Finally the following table illustrates the overall mean percent change at each assessment in the
primary efficacy parameters for the Initial Statin Monotherapy and Initial ABT-335 Monotherapy
analysis sets.

Table 6.1.5.J. Percent Change from Baseline to Each Time Point in HDL-C, TG, and LDL-C
(Initial Statin Monotherapy and Initial ABT-335 Monotherapy Analysis Sets)

18y

B2
BL.mae 423 [ 1) 198 1612 Q28 1525
Vil snen 187 416 139 e 904 940
Baseline represents the law vakse palor 1o the fiest dose of combination theapy inthe open-label stedy.

Comment: For all lipid parameters, subjects initially treated with ABT-335 monotherapy
demonstrated beneficial changes upon addition of a moderate-dose statin. As expected,
those initially treated with a statin as monotherapy (any dose) demonstrated improvements
in HDL-C and TG, but had mean increases from 0.4% to 7% in LDL-C.

Qverall
Comparisons across Studies

The differences in the magnitude of treatment effect of the primary lipid parameters that were
seen across studies reflect the efficacy differences in the studied statins. The greatest treatment
effect for all the lipid parameters was generally observed in the rosuvastatin study (M05-748).
For HDL-C, mean percent increases were generally similar in Study M035-748 (rosuvastatin) and
Study M03-749 (simvastatin) but were lower in Study M05-750 (atorvastatin). For LDL-C,
mean percent decreases were generally similar in Study M05-748 and Study M03-750 but were
lower in Study M05-749. For TG, mean percent decreases with the moderate-dose statin
‘combination were similar in all three studies but were lower with the low-dose statin
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combination in Study M05-749 than in the low-dose statin combination in Study M05-748 and
Study M05-750.

Table 6.1.5.K. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C with Combination Therapy in Studies M05-748, M05-749, and M05-750

, M05-748 ' M05-749 M65-750
ABT-335+ ABT-335+ | ABT-335+ ABT-335+ | ABT-335+ ABT-135+
lou!n,mra 20-!:-«: Hugshm m-.!m Zﬁm_g_annfa uagm
HDL-C
Mean%a  20.3% 19.0% 17.9% 189% 13.9% 12.5%
) ()
Mean%a  -47.1% -29% -37.4% -42.7% -43.8% -40.0%
LDL-C
Men%a  -37.2%  -388% 240%  -253% -338%  -385%
Controlled Analvses Set

The following table describes the changes overall when the primary efficacy results from the
three controlled trials are combined.

Table 6.1.5.L. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and LDL-
C (Controlled Studies Analysis Set)

, ABT33S+ ABT-335 »
Lewdese Low-dese Moderals:  Moderate- Migh-dese
ABT-335  statie statin desestatin  desestatin statln
HOLC (Nai20)  (NedSS)  (Nai2d) el  Nak22 Ne217)
BL mean VY] n2 a4 al 30
Final mean 4.3 407 4438 411 43 06
Maaxa 1e3% 4% B1%  <a00®| ame 2% <oon’]| 7w
TC Neis®) (NelTD  (Neil) Nelld  Netd (Ne235)
BL mean 207 w1 82 wme . s
Foslmen 1773 2176 ue.? s urs By
Muaa%d  310%  -168% 3% <Qe0rt] aarw 2o <eom'] 2%
wLC Nel2)  (N=i6)  (Noi3$) Nally  Naidd) {Ne225)
Bl mesn 1584 1538 155.7 1580 154 1561
Fiml mean 146.1 1008 1019 9.6 -1 8.7
Maa%a  SI% 9% Sa% <000} 40 3 <aeo®| 4rix

a.  ABT-335 in combination with statin vs. comesponding stalin monotherapy
b ABT-3335 in combination with statin vs. ABT-335 monothevapy

Comment: These data reinforce the inappropriateness of ABT-335 monotherapy for
treatment of lipid disorders requiring LDL-lowering for cardiovascular benefit.
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

This reviewer constructed descriptive tables of clinically relevant categorical endpoints achieved
on the last (week 12) study visit for the primary variables LDL-C, HDL-C, and TG.
Additionally, the sponsor provided an assessment of the proportion of subjects meeting NCEP
ATP III goals. lesccacgoncalmalysesmpmsemadmﬂ\eﬁprmoryAMIysesmbmnon

In order to assess the impact of missing data on the efficacy results, the sponsor performed the
following sensitivity analyses in which all randomized subjects were included in the analyses of
the primary efficacy endpoints in each double-blind study: use of multiple imputations, LOCF
and zero change imputed, zero change imputed, median value imputed, and a "worst-case”
analysis. For the "LOCF and zero change imputed"” analysis, interim visit values were carried
forward for subjects who were missing the Final Visit value and then a zero change was imputed
for any remaining randomized subjects without a Final Visit value and for subjects without a
baseline value. For the "zero change imputed” analysis, a zero change from baseline was
imputed for all randomized subjects missing a Final Visit value or a baseline value (regardless of
whether the subjects had an Interim Visit value). For the "worst-casc” analysis, 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). In all three studies, resuits were
consistent with the primary efficacy results, such that statistically significant differences were
observed between each combination therapy group and the corresponding monotherapy group
for all comparisons of the primary efficacy variables. Greater percent increases in HDL-C and
greater percent decreases in TG and LDL-C were observed in the combination therapy groups
than in the corresponding monotherapy groups. The following table presents the worst-case
analysis for the Controlled Studies Analysis Set:

Appears This Way
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Table 6.1.5.M. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C - Worst-Case Analysis (Controlled Studies Analysis Set - All Randomized Subjects)

. Treawuem Grovp N__ BMam  FmiMes  Mew%a pvalee
Low-dose statih’ i ) %4 @3 8% <ssot®
ABT-335 + low-dose stuin K.} kS . . Lo

Moderae-done statin 495 23 us 0% <onet®
ABLDS s medsundosesmatia 101 24 .} B .
Lowdcoestatin ‘ 9 F-iY 2080 241% s
ABT-205 + low-dose suatin.__ 01 2810 1585 “08% <08t
Moderate-dase sati s 2806 1983 -26.1% <ooat’®
ABEDS > modwedosestatia 9} 3, 1381 - ir]

At m 1598 1382 i Y
ABT.238 + low-doge sttin ol 1539 1110 2.7% <ol
ABT3% ’ " 1586 1778 T b
ABT-335 + modeeate-dome statis. 91 1%6.5 088 A <000

