 3840

o , . =44

a. Included all subjects included in the analysis of at Jeast oue of the theee primary endpoints.

b.  Subjects may have provided more than one reason fos discontinuation and were counted under each
provided season; therefore, the sum cf the reasons is grester than the overall sumber of
iscontinnath

Study M0S5-749

A total of 657 subjects were randomized and 650 were treated with at least one dose of study

drug. Of the treated subjects, 555 (85.4%) completed the study and 95 (14.6%) prematurely
discontinued study drug. Table 6.1.4.C presents the reasons for discontinuation by treatment
group.
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Table 6.1.4.C. Reason for Discontinuation — Study M05-749

o Aﬁ'&!* - .ai'f.sm ™
30 mg ng mg g mg

ADE)S  shmva & dwvs siews cesve  siewa  Towl
All Rendomized
Subjects 119 b} 120 19 us ] 687
All Trested Subjects 19 19 9 116 13 59 650
Full Analysis Sec” m 1 H n i 6 (3]}
SafeyAvelysisSee 119 119 119 116 11 P2 A 650

Completed Study 98(824) 105(882) 103(366) 99($5.3) 102(864) 48(81.3)  S3§ .9
Prematuwely (176 13118 16039 17¢4D 16138 11 (18.6) 9% (146
rcu'mm}

Adverse event 13109 867 86 UHESH 769 (6.9 hi¥ex )
Withdrew cousent 3% 532 L)) 5¢4.3) 8(6.9) 585 3¢y
Lost to follow.-wp LD 434) e 4334 108 268 152.3)
Noncompliance 1(0.8) 1098 247 109 108 1LY (LY
Qe 3G9 3Q  IGH 468 709 38  VED
simva = simvastatin
2 Incinded all subjects included in the analysis of at Jeast one of the twee primary endpoins.

b.  Subjects m:w-lld more than one reason for discontinnstion md weve counted wnder each provided
m:nyw sum of the reasons is greater than the overall mumber of discoutinmations.

Study M05-750

A total of 613 subjects were randomized and 609 were treated with at least one dose of study
drug. Of the 609 treated subjects, 518 (85.1%) compieted the study and 91 (14.9%) prematurely
discontinued study drug. Table 6.1.4.D presents the reasons for discontinuation by treatment
group.
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Table 6.1.4.D. Disposition of Subjects ~ Study M05-750

ABT.338 ABT-33%8
0mg +0mg 40mg +40mg Omg
m.sa; aterva  aterva  aterva  aterva  aterva Total

Al Randomized 113 113 110 110 11 56 613
Subjects .
All Treated Subjects 112 13 1o 109 110 ] 609
Full Analysis Set® 104 109 108 105 102 52 577
Safety Analysis Set 12 113 10 109 110 ss 609
‘ ~ Treatment Group u (%) ‘ ‘
Completed Study 95(84.5) 104(920) 89(309) 95(37.) 89(80.9) 46(83.6) S18(85.1)
, 7 9 (8. 1) 1412 9.1) 9(164) 9114
M 17(152) (8.0) 21(19.1) 14(128) 21(19.1) 9(16.4) 91(149)
Adverse event 8. 3T 123109) 12(11.0) 14(1LT) 6(109) S55(9.0)
Withdrew consent 466 32N 63 (e 209 108 21039
Lost to follow-up 5% 32m 109 109 327 1318  14Q3)
Noncompliance 0 0 3Qn 0 218 206 QM
Other . 166 208 633 467 327 01941
atorva = atorvastatin

a. Wﬂmﬁm@h&dh&uﬂyﬁuf&h&mdhmmm
b.  Subjects mey have provided more tian cae reasen for discontinuation 2ad wese counted under each

provided reason; therefore, the sum of the reasons is grester than the overall number of
% A

Study M05-758

Because this open-label extension study is ongoing, the data are provided from an interim
analysis with a data lock of September 1, 2007. A total of 1911 subjects were enrolled and 1895
subjects received at least one dose of ABT-335 in combination with moderate-dose statin. Of the
1895 treated subjects, 468 (24.7%) completed treatment, 337 (17.8%) prematurely discontinued,
and 1090 (57.5%) were ongoing as of September 1, 2007 (Table 6.1.4.E).
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Table 6.1.4.E. Summary of Subject Final Status and Reasons for Discontinuation

$603.0) 106Q49 468047
Q69 2068 137079

2048 3300 18306
2066 QY $E
0.9 10¢3 $00
307 3@ 1307
209 2069 125¢6.6)

900D 256000 1090878

Note: M&WMMMM&u&M”kM
Therefore, the sum of the connis for the reazons may be grexter than the oversil zursber of

6.1.5 Analysis of the Primary Endpoints
Primary Efficacy Endpoints

e HDIL-C: ABT-335 in combination with each dose of statin y3 statin
corresponding dose.
] mm~335mmhmwnﬂlmhdoseofm;§mWam

corresponding dose.
e LDLC: ABT-33$ in combination with each dose of statin y3 ABT:333 monotherapy.

Statistical Considerations

'l‘hemmbaselmemdl’ile:sxt(Wed: lnvzhmmmmdfmwbmm
The mean within-group percent changes from baseline were summarized for each treatment
mmmmdrdmmdmgcmmmmmmdimm
summarized with the standard error.

The percent changes from baseline were compared between the combination therapy arms and
each corresponding monotherapy arm using ANCOVA with the corresponding baseline lipid
value as a covariate and with effects for treatment group, diabetic status (diabetic, non-diabetic)
screening TG (<250 mg/dL, > 250 mg/dL) and the interaction of diabetic status by screening
TG. Data from all six treatment groups were included when performing the ANCOVA.

Efficacy data for the high-dose statin monotherapy anm were summarized with descriptive
statistics. No formal statistical comparisons were made between this trestment army and the other
treatment groups in the study.

The number and percentage of subjects meeting National Cholesterol Education Program
(NCEP) Adult Treatment Panel (ATP) lllﬁnw:mmudmmc goals at Week 12
were summarized for cach treatment group.



LOCF was used to impute values for subjects missing a post-baseline visit value. In order to
assess the impact of missing data on the results, several sensitivity analyses were performed for
HDL-C, TG, and direct LDL-C in which all randomized subjects were included in the analyses.
These sensitivity analyses included LOCF and zero change imputed, zero change imputed, and a
"worst-case” analysis, in which subjects in the monotherapy groups with missing data had
"good" values imputed (mean value of combination therapy group) and subjects in the
combination therapy groups with missing data had "bad" values imputed (mean value of relevant

monotherapy group).

Efficacy data for the open-label extension study, M05-758, were descriptive. Baseline was the
last value prior to the first dose of combination therapy with the moderate statin dose in Study
MO05-758. Prior to the baseline values, subjects in the Initial Statin Monotherapy analysis set had
completed 12 weeks of treatment with cither 10 mg, 20 mg, or 40 mg rosuvastatin; 20 mg, 40
mg, or 80 mg simvastatin; or 20 mg, 40 mg, or 80 mg atorvastatin. Subjects in the Initial ABT-
335 Monotherapy analysis set had completed 12 weeks of treatment with 135 mg ABT-335.

Assay Change

A change in the laboratory procedures for the HDL-C assay at the central laboratory occurred on
August 28, 2006. Therefore, for the primary analyses of percent change from baseline to the
Final Visit (Week 12) in HDL-C, direct LDL-C and non-HDL-C, measurements with an HDL-C
assay date prior to August 28, 2006 were excluded. HDL-C was reassayed for those samples,
and recalculated LDL-C and non-HDL-C were included in the primary analyses. Subjects
without a repeated analysis value for HDL-C available (due to lack of sample) and as a result
who were missing cither the baseline and/or post-baseline measurements (i.c., available value(s)
had an HDL-C assay date prior to August 28, 2006) were not included in the primary analyses of
these three endpoints.

A sensitivity analysis of percent changes from baseline to the Final Visit was performed for
HDL-C, LDL-C and non-HDL-C in which values with an HDL-C assay date prior to August 28,
2006 were included if no HDL-C measurement on or after that date was available.

Protocol Changes

The following statistical changes were made after breaking the blind:

* Additional summaries of demographics and concomitant medications to further characterize
the study population.

e Additional details were added to further explain the calculation of study drug duration and
compliance.

® Ninety-five percent confidence intervals were added for the primary and secondary efficacy
variables to further characterize the treatment effect. _
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mmmﬁmofmcmdomhaionmmm:(dhbeﬁcmMmingTﬁ)
by treatment group were not a main focus of the analyses of the study and thus testing of
these interactions was limited to the primary and secondary efficacy variables.