Nok: Povaloe from an ANCOVA with comesponding baseline ligid vaue a5 the covariaie, aad with effects
WMM*W*"W“ level and interaction of disbetic satus by screeniag TG

a.  ABT-335 in combination with statin vs. corresponding statin monotherapy
b. ABT-335 in combination with statin vs. ABT-335 monotherapy

6.1.6 Secondary endpoints
Secondary Endpoints and Statistical Considerations

The secondary efficacy endpoints were ranked and tested in a fixed sequence, separately for each
combination therapy group. For ABT-335 in combination with each dose of statin, statistical
significance could not be claimed for a lower ranked endpoint if an endpoint above it did not
achieve statistical significance. The ranked comparisons were:

e ABT-335 in combination with each dose of statin vs. ABT-335 monotherapy:
1. Non-HDL-C : '

e ABT-335 in combination with each dose of statin vs. statin monotherapy at the
corresponding dose:
2. Non-HDL-C
3. VLDL-C
4. Total-C
5. ApoB
6. hsCRP

Results

MdlMMMMOfmmwmmmem
in non-HDL-C compared to ABT-335 monotherapy. Compared to the corresponding low-dose
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statin monotherapy, ABT-335 in combination with cach low-dose statin resulted in greater mean
percent decreases in non-HDL-C, VLDL-C, and ApoB in all three studies. High-dose statin
monotherapy was associated with the greatest non-HDL-C, Total-C, and ApoB lowering. As
with the primary endpoints, aithough the individual statins imparted different mean percent

~ changes in these parameters based on the statin’s potency (rosuvastatin > atorvastatin >
simvastatin), the impact of adding ABT-333 to each statin was similar. The results from each
controlled trial are presented in Tables 6.1.6.A, 6.1.6.B, and 6.1.6.C.

Study MO3-748

Table 6.1.6.A. Mean Percent Change from Baseline to the Final Value in Non-HDL-C, VLDL-
C, Total-C, ApoB, and hsCRP, Study M05-748

Omg ABT335+ 2mg  ABT-35+ Omg

ARI-335 roswva Omgresuva p-value | resuva 20mgrassva p-valee | rowna
Nea-HDL-C
BL meen 2187 2187 PIVA | 2209 2208 2190
Final meon 1765 1309 1199 < om: 1136 1185 "J,;‘f 1059
Mean%a  -185% -398%  -447%  <000® | 459%  453% 51.5%
VIDLC
BL mean 633 698 66.9 708 679 641
Final mean 87 ®2 265 b | 8 7o 310
Mea%a  319% 410%  558% <o00o® | 42i%  Soex oo | -mun
TotalC ,
BL mean %62 2582 2579 2600 2683 2581
Feaimesn 2202 1733 167.8 1617 1640 147.0
Meam%a  -135% 325%  344% 008 | ;I asT%  oud | -27%
Apoll )
BL mean 1421 1485 1447 146.1 1456 1454
Fraimesn 1197 948 876 o | 0 %8 792
Mean%a  -162% 341%  302% <000® | 2eex e omd® | usex
MNCRP
BL meass 0.50 0.4 0.52 049 0.5 a47
Frolmesn 046 035 041 033 oR oM
Maaxa  sox  20x % osd | e nex  est| e

Nm: kmmumcov‘wnmmwmx umumw
mmemEMﬁmdeme

2. ABRT-335 in combimation with statin vs. ABT-335 monotherapy
b, ABT-335 in combination with stin vs. corsespanding statin monotherapy
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Study M03-749

Table 6.1.6.B. Mean Percent Change from Baseline to the Final Value in Non-HDL-C, VLDL-
C, Total-C, ApoB, and hsCRP, Study M05-749

Mag ABT-25 4 Bmg ABTRS, Neg

— ABT355  siava 20wy siewa !-vlh saws Q-J._:_‘hn pake | siewa
NeaHDLC
B mess me ans 218 @ms s a39
Pinslmess 183.7 1636 1513 <qos”] 1433 13 < oa‘ 1229
Man%a 17396 -208% 307% 000 | -39 -3159% -406%
viDLC
BL mesa a2 &3 &2 4 EY) 504
Flasimoan E Y 83 4 o 2 x5 %6
Man% s 28o%  -192% 3w <oom®| m™m  sue oees’® | daon
TowshC
BL mes e 249 215 w3 2528 %24
Flast mesn 2ts w7 1048 ms 1847 160.4
Mm%a 24%  -198% 23m  ood | mem s eerd | e
Apel
BL moss 1500 143 19.4 1498 e? 143
Finslmom 12 et 1029 w7 %2 "2
Mean%a AIe%  -29% 208%  oeo® | M 2% s’ | saox
hsCRP
BL mesa s 836 082 as7 o8t es3
Finel cees o0 031 a® ] aie a4
Meaxa  zer%  same . eent | e o | ses

Note: Povaise from an ANCOVA with comespomding baseline volue 23 the

covarate and effects for

mumm“mmuuumam-utymm

a. ABT-33 in combisation with statis vs. ABT-335 menstherapy
b ABT-133 in combination with statin vs. comresposdiag statin monetherapy
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Study M0S-750

Table 6.1.6.C. Mean Percent Change from Baseline to the Final Value in Non-HDL-C, VLDL-

C, Total-C, ApoB, and hsCRP, Study M0S-750

Wmg ABT-NS+

ART-333 + Vg
NeaHDL-C
BL cesn 06 230 228 w3 2 289
Pasimees 1904 1380 7. 7] <g‘ ne 1242 u;;* 1724
Mem% 3 A% BI% 4eme 4™ 2% 452%
ioLc
BL raesn a1 5958 502 “2 6l o4
Finelmean %6 »2 %48 74 %4 o =4
Mm% 2 ;% %% w3 <ooe’| a3ex ik <aee®] saex
TowdC
BL mesn %94 %59 2%6 17 %93 %3
Fneimee 238 1708 1721 e 1600 1613
Meen% A 0l -206% a28% oer? | s oen® | %
Apel .
B mess Y iy 185 Hes 1487 193
Flasirasen 211 95 [ 93 'Y s
Mm% 2 a2 »e% 70w aew® | s aris e’ | e
baCRP
Bl mesa (¥4 0.8 as os LY} .43
Fasimeas PE 02 e 048 o a
Me%s 2% X3 o’ | mim  sm  eed |2

Nowe: Pvalue foosm 20 ANCOVA with comesponding baseline value 23 the covadate and effects for
mm“mmm Jevel. and interaction of disbetic staus by screening

3. ABT-333 in combisation with statis vs. ABT-335 monstherapy
b ABT-333 in combination with statin v3. comespondiag, statin monstherapy

Study M03-738

Among subjects initially treated with statin monotherapy, the change to combination therapy
with ABT-335 and the moderate-dose statin resulted in incremental mean percent decreases in
non-HDL-C (-6.6%), VLDL-C (-21.5%), total-C (-1.8%), and ApoB (-10.6%), all of which were
sustained throughout open-label treatment.