Since there was a significant difference among treatment groups in gender, an additional
analysis of the primary endpoints was performed including gender as a factor in the model.

Study M03-749

Additional summaries of demographics and concomitant medications to further characterize
the study population.

Additional details were added to further explain the calculation of study drug duration and
Ninﬁy-ﬁwp«wntwnﬂdmcehmrvabmaddedfonhepmmrymdmduyefﬁmy
variables to further characterize the treatment effect.

The interactions of the randomization stratification factors (diabetic status and screening TG)
by treatment group were not a main focus of the analyses of the study and thus testing of
these interactions was limited to the primary and secondary efficacy variables.

Summary of shifts in LDL size and a summary of changes in lipid ratios were added to
further characterize the efficacy variables.

To further characterize the safety details additional analyses were added.

Additional summaries of demographics and concomitant medications to further characterize
the study population.

Additional details were added to further explain the calcy
compliance.
Nhnty—ﬁvemwncmﬁdmccmvﬂswmaddedfmmmmmefﬁc&y
variables to further characterize the treatment effect.

The interactions of the randomization stratification factors (diabetic status and screening TG)
by treatment group were not a main focus of the analyses of the study and thus testing of
these interactions was limited to the primary and secondary efficacy variables.

Since there was a significant difference among treatment groups in gender, an additional
analysis of the primary endpoints was performed including gender as a factor in the model.

tion of study drug duration and

Protocol Deviations
All but nine subjects satisfied all the inclusion criteria. Forty-nine subjects from 42 discrete sites

met an exclusion criterion. The following subjects (Table 6.1.5.A) were noted to have violated
entry criteria during the study.
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Table 6.1.5.A. Subjects Not Meeting Entry Criteria, Study M05-748

Tnclesien #3  Subject bed che Sollowing faciog pacsmenss tosuits  #34801, #14221, #13177, #12105,
(8 sbjects)  after 2 2 12-heur fasting paviod, masasured at the #13159, 813236, #13126, #13028
Scremming Visi-fs] (prior t» Baseline):
TG lavel 3 150 mg'dk; EDL-C < 40 magidl. fos men
ad < 50 mg'dl. for women; 204 LDL-C 2130 mg'd.

, Inchusien #5  Fousale subjecss of childbesring porencisi (definad a5 #13174 (nopreguancy test s ks
bhada

(1suhject)  meesxrgically stwstle er postmanopansal) Scoseming Visiz; il sobsequent
segerive praguancy nst &t the Screning Visis PROEIANCY D48 Were Dagive)

Exchusion #3° Subject was of Asiae sacesay 337

Q schjoct)

Exchnion #5  Type I disbeses mellites, or hissecy of disbacic #19053, #12068, #11057, #13323,

(7 subiects)  kewacidesis, or uncoucrotled Type II disbeces mallicne #14133, #13227, 413375

Bxchuion #6  Histocy of pancreetitis or gail bladde disesse 414299, #11076, 13085, #13484,

(6 suhjects) #13518, #12086

Exchuien #8  Eistory of oncologic, hamacolegic, gasvoinsestingl,  #14231, #12143, #14104, 414275,
(9 subjects)  hepacic, remal, or 2 nevsolegical disordes thatworld #14274, 914383, #13501, #14268.
Bave lizzited scody evalnacien or pasticipation #13288

Exclusios # Evidmmce of unstsbls candiovasculer disatse #13351

Exchasios #14 Dxitisced. disconcioned, oy changed dosage of hommens #34233, #13347, #13124. 913419
4 sohiects) mﬂw inchuding sswogen, progestercus,
ad/or tyveid hermess supplanentxcion
Rarapy. mumdum&u
Bxckuiea #15 Raceived coumeria anticoagulsan, cyclosporice, #14001, #1402, #13073, #13125,
. (Gwubjects)  micotinic acid, bile acid-binding vestzs, of auy sgents #11023, 4108

o alsec lipid Jovals (0.8, stacins, fbric acid duivmives,
8sh oil) withia six weeks of eusollnant

Bxctuion #16 Abacmen! screaning labosasoay resslin: ALT o #12033, 911094, 414079, MAL1L,
Q7smbjects) AST>18xCLN CPE lovel > 3 x ULN, caleulied  #13418, #1331, #13314, 114171,
Crestinine cloamnce < S0mbimin, cr TSHlevel #11006, #1331, #12019, #1339,
ourside cenmsl labormery Tefeunce seage #I9003, 13285, S14S13, 914357,

naw

Protocol deviations during the study included receipt of the wrong treatment or incorrect dose, or
use of an excluded medication. Fifty-seven subjects received the wrong treatment or incorrect
dose. szcwbgeetsmmwdoms&dy&ugkﬂofﬁsmmmmmmm
Forty-one subjects received an excluded concomitant medication. The most

excluded medication was oral prednisone/prednisolone. Twusnbpcts(#lﬁ?!‘md#tﬂ“) both
reccived the wrong treatment or incorrect dose and used an excluded medication.

mmthmmﬁedbydMMmdmmgTﬁlmt These
stratification factors were included in analyses of the efficacy parameters. Twenty-nine subjects
were assigned to the wrong strata at the time of randomization. That is, the disbetic status and/or
screening TG level given at the time of randomization did not match the medical history and/or
laboratory data, respectively. Sixteen subjects were randomized according to the incorrect
diabetic status and 14 subjects were randomized according to the incorrect screening TG level.
One of these subjects (#13566) was mismatched on both factors.



Table 6.1.5.B. Summary of Subjects Incorrectly Stratified by Diabetic Status and/or Screening
TG Level

Dishetic stranzs but 20 histacy of disbetes #11062
Noa-disheric stramen verdistory of disbeees 12218, 13228, $13294, #13383, #14385.
: #1303, 913566, 414068, 9149077, #14181,

#14188, #14347, #1437, #13433. #14550
Scosening TG staman < 250 bue screaming vaine » 250 mgrdl. $13049, 913005, #13177, 513260, 813443,
13366

Screming TG szanws > 250 but scresning valoe = 250 mgdl. #11001, #13135, 414054, 934384, 814344,
#1447 .
Ne screening TG vaine 13004 #4231

Due to the small percentage of subjects incorrectly stratified at the time of randomization,
subjects were analyzed according to the randomization strata. No additional efficacy analyses
were performed correcting for these mismatches.

Comment: This reviewer tallied the treatment groups of these subjects who were
incorrectly stratified and found fairly equal subject distribution among groups (ABT-335 =
5, ABT-335 + rosuva 10 mg = 4, ABT-335 + rosuva 20 mg = 5, rosuva 10 mg = 3, rosuva 20
mg = 6, rosuva 40 mg = 5, and one subject [#13004] did not receive study drug).

All but six subjects satisfied all the inclusion criteria. Thirty-three subjects from 31 discrete sites

met an exclusion criterion. The following subjects (Table 6.1.5.C) were noted to have violated
entry criteria during the study. '
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Table 6.1.5.C. Subjects Not Meeting Entry Criteria, Study M05-749

Criterion #

mcmw Subjects Not Meeting Criterion
Inclusion43  Subject had the following fasting parameter results 422010, 521061
(2 subjects)  aftera 2 12-hour fasting period, measured at the
Screening Visitfs] (prior to Baseline):
TG level 2 150 mg/dL; HDL-C < 40 mg'dL. foy men
and < 56 mg/dL. for women; aud LDL-C 2 130 mg‘dL
Inchwion #5 rmmmmmm(w-s 924108, 524214, 24191, ¥23255
(4 subjects)  uot surgically sterile or postmenopausal) had (po pregnamcy test &t Screening
mmmumwm Visit; all subsequent pregunmey
tests were negative)
Exclusion#3  Used m investigations] drug within 42 days of the 824047
(1 subject)  Baseline Visit.
Exclusion #4  Type I disbetes mellitus. history of diabetic #22034
(1subject)  ketoacidotis, or uncontrolled type I dinbetes mellitns
(masmmm.mu%)
Exclusion #5 of pancreatitis o gall bladder disease. 423169, 423148, 322026, 823139,
(5 subjects) mmﬂmmmum #24140
undergone a cholecystectomy were aliowed to envoll.
Exclnsion %6 History of gastric or duodenal ulcer within 024023
(1 suliject)  timee months of the Prescreening Visic
Exclusion #7  Significant history of oncologic, hematologie, #24136, 823192
(2 subjects)  gestraintestinal, hepatic, renal, ot 2 newrological
disorder (cerebrovascular di degenerative
disease) that would have lienited stady evaluation of
Exclusion #8  Evidence of unstable cardiovascular disezse. #2064, #22050, 24023
(3 subjects)
Exclusion #13 #24040, 924112
2 subjects)

Seven subjects received the wrong treatment or incorrect dose. Two subjects received one study

drug kit of the wrong treatment group on a single occasion. Thirty-five subjects received an

excluded concomitant medication. The most commonly used excluded medication was oral

prednisone/prednisolone. Six subjects developed withdrawal criteria during the study and were
not withdrawn.