Among subjects initially treated with ABT-335 monotherapy, the change to combination therapy
with ABT-335 and the moderate-dose statin resulted in incremental mean percent decreases in
non-HDL-C (-38.1%), VLDL-C (-16.6%), total-C (-29.7%), and ApoB (-36.1%), all of which
were sustained throughout open-label treatment.

A summary of the overall mean percent change at each assessment in non-HDL-C, VLDL-C,

total-C, ApoB, and hsCRP (median percent change) for the Initial Statin Monotherapy and Initial
ABT-335 Monotherapy analysis sets is presented in Table 6.1.6.D.
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Table 6.1.6.D. Percent Change from Baseline to Each Time Point in Non-HDL-C, VLDL-C,
Total-C, ApoB, and hsCRP (Initial Statin Monotherapy and Initial ABT-335 Monotherapy
Analysis Sets)

et
oy - ,
.4 ) nu :n !?3 m
T 4 h3- 3 23 83
%‘_ A9 % 1A% A1
Lo 313 1 m 342
Vish e w2 oy %3 243
Dot S 19% 334% }4.7% £4%
Blwes IR ] 839 7] 338
Viemos ne 224 b4 p- 1]
% -;%. Mﬁ 1) -12.3%
Ko 368 bt ¥ ki34 352
Vissmem pe1% L 87 %3
%3 e o 1) 9%
2 .mwﬂ-m:&*
wwuummnuuudmmsmwm
mumummwwn
oy — ; % = 7
- - : ! e : : : : .
p - nay ny 33 381 by & n8 [ M 1234 o3 24
Vi 194 7 11 213 613 1083 Ly L a "
. i \ ey A e 9
Lxes - 8 ms3 s M . 1 -1 ”y 134 [Y] 3
Thiczees 118 nas 23 33 849 2 " ™ 23 13
T 4 Suw | WM e | am o | e | opes oo
A e nil 1562 343 313 b 34 219 %3 5.7 o3 £1%
Thiemes A8 184 m 44 b &) 8 ns 23 ] 13
‘ ' L T T T SO 1. W0 UE T W TN W N

o chamges gt mediin prca dunges.
m.—uuam-unu«mwammm
ALl weshs resresens e ctendabal smade. MSS-758.
Comments: Because the initial statin monotherapy group includes subjects who were
initially randomized to all doses of statins, some of the benefit in this analysis set could be
attributed to a subset of subjects increasing the statin dose from the low-dose in the initial
12 weeks to the moderate-dose combination in the extension portion of the trial. There was
also a subset of subjects, albeit smaller, who were initally randomized to s high dose of
statin and subsequently had the dose reduced whean switched to the moderste-dose
combination in the extension trial. The initial moderate-dose statin monotherapy group
(Table 6.1.6.E, below) is more informative in determining lipid changes when ABT-335 is
added to a statin.



Table 6.1.6.E. Percent Change from Baseline of M05-758 to Each Time Point in Non-HDL-C,
VLDL-C, Total-C, ApoB, and hsCRP (Initial Combination Therapy at the Low Statin Dose and
Initial Statin Monotherapy at the Moderate Statin Dose Analysis Sets)

]
i

Lo n 32 ' 7 eSS 08 "
Vs 1S 132 s p 1) b & 1983 %s 22 .3 ] a3
gomalom an | s an | oaw  ae | ue  Snln un
Z.om- nu 138 us 11 m2 s % s 03 N
Vehune 1 s B p- 33 w0 -1} E: b $is 03 (2]

Yl aw | oww | oam e se | e
X ) 1287 up B | w3 ey | we %€ o3 y
Vish o we? 1 nr 82 n? p{ 2] ™ 9 22 a3

& TurksD. % changes sepeasens siedion pescent changes.
Bosaline supracanss e Last valce prios 1o A0 Srw Saee of combisacion tharigy widh dio medetste wosin doss in Sezdy N83-733.
All wooks rogrerens the apewrishel smdy. 3803-738.

Comment: Mean decreases were seen in the secondary endpoints in the initial moderate-
dose statin group, although lowering of non-HDL-C was relatively modest: -1.5% at 12
weeks. This is likely because non-HDL-C reflects changes in LDL-C, which increases in
some patients with the addition of ABT-333, in addition to reflecting changes in TG. The
sponsor explains that the mean percent increases seen in VLDL-C in the Initial
Combination at Low Statin Dose analysis set (reflecting an increase in the statin dose
component of the combination) were influenced by a small rumber of subjects with large
outlying percent increases. Median percent decreases from baseline in VLDL-C were
generally observed after four weeks of open-label treatment, ranging from -5.7% to0 -9.3%
from cight weeks to 40 weeks. ApoB decreases were similar in the initial combination at

Ovenall
The intcgrated results were consistent with secondary efficacy results from cach of the three

controlled studies. Amofmmmmmwmmmmm
secondary efficacy parameters is presented in Table 6.1.6.E.
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Table 6.1.6.F. Mean Percent Change from Baseline to the Final Value in Non-HDL-C, VLDL-

C, Total-C, ApoB, and hsCRP (Controlled Studies Analysis Set)