Twenty-one subjects were assigned to the wrong diabetic status and screening TG level strata
prior to randomization. Ten subjects were randomized according to the incorrect diabetic status
and cleven subjects were randomized according to the incorrect screening TG level. Due to the
small percentage of subjects incorrectly stratified at the time of randomization, subjects were
analyzed according to the randomization strata.
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Studv M03-750

All but four subjects satisfied all the inclusion criteria. Ten subjects from nine discrete sites met
an exclusion criterion. The following subjects (Table 6.1.5.D) were noted to have violated entry
criteria during the study.

Table 6.1.5.D. Subjects Not Meeting Entry Criteria, Study M05-750

mmm
Crwiond_ Inchion Enbminn ririon Descipies T
Ichuien#  Subjecthad the follewicg fasting parsvasser Tesuks after 3 mm,am,m
(3odjecs) 2 12beus fsting peried, meawred at B Scroming
Visitfs] (prier ro Busaline):
HDL-C < 0 mg'dl. for men ad < 30 mgdl. for womm,
TG leval 2 150 mp/dl., 284 1LDL-C 2 130 mpdL..

Inchuica #3  Femele subjecss of childbesring pounsial (defizsd as 20t  #310352 (20 preguascy test 22
{1 subjec) surgically stezile oz postmenopausal) had 2 segative screening visic; all

were negasive)
Exclusion #1 had a hissecy of 3 allergic Teaceion of signi #4135
T e e
suy inacrive materisls connained in e srudy deng
. Sumnlsdens
Exchision#d  sypiocrined sypel diabens mellis, sisery of disbecsc  #31008, #31013
Qubjec)  yoacidosis, oruscostolled type I disbeows mellites

Excasien#7  Subject 3ad  siguificans Mistory ef socelogic, )
(Irabjer)  bemielegic, pasmoimestinal, bepacic, renal, o2
necrological discrdus (coreboovascalar disadce,

mm;ummwu
evalusdon o pasticipation

Exchmion #14  Swbjacts received zicotiuic acid, bile scid bindingzesing,  #32043, 233137, 433067
G radjecn) HMG-Cod reductase inhibizors (statias), Sheic 2cid

Exchmion #15  Screning hbersioey suxiyses showad any of the Solleving  #33093, 232002, 452071
{oubjerrs)  sbesemel isbormory resuhn: ALT:SGPT or AST/SQOT

@aaum«mmmaawm

Fourteen subjects received the wrong treatment or incorrect dose. One subject was dispensed the

wrong study drug kit on a single occasion. Twenty-two subjects received an excluded
mmm The most commonly used excluded medications were antibiotics and

Twenty subjects were incorrectly stratified by diabetic status and/or screening TG level at the
time of randomization. Fifteen subjects were randomized according to the incorrect diabetic
status and six subjects were randomized according to the incorrect screening TG level. One of
these subjects (#33069) was mismatched on both factors. Due to the small percentage of
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subjects incorrectly stratified at the time of randomization, subjects were analyzed according to
the randomization strata.

Results

In each study, ABT-33$ in combination with both low and moderate statin doses resulted in
significantly greater increases in HDL-C and decreases in TG compared to statin monotherapy
and significantly greater decreases in LDL-C compared to ABT-335 monotherapy.

All of the primary efficacy analyses were highly statistically significant.

Table 6.1.5.E. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C in Study M05-748

ABT-335+ ABT-335 »

1o mg 10mg 20mg Wmyg Hmg
HDLC
BL mean 383 382 333 385 ase 374
Fisal mean 439 40 157 4.8 #e 496
Mean% 3 150% 35% 203% <000’ 103w 190%  <000”| 9%
TC .
BL mean 2074 2959 w28 2928 229 245
Final mean 167.9 226 416 196.1 145.9 1711
Meas % & 326%  -244% 471%  <0001°] -256%  -429% <0001"| -32.1%
LbLC .
BL maan 1558 182.2 152.7 1544 1585 1535
Fisal mean M23 33 38 2l Nns o| s
Man% £5% 3BOK W™ < 000®] .as0% 3% <0001 | -S06%

a m&shMMm&uMaﬁm
b ABT-335 in combination with statia vs. ABT-333 mosotherspy

Comments: LDL-lowering appears to be less robust with ABT-335 monotherapy than is
seen with fenofibrate in Tricor and other fenofibrate labels. Some of the diminished
response is likely due to the inclusion of subjects with very high TG or low LDL-C (see
Section 6.1.7). Nevertheless, without a placebo group, the true trestment effect is
unknown. It may be that dietary changes were less emphasized in this trial than in trials
past, or these subjects kad already made beneficial lifestyle changes prior to enrollment. It
apmmmmwmmmmmm(mmq
clinical trials; this is discussed further in Section 6.1.7.
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These findings de not reflect changes that would occur if the study was designed to cvaluate
the addition of ABT-335 on the various lipid parameters to already maximal (or optimal
for LDL-lowering) statia therapy.

Statistical analyses were also conducted on the comparisons not formally analyzed as primary
efficacy comparisons:

e Combination therapy vs. monotherapy ABT-335 for HDL-C and TG

e Combination therapy vs. monotherapy statin for LDL-C

The TG and HDL-C comparisons were statistically significant in favor of the combination vs.
ABT-335 monotherapy. However, with respect to mean percent LDL-C change, there was no
statistically significant difference between rosuvastatin 10 mg monotherapy and combination
therapy (-38.0% vs -37.2%, p=0.620) and, in fact, 20 mg rosuvastatin monotherapy was superior
to the combination therapy for LDL-lowering (-38.8% vs. -45.0%, p < 0.001).

Comments: Consistent with this finding, the overall data (see Table 6.1.5.E, below) suggest
that there is some attenuation of the LDL-C decrease with the addition of ABT-335 to the
moderate dose of statin. This reviewer conducted additional analyses to determine if there
was a subgroup (i.c., baseline high TG, low HDL-C, or low LDL-C) that would predict who
might be at risk from having an adverse LDL-C effect with the combination therapy as
compared to statin monotherapy. Individuals with very high TG have been identified as a
subgroup likely to have an increase in LDL-C with fenofibrate’’, and this is demonstrated
when comparing subjects with baseline TG < 200 mg/dL. vs. > 200 mg/dL. However,
removing sabgroups of patients with very high TG (2 500 mg/dL, > 1000 mg/dL) did not
affect efficacy conclusions, likely due to the relatively small numbers. Section 6.1.7 has
more detail on subgroups.

The spoasor described this phenomenon as follows: PPAR-a activation leads to an increase
in lipoprotein lipase activity, which accelerates the conversion of very low-density
lipoprotein (VLDL) to LDL via intermediate-density lipoprotein (IDL). As a result, the
increase in LDL-C liberated from VLDL-C mitigates the magnitude of LDL-C reduction,
especially in patients with high TG and only moderately clevated LDL-C, such as those
with mixed dyslipidemia studied in the ABT-335 development program.

" These results should be presented in the in the Clinical Studies section of Trilipix labeling.
Individuals on statins for LDL-lowering who are to be started on add-on ABT-335 therapy
for high TG and/or low HDL-C should have LDL-C carefully monitored for any significant
worsening. This is discussed further with the resuits of the open-label extension study,
M0s-758.

No statistical analysis was conducted evaluating the highest dose of rosuvastatin (40 mg);
therefore, these findings are considered descriptive. Mean change in HDL-C was 9.3%, TG was
-32.1%, and LDL-C was -50.6%.

11 Tricor P1, NDA 21-656



Comment: The following observations are this reviewer’s interpretation of the data that
includes the highest dose of rosuvastatin:
1. Rosuvastatin 40 mg increased mean HDL-C less than ABT-335 menotherapy.
2. Triglyceride lowering at the highest dose of rosuvastatia is comparable to that of
ABT-335 monotherapy.
3. mmwm&sww—mmm&-pmmgmmm
lowering (43-47%) than high-dose rosuvastatia.
4. LDL-lowering with rosuvastatin 40 mg was greater than any of the other groups,
including ABT-338 added to moderate-dose rosuvastatin.