ABT-335 + ABT-338 +

Lowdese  low-dese Moderate- maderate- High-dose
Primary  ABT33S  statin satin - dese statin  dose statin statin
Endpeints  (N=i09)  (N=493) (N=ith) pvahe | (NaiSl) (NeiBS) puoke | (N=245)
Nea-HDLC (N~420) (N-dSH  (N=422) WN-431)  (N~20) Ne21D)
BL mean 2225 a1e 2199 224 2189 202
Final mean 1814 1409 1207 <em; 1270 1287  <000)*| 1155
Meam%a  -173%  -349%  404% <0001°| 424%  -f20% 07 4713%
BL meon 650 660 65.5 (72 ] 64.5 661
Final mean %1 402 284 | 7 %3 | 36
Meam%a  -342%  -321% 500% <0001°| 389K - 51.2% <0001°| 421%
Tetal-C N=459) (N=47D (N=16%) N-472)  (N=$62) N-235)
BL mean 2609 2570 2586 %13 2513 258.5
Fisdmean 22538 1824 1754 o | 182 1.3 1558
Mem%a  -124% -A7%  -315%  000° | ™ .pI% 00’ | 3esx
ApeB BN=d55) (N~}  (N=465) N-d68)  (N=I55) N-229)
BL mean 146.2 M50 M6.1 7.1 5.0 1460
Fimmeam 1221 9.1 920 o 9 0.7 836
Meam%a  -156%  3L1%  -363%  <000®| asex e ot | ux
MCRP (Ned5T)  (N=d7l)  (N=iB]) N-470)  (N-45D) N-231)
BL mean 0.52 047 053 ass 059 043
Fisal mean 053 037 04t o on 034
Mean%3  814%  240%  130%  gepb | 78K 02 | OI%

2 ABT.13S in combinstion with suatia vs. ABT-135 mosotherapy

b. ABT-335 in combination with statia vs. corresponding statin mosotherapy

-27%

The following is a summary of the ranked seeondary efficacy analyses:
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Table 6.1.6.G. Summary of Analyses of Ranked Secondary Efficacy Variables (Controlled

Studies Analysis Set)
ABT-335 + low dose statin ABT-335 + moderate dose stalin
Statistically © Statistically
Vartahle Coemparison p-value SW p-value Sigaificant
Non-HDL-C  ABT-335 combiaation vs.  <0.001 X < 0.001 X
_ ABT-335 monotherapy
Non-HDL-C ABT-335combination vs. < 0.001 X 0.710
statia monotheragy
VLDL-C ABT-335 combinatioa vs. < 0.001 X < 0.001
statin monotherapy
Tetal-C ABT-335 combinatioa vs. < 0.001 X 0.093
statin monotherapy
ApoB ABT-335 combination vs. < 0.001 X 0.817
statin monotherapy
WsCRP ABT-335 combisatioa vs.  0.603 0622

The analysis of mean percent change in hsCRP is difficult to interpret due to the highly skewed
distribution of values, with one or more subjects in each treatment group demonstrating an
increase > 1000%. Therefore, the sponsor conducted a post hoc nonparametric analysis to
compare treatment groups. Both combination therapy groups demonstrated significantly larger
median percent decreases in hsCRP than the corresponding rosuvastatin monotherapy group.
The median percent change from baseline to the Final Visit in hsCRP in the individual controlied
studies and the Controlled Studies Analysis Set, is presented in Tables 6.1 6.Hmd61.6.l,

respectively.
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Table 6.1.6.H. Median Percent Chmge' from Baseline to Final Value in hsCRP in Studies M05-
748, M05-749, and M05-750

Bl swdem !8 428 034 028 an a4

Bl sndan m O.II 0.25 033 LF &3

mvmh;mmsmmmmuauamam
3. ABT-335 in combisation with statle vs. comesponding ssatis monetherapy.

Table 6.1.6.1. MedeemmChmgefromBmlmeme ValuemhsCRP (Controlled
Studies Analysis Set)

BL Median
% A3 09 3% 0.009

‘Nose: Pmmuamumsmwm:mmwﬂﬂ&km;sﬁu
a mmumm:wnmmm

Comment: It is unclear if the outliers skewing the mean results are artifactual or real;
regardiess, this reviewer found the sponsor’s updated analysis using the median percent
change to be helpful - the results appear te be s more meaniagful description of the CRP
data. It is reassuring that the combination is nearly the ABT-335 and statin

monotherapies’ resuits combined.

Explomtory Apalyses

Blood draws for exploratory parameters were conducted at baseline and on the Week 12
Final/Discontinuation Visit: apoAl, apoCIlll, adiponectin, and LpPLA2. The results of the
exploratory efficacy analyses were generaily consistent in each of the three double-blind studies.
In each study, mean percent increases from baseline were observed in apoAl and mean percent
decreases from baseline were observed in ApoCHI and LpPLA2 throughout the treatment period.
Increases in apoAl and decreases in LpPLA2 were greatest in Study M05-748 (rosuvastatin),
while decreases in apoCII were greatest in Study M0S-750 (atorvastatin). A summary of the
mean percent change from baseline to final value in the exploratory efficacy parameters with
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ABT-335 in combination with low-dose statins and moderate-dose statins is presented for each
double-blind study in Table 6.1.6.J (M05-748), Table 6.1.6.K (M05-749), and Table 6.1.6.L

(M05-750), and for all the studies pooled (Table 6.1.6.M).

Table 6.1.6.J. Mean Percent Change from Baseline to the Final Value in ApoAl, ApoCIII,

Adiponectin, and LpPLA2 in Study M05-748

By ABTIS. Wug ARIIS. By

, ABTII rmewva 10mgresuva pvalue | reswvs 2mgrouma pvalue | seswva
ApeAl
B meas 1429 1403 1401 ML e 1427
Final mean 1548 1409 1339 a;a} 1509 1854 0. 1483
Mean% 3 9.9% 74% 1% - 0 3% % 083k’ | im
S —— " o - a
ApeCll
Bl mese 179 189 190 100 186 173
Final meas 123 162 127 aou‘. 160 123 oxz’. 146
Man%a  -233%  -1LO%  -308% <0001 -J21% - -262% <0001 ] -147%
Adipeneciin .
Bl meas 38702 64 eans 30308 61387 58865
Final meaa 56034 53400 5396 @925 | 54207 5182 um‘: 51653
Men% 3 16% 03% L 09 | aax s ean® |nix
LpPLA2
BL mean 287 %19 266 s 713 2793
Final mean 240 2220 207 <¢mf 12 m2 <w‘ 200.1
Mean% & 42% 1% T4 : AT X 0085 | -22.1%
Tote: Povalue frorm 30 ANCOVA with corresponding basel e lipid valer s the covariote and effects for et
group, disbetic staus, screening TG level, and interaction of disbetic stams by screening TG level.

a  ABT-135 W combisation whh sttin vs. ART-333 monotherapy
b, ABT-335 n combisxtion with statin vs. conespoading stain monetherapy
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Table 6.1.6.K. Mean Percent Change from Baseline to the Final Value in ApoAl, ApoClIIl,
Adiponectin, and LpPLA2 in Study M05-749

ABT-218 ABT-325 +
Wmg +Wng dmg ¥ng Wmg

ABT335 simva simva pvilm | sieva siea  pviue | sieva
Apehl
BL mese u3 e MM 1409 23 M6
Final mean o8 MS4 1503 166 532 ais?” | 1ae
Men % a S 1% L% ee 1% s oo | 1
ApeClHI ‘
Bl meas 17 189 194 187 13 183

Final mean 137 162 123 o.m’. 15.1 122 a01* 150
Monxa  B4%  teox 26k ool aewm  x <o’ | ierx

Adipenectia .
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Pralmes 5328 54708 57040 ag 541 am2s  oss® | seres
Mean% 4 6% 82X 2% 02 93% 2% omd | am
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Mean% 3 60%  03% -14% 00| 21k 2% oo 137%
Note: P-value from an ANCOVA with ceresponding baseline lipid vakae s the covariate and effects for weatment
group. diabetic stanss, screening TC level. and interaction of disbetic status by screening TG fevel.

3 ABT-335 incombisatien with siatin vs. ABT-335 mesotberapy

b ABT-313 n combisatien with statin vs. comespoading stuis monctheragy
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Table 6.1.6.L. Mean Percent Change from Baseline to the Final Value in ApoAl, ApoCIIl,
Adiponectin, and LpPLA2 in Study M05-750

ABT-235 + ABT-228 »
Wmg Dmg Hmg t 2" Neg

ABT-23S  atesva aterva  pvale | aerva werva  pvalue | ueeva
Aperl
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a  ABT-335 ncomblaation whh staie vs. ABT-335 mesothesapy

b ABT-333 in combisation with st vs. comespoading st monstherapy

Table 6.1.6.M. Mean Percent Change from Baseline to the Final Value in ApoAl, ApoCIIl,
Adiponectin, and LpPLA2 (Controlled Studies Analysis Set)

BaifsecBastie

Lmen 765 2046 2023 Al mr Tas | P3¢
Feslwes 2084 297 urs  <OWFH 2m3  2m0 <O | e
Now: Povalae foom 3 ANCOVA with cormspending Spid valae 20 the covarinte sd effects for oesmuns
grony, disbotic swnn. screening TG tevel. and intessction of disbetie stemss by screening TG lowd.

2 ABT-333 incombineton with sutis vs. ABT-315 manotheragy

b ABT-333 incombinetion with satle vs. comesponding statin mesothengy

Comments: The directional mean percent change with these exploratory variables is not
always counsistent with the baseline vs. visit mean; this may be becanse of drop-outs or lack
of sample. Overall, the ABT-335 groups (monotherapy and combination therapy) increase
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ApoAl (associated with HDL-C), decrease ApoCIII (associated with VLDL-C and TG
metabolism), and increase LpPLA2 (a marker of inflammation). These studies were not
designed to test these hypotheses, however, and it is unclear which is most important for
prediction of risk or benefit of treatment. Therefore, the clinical significance of the adverse
mesn change with ABT-335 treatment on LpPLA2, for example, is unknown.

At selected sites in each double-blind study, samples were collected for NMR LipoProfile®
testing, which quantifies the number of atherogenic particles. According to the sponsor, low-
density lipoprotein particle number (LDL-P) and very-low-density lipoprotein particle number
(VLDL-P) are the most representative measures of atherogenicity and potential predictors of
cardiovascular risk. Research has demonstrated that large, more buoyant LDL particles are less
atherogenic than small LDL particles'™'*!4!31617,

Comment: Several of the references on this topic (provided by the sponsor) indicate that
the predictive value of LDL particle size is diminished when taking into account other lipid
findings. For example, Blake'? found that the predictive value of LDL particle
concentration (NMR) was not substantively different from that of TC:HDL-C ratio and
was less than that of CRP. El Harchaoui® noted that while in individuals with moderately
elevated LDL-C, LDL-P was related to CAD on top of Framingham Heart Score as well as
after adjusting for LDL-C, but the additional value of LDL-P was comparable to non-
HDL-C, and it was abolished after adjusting for TG and HDL-C.

In all three double-blind, controlied studies, greater mean percent increases in LDL particle size
were observed in the ABT-335 monotherapy group and both combination therapy groups than in
the statin monotherapy groups. Because the conclusions are similar in the three studies, only the
results of the controlled studies combined are presented below.

12 Blake GJ, Otvos JD, Rifai N, Ridker PM. Low-density lipoprotein particle concentration and size as determined
by nuclear magnetic resonance spectroscopy as predictors of cardiovascular disease in women. Circulation.
2002;106:1930-1937. ] _

13 El Harchaoui K, van der Steeg WA, Stroes ES, Kuivenhoven JA, Otves JD, Warcham NJ, et al. Value of low-
density lipoprotein particle number and size as predictors of coronary artery disease in apparently healthy men and
women. J Am College Cardio. 2007;49:547.553.

14 Otves JD, Collins D, Freedman DS, Shalaurova I, Schaefer EJ, McNemara JR, et al. Low-density lipoprotein and
high-density lipoprotein particle subclasses predict coronary events and are favorably changed by gemfibrozil
therapy in the Veterans Affairs High-Density Lipogrotein Intervention Trial. Circulation. 2006;113:1556-1563.

15 Kuller L, Ameld A, Tracy R, Otvos J, Burke G, Psaty B, et al. Nuclear magnetic resonance spectroscopy of
lipopeoteins and risk of coronary heart discase in the cardiovascular health study. Arterioscler Thromb Vasc Biol.
2002;22:1175-1180. .
16 Mors 8, Szklo M, Otvos JD, Gresnland P, Psaty BM, Goff DC, et al. LDL pasticle subclasses, LDL particle size,
and carotid atherosclerosis in the Multi-Ethnic Study of Atherosclerosis (MESA). Atherosclerosis. 2002;192:211-
217
lnmns,mmm,rmmmammmm,mmwm
to progression of coronary artery disease in the Pravastatin Limitation of Atherosclerosis in the Coronary Arteries
(PLAC-) Trisl. Am J Cardiol. 2002;90:89-94. :
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Table 6.1.6.N. Mean Percent Change from Baseline to the Final Value in LDL Particle Number,
VLDL Particle Number, VLDL Triglycerides, and LDL Particle Size Using NMR (Controlled
Studies Analysis Set - Subset of Randomized Subjects)