Although the study was not designed to test this question specifically, if a patient is on
moderate dose rosuvastatin and needs further LDL-C lowering, it might make sense to
increase the rosuvastatin dose rather than add ABT-335. This is consistent with the
recommended use of a statin as first-line therapy to reduce CV outcomes based on CV
outcome trial data for this class. How high TG or low HDL-C should be managed once
LDL-Ciutgoalisnptotlcdheuﬁolofthepllyddn,nbnuunavhbleopﬁonbmd
on NCEP ATPIII guidelines.! However, based on these data, incrementally increasing
rosuvastatin to meet goals might be an option as well. Bigl-dmmtilreultsslonldbe
included in the Clinical Studies section of labeling.

Study M05:749
Al of the primary efficacy analyses were highly statistically significant.

Table 6.1.5.F. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and LDL-
C in Study M05-749
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b ABT-333 in combination with statin vs. ABT.333 menothecapy

In contrast to the findings from the rosuvastatin study (M05-748), there was no significant

difference between ABT-335 and combination therapy (both doses) for HDL-C changes or for
ABT-335 monotherapy and the low-dose combination therapy for TG changes. Furthermore,

combination therapy did not offer any significant benefit for LDL-lowering when compared to
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simvastatin monotherapy, and as with rosuvastatin, was associated with a significantly lesser
LDL-lowering effect than the moderate-dose statin monotherapy.

Study M05-750
All of the primary efficacy analyses were highly statistically significant.

Table 6.1.5.G. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C in Study M05-750

Final mean 455 403 433 30:8 423 39:9
Ma%a 198% 5.6% 139% 0,063 52% 125% 001" | 6I%
TC
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b ABT-335 in combination with statin vs. ABT-335 monotherapy

A novel finding was seen in this atorvastatin study in contrast to the other controlled studies: a
greater mean percent increase in HDL-C was observed with the ABT-335 monotherapy group vs.
the low-dose combination therapy (19.8% vs. 13.9%, p = 0.003) and vs. the moderate-dose
combination therapy group (19.8% vs. 12.5%, p = 0.010). The combination therapy was not
significantly different in LDL-lowering than either of the respective atorvastatin monotherapies.

Comment: The ABT-335 group had a higher increase in HDL-C in this study (~19%) than
in the other two studies (~15-16%) and the increase of HDL-C with atorvastatin was less
than with statias in the other two studies.

mmmwmmmofmmLcmmmw
compered with moderate-dose statin monotherapy, was the initial moderate-dose statin analysis
set. This analysis evaluated the lipid changes in the group that was initially treated with
moderate-dose statin prior to switching to the combination therapy in the open-label portion of
the study.

Comment: This analysis set is the closest to providing information about lipid changes that

might occur in a real-world setting where a patient who achieves LDL-C goals but is not at
TG/non-HDL-C target despite statin therapy would be provided add-on ABT-335.
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However, the study was not designed to provide combination therapy to those that wounld
qualify for combination therapy based on NCEP targets. One advantage to this study
design is that subjects were not discontinued per protocol for lipid rescue; therefore, the
beneflt of the combination is not falsely overstated.

Table 6.1.5.H. Percent Change from Baseline of Study MO05-758 to Each Time Point in HDL-C,
TG, and LDL-C (Initial Combination Therapy at the Low Statin Dose and Initial Statin
Monotherapy at the Moderate Statin Dose Analysis Sets)
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All weeks represent the open-hibel study.

Comment: As discussed in comments of the controlied studies results in which the
moderate-dose combination was found to be significantly adverse with respect to LDL-C, it
is of considerable importance that the LDL-C efficacy is diminished in the subgroup of
subjects originally randomized to moderate-dose statin monotherapy who are continued in
the extension and treated with OL combination therapy (up to an increase of 10% at 12
weeks). There is clearly a subgroup of subjects, not obviously identified in this dataset,
whose LDL-C responds adversely to ABT-335. As noted previously, these subjects were
not selected for enroliment in the OL trial based on the noed for further TG/non-HDL-
lowering, so it will be important to monitor lipids carefully afler starting combination
therapy.

The following table illustrates the persistence of effects: these are the primary efficacy variable

changes in the open label trial in the subset of subjects who were randomized to any and the
moderate-dose combination therapy during the 12-week controlled trials.
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Table 6.1.5.1. Percent Change from Baseline to Each Time Point in HDL-C, TG, and LDL-C
(Initial Combination Therapy and Initial Combination Therapy at the Moderate Statin Dose
Analysis Sets)
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Comment: It is reassuring that the mean LDL-C remained below 100 mg/dL, and the mean
TG remained below 150 mg/dL throughout the 12-month trial in both analysis sets.
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