The sponsor conducted analyses evaluating the proportion of subjects meeting National
Cholesterol Education Program (NCEP) Adult Treatment Pancl (ATP) I goals for LDL-C and
non-HDL-C. Across all risk categories in all three double-blind, controlled studies, higher
proportions of subjects in each statin monotherapy group than in the corresponding combination
therapy group achieved NCEP ATP III goals for LDL-C. In general, higher or similar
proportions of subjects in each combination therapy group as in the corresponding statin
monotherapy group achieved NCEP ATP I non-HDL-C goals and goals for both LDL-C and
non-HDL-C. In Study M05-750, a higher proportion of subjects in the 20 mg atorvastatin
monotherapy group than in the ABT-335 in combination with 20 mg atorvastatin group achieved
NCEP ATP 1l goals for both LDL-C and non-HDL-C, with similar proportions of subjects in the
40 mg atorvastatin monotherapy and ABT-335 in combination with 40 mg atorvastatin groups
achieving both goals. These findings are presented in Table 6.1.6.0. This reviewer
supplemented these analyses with an exploratory evaluation of the achievement of clinically
meaningful categorical targets for LDL-C, HDL-C, TG, and non-HDL-C. The results follow in
descriptive tables below.
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Table 6.1.6.0. Number and Percentage of Subjects Meeting National Cholesterol Education
Program Aduit Treatment Panel Guideline LDL-C and Non-HDL-C Goals at the Final Visit in
Studies M05-748, M05-749, and M05-750

Goul ’ Subjects 2t Goal at Final Visit oN (X) A
‘ ABF.335 ABT-335 +
MO5-748 ABT-335  10mgroswva ltq_g-n tggm 20 mg roswva C-!num

LDLC 50223 260) 216244 @85 19623241 218241 (05) 1997231 BL8) 110120 ALT)
maHDLC ~ 60/226(305) 185246752 00237 @i8 U5 19V ELY 10M121 (86.8)
LDL-Cand 48223200 1882430741 186220 190241 (7AF) 1TV (1.5 103120 25.8)

ABT-335 +» © ABR-335+
Mes-749 ABT-33 20 mgsimva Wngsisna  mgsimva 4 mgsimva 30 mg simna.

LDLC  IX07(308) 70/116603) GII00(569 T/106(7LN) TWID (642) 4455 (3a®)
nonHDLC  3W108(3L5 SWI6M3D SWI00(541) 6M106(604) TUI0 66D 4055 (T2T)
LDLCand 30107 (2800 4¥116(40.4) 52109477 6U/106(57.5 64/100 60.6)  39/56 (70.9)

ABT-335 + ' ABT-335 +

MeS-750 ABT-338 20 mg atorva ,,2.,1*!‘3 40 mg atorva ﬂ-,_,nun 88 mg alerva
LDLC UBMRAD  WINPOG T09T(72) S84 606 (TLY 4450 (88E)

rondiDL-C  2308(232) TWIM(60) 739845 T0E(7L) T2 (66 40450 (30.0)

LDLC and 1607 (165 7910472 619729 685(TIS)  STAM@LY 4050 (809

W = mamber of s e g /oo et of Subiers B ovatt goony i do

Comment: In most cases, 2 higher proportion of subjects achieved goal with the next
highest dose statin monotherapy than the preceding combiaation therapy, suggesting that
it may be preferable in some cases to maximize statin therapy prior to adding ABT-335 in
order to achieve NCEP goals. This is somewhat speculstion, however, because the study
was not conducted to answer that specific question. Furthermore, because noa-HDL-C
encompasses LDL-C, it is not reflecting beneficial changes to TG, a target when adding
fibrate to statin therapy. These findings are consistent with this reviewer’s categorical
summaries, below."" The comparatively low proportion of subjects meeting LDL-C and
non-HDL-C goals with ABT-335 monotherapy is noted (16.5-28%).

Table 6.1.6.P. Categorical results for LDL-C at 12 weeks, Study M0S-748

SR

18 Note: These results are based o this reviewer’s exploration of the datasets, and should not be interpreted to be
rigorous analyses.
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Table 6.1.6.Q. Categorical results for LDL-C at 12 weeks, Study M05-749
N Dmnsmmz lt.ﬁi.sm-.m. [Lm.sii-yn.
L]
107 | 33 (30,4 3(13)
109] n‘%(n 34 (31, a(gg)
08 7) :'1"‘;_4__@':!&'9 o 2(19)
79"‘?: 67.2

5] 78673 %93 ‘ 4&;_%
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S| a8813) ~3(673) am B)

Table 6.1.6.R. Categorical results for LDL-C at 12 weeks, Study M05-750

[N [ECDL<130 mg/dl. |LDL< 106 mg/dl. |LDL < 70 mg/dL
qu E 5%1 L (%)

97 | 20(20.6) , 1% 0(0)
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% 3(36. 35(37 703
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50 46(92.0) 3860 | mm

Table 6.1.6.S. Categorical results for HDL-C at 12 weeks, Study M05-748




Table 6.1.6.U. Categorical results for HDL-C at 12 weeks, Study M05-750
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Table 6.1.6.V. Categorical results for TG at 12 weeks, Study M035-748
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Table 6.1.6.X. Categorical results for TG at 12 weeks, Study M05-750
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Table 6.1.6.Y. Categorical results for non-HDL-C at 12 weeks, Study M05-748

Non-HDL< 160 |New-HDLS130  |Now-HDL S 100
mg/dL mg/dL mg/dL
»{(% ) %)
77 (35.0) 21(9.6) 1(0.5)
3 59(263
193 (86. f (74. 67 (29.8)
190 (19.8) L;é(_'(_?g 3 31 (13, ,
210(39.0) 166 (70 ‘ 'es"'"‘;' a‘% ——
104 (90.4) 90(783) 53.9 |

Table 6.1.6.Z. Categorical results for non-HDL-C at 12 weeks, Study M05-749

N [Nes-HDL s 160 Non-HDL < 130 [Nu-ﬁl.s 100
my/dL mg/dL mg/dL
(% ) n(%)
07 34(31.8) 10(94 0(0)
041 69 (66, . 34(32.7) 9(8.7
04 82(789) | a4(423) 76
4 _38(50.9) y_(%z_; . )
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Table 6.1.6.AA. Categorml results for non-HDL-C at 12 weeks, Study M05-750
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e gical studies have been found to correlate with cardiovascular risk. lnpmmhrtwo
wm(mm"wmmnﬂmwwmmmmma
high apoB and apoAl ratio and an increased risk of fatal MI and acute M, respectively.?!
However, an analysis of data from the Framingham study” demonstrated that total
cholesterol:HDL-C ratio, LDL-C:HDL-C ratio, and apo B:apo A-I ratio were all positively

19 Walldius G, et al. High apolipoprotein B, low apelipoprotsin A-1, and improvement in the prediction of fatal
myocardial infarction (AMORIS study): a prospective study. Lancet 2001;158:2026-2033.

20 Yusuf S, et al. Effect of potentiaily modifiable risk factors associated with myecardial infarction in 52 countries
(the INTERHEART stady): case-control study. Lancet 2004;364:937--952.

21 Wialldius G and Junger I. Rationale for using apolipoprotein B and apolipoprotein A-l as indicators of cardiac
risk and as targets for lipid-lowering therapy. Eur Heart J 200S. 26(3):210-2.

22 Ingelsson E, et al. Clinical Utility of Different Lipid Measures for Prediction of Coronary Heast Disesse in Men
and Women. JAMA 2007. 298(7):776-85.
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associated with CHD risk of approximately the same magnitude and statistical significance as
non-HDL-C in that cohort.

Table 6.1.6.BB. Mean Percent Change from Baseline to the Final Value between Combination

Therapy and the Corresponding Monotherapy Group in Ratios of the Lipid Parameters
(Controlled Studies Analysis Set)

Bim h 8 8 el 21 ew]
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Comment: These ratios reflect what is seen with the individual lipid and lipoprotein
parameters. The moderate-dose combination therapy was notably not different than

moderate-dose statin monotherapy in the apoB:apoAl ratio, an apparent predictor of MI
independent of LDL-C*' (aithough this is somewhat controversial).

6.1.7 Subpopulations
Baseline TG

Based on an ANCOVA with the corresponding baseline value as the covariate and with effects
on primary endpoints for treatment group, baseline TG level and the treatment group by baseline
TG level interaction, a statistically significant treatment by baseline TG level interaction was
observed for mean percent change in LDL-C (p = 0.012). No statisticaily significant interactions
by bascline TG level were observed for mean percent change in the secondary efficacy
parameters.

In the integrated study population, approximately 32% of subjects had bascline TG levels <200

mg/dL and 68% of subjects had baseline TG levels > 200 mg/dL. For subjects with baseline TG
<200 mg/dL and subjects with baseline TG > 200 mg/dL, results were consistent with the



overall efficacy results, with greater mean percent increases in HDL-C and decreases in TG and
LDL-C observed in both combination therapy groups than in the corresponding monotherapy
groups for all three primary comparisons; that is, for HDL-C and TG: combination vs.
monotherapy statin and for LDL-C: combination vs. ABT-335 monotherapy.

ABT-335 in combination with low-dose statins and moderate-dose statins resulted in a greater
treatment cffect on TG among subjects with baseline TG levels > 200 mg/dL (-51.3% and -
49.9%, respectively) than among subjects with baseline TG levels < 200 mg/dL (-28.5% and -
28.7%, respectively). Both doses of combination therapy also resulted in a greater treatment
effect on HDL-C among subjects with baseline TG levels> 200 mg/dL (19.9% and 19.0%,
respectively) than those with TG levels < 200 mg/dL (14.3% each). Conversely, ABT-335 in
combination with low-dose statins and moderate-dose statins resulted in a greater treatment
effect on LDL-C among subjects with bascline TG levels <200 mg/dL (-39.4% and -40.9%,
respectively) than among subjects with TG levels > 200 mg/dL (-30.2% and -31.9%,
respectively).

Comment: LDL-lowering with ABT-335 in subjects with BL TG > 200 mg/dL was
negligible (-1.9%). Furthermore, TG lowering in this group was similar to the high dose
statin (-38.2% and -38.8%, respectively). HDL-raising was greater in the ABT-335 groups
as compared to any of the statin monotherapy groups. Findings in the individual studies
were similar (data not shown).
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Table 6.1.7.A. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C by Baseline TG (Controlled Studies Analysis Set)

-
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Note: P-vakse from an ANCOVA with corresporling baselise liphd value a8 the covariate and effects for
treatment group. diabetic stanss, screening TG level. and interaciion of diabetic statiss by screening TG
level.

a  ABY-335 in combination with statin vs. corvesponding statin monowherapy

b. ABT-335 ia combination with statia vs. ABT-335 monotherapy

The Tricor (fenofibrate) label describes the effects of LDL-C in patients with Fredrickson Types
IV and V hyperlipidemia; specifically, that there is a mean increase in LDL-C in patients with
TG 500-1500 with Tricor treatment. This reviewer conducted an analysis of LDL-C and TG
change with a baseline TG cutoff of 500 mg/dL"*;
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Table 6.1.7.B. LDL-C and TG Percent Change by Baseline TG Cutoff of 500 mg/dL

——

ABT-335 | Low-dose | ABT-335+low- | Moderate-dose | ABT-335 + mederate | High-dose
statin dose statin statin dose statin statin _
BL TG <300 -

N 3% T 05 — 43 212
"LDL % change 71(190) | -33.0(180) | -33.3 (19.0) 41.0(162) -33.0 (18.0) 46.3 (15.8)
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h@) - e " >
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| (SD) _ |

Comment: The primary goal of fibrate therapy in patients with baseline TG 2 500 mg/dL
is prevention of pancreatitis,” therefore, in certain patients the LDL-C is of secondary
importance. Adding statin to the lipid regimen in these patients does improve LDL-C
(decrease of 10-12%), although not as much as monotherapy statin would. Clearly, ABT-

335 is very effective for TG-lowering in this subset as monotherapy, and particularly in

combination with moderate-dose statin. Interestingly, TG-lowering with ABT-335 was
only slightly better than high-dose statin in the subset of subjects with the highest baseline
TG. Monotherapy with ABT-335 seems to be a less advantageous option than in
combination with a statin, even in the group with TG > 500 mg/dL. Patients with TG > 200

mg/dL (as described in Table 6.1.8.A), get the most benefit from combination therapy in

triglycerides (50-51% with combination therapy vs. a maximum decrease of 38-39% with

ABT-33S5 or the highest dose of statin monotherapy). .

Baseline LDL-C

In order to get efficacy

baseline LDL-C > 160 mg/dL was evaluated. The results are demonstrated in Table 6.1.7.C.

resuits that could be compared with the fenofibrate label, a subgroup of

23 We3mwdhmmﬁﬂnmwmmmmm
on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel I1I). JAMA.

2001;285 (19):2486-97.
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Table 6.1.7.C. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and LDL-
C by Baseline LDL-C (Controlled Studies Analysis Set)

Na22B) G2  Ph2d Na208 G2 ey

HDLC Bimes 378 372 %8 73 n: %8
Mea®%a I77% I 1 LR I e’ 7
m 309 m W2 GeND N=19)

T Bl swas 044 .3 0 NS k¢ ¥ 2008
Moss%a 236 167N 53K _gop® | 12% 423K _ got| 308%

LDLC Blmwes 1349 13484 1341 1354 8B 1333
Maa%a 12% -22% -2% g < -29%
FEI0D (eI Nateh \ 81) =3

HDLC BlLowes 23 405 »s %4 k4 04
Man®a W88 TN MIN ge]| O% I e’ 87
[T T YT Wei08 (N1 =2

T Bl swan 2540 9 24882 860 2483 %32
Muaka 287  -A72% -@6% _gont| -BIN  -HO%  gomt| 201%
[T vy i 'ot-""ﬁ"'""& =)

LDLC BLuom 179 188 1926 1903 %6 18792
, Mm% 1235 40N -0T% e | W e -300%
Fote: Povalue fioman ANCOVA whih coneapoaiing baseiine Rgid vales % e comer e 2o effocts for reatmenn

Grovp. dabetic sistas, sceening TG lovel and laseraction of diabetic statws by scoming 7C levet
2 ART-235 ia conbisstion with staia vs. corresponding statin monetherapy
& ABT-335 in combisation with statie vs. ABT-335 monoshesapy

Comment: LDL-C efficacy with all groups, but particularly with ABT-335 monotherapy,
was better in the subgroup of subjects with LDL-C > 160 mg/dL. The perceat change of -
13.5% is still less than the ~ -20% in Fredrickson’s Type [Ib subjects described in the
fenofibrate label; although there was no placebo group in these studies. LDL-lowering
with ABT-335 monotherapy is greatest when TG are takes into account; i.e., a
Fredricksona’s Type Ila profile of LDL-C > 160 and TG < 200 mg/dL: mean change = -16%
(reviewer’s amalysis). The studies supporting original approval of Tricor defined Type [la
as LDL > 160 mg/dL and TG < 150 mg/dL, a group that was excluded (by TG) in the
studies supporting this NDA. Additionally, it is unknown how undescribed baseline and
other mitigating factors such as dict may have piayed a role in the LDL-lowering
discrepancy. It should be noted that the FIELD study® studied patients with diabetes and a
lower baseline LDL-C (~113 mg/dL); fenofibrate demonsirated s decrease of 12% at 4
months and 1 year in LDL-C. A published study’ of patients with diabetes (baseline LDL-
C ~135 mg/dL) evaluating inflammatory and lipid markers with trestment with
fenofibrate, simvastatin, and the combination, demonstrated 2 % LDL-C change of -5.6 in
the fenofibrate group, similar to the ABT-335 group in the controlled studies.

The combination groups demonstrated LDL-lowering similar to the statin monotherapy
growps in the subset of patients with higher baseline LDL-C. However, the highest dose of

24 Mublestein JB, et al. The Reduction of Inflammatory Biomarkers by Statin, Fibeate, and Combination Therapy
Among Disbetic Patients With Mixed Dyslipidemia: The DIACOR (Disbetes and Combined Lipid Therapy
Regimen) Study. J Am Coll Cardiol 2006:48:396-401.
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statin demonstrated the greatest LDL-lowering im cither subset. Labéling should reinforce
the notion that maximizing statins for lipid goals is advised prior to considering adding on
ABT-335. :

o

The integrated study population included 1393 (51.6%) females and 1305 (48.4%) males. The

sponsor concludes that for both females and males, results were consistent with the overall

efficacy results, and in general, greater mean percent changes were observed in the primary
efficacy variables among females than among males. .

Table 6.1.7.D. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C by Gender (Controlled Studies Analysis Set)
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Comment: Efficacy overall is somewhat better in females than males, but this is

particularly noted in the groups treated with ABT-335. Females in these controlled studies
had higher baseline LDL-C and lower baseline TG.
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Age

The integrated study population included 2207 (81.8%) subjects < 63 years of age and 491
(18.2%) subjects 2 65 years of age. Results by age group were consistent with the overall
primary efficacy results. In general, greater mean percent changes were obscrved in the primary
efficacy variables among subjects > 65 years of age than subjects < 65 years of age.

Table 6.1.7.E. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and LDL-
C by Age (Controlled Studies Analysis Set)
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Race

The integrated study population included 2497 (92.6%) subjects who were White, 126 (4.7%)
subjects who were Black, and 75 (2.8%) who were of other races (e.g., Asian, multiracial, or
American Indian/Alaska native).

Comment: This reviewer agrees that too few subjects were Black and of other races to
make meaningful conclusions regarding treatment effects in these races, although Black
subjects treated with ABT-335 appeared to have less of 3 TG-lowering as compared to the
other race groups (32.2%, White; -8.3%, Black; -21.2%, Other).



Ethnicity

In the integrated study population, 267 (9.9%) subjects were Hispanic and 2431 (90.1%) subjects
were non-Hispanic. For both Hispanic subjects and non-Hispanic subjects, greater mean percent
increases in HDL-C and decreases in TG and LDL-C were observed in both combination therapy
groups than in the corresponding monotherapy groups for all three primary comparisons.
Although too few subjects were Hispanic to make meaningful conclusions regarding treatment
effects in this ethnic group, efficacy results were consistent with the overall results, without any
clear pattern of reduced or greater treatment effect for either Hispanic or non-Hispanic subjects.

Diabetic Status

~ In the integrated study population, approximately 22% were diabetic and 78% were non-diabetic.
Results by diabetic status were consistent with the overall efficacy resuits for all three primary
comparisons. In general, the treatment effect of both doses of combination therapy was similar
among diabetics and non-diabetics. -

Table 6.1.7.F. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and LDL-
C by Diabetic Status as Reported in Medical History (Controlled Studies Analysis Set)
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‘Comment: It is noted that subjects with and without diabetes had similar baseline lipids in
these studies, which is probably more likely to impact ABT-335 efficacy, than diabetes per
se.

6.1.8 Analysis of Clinical Information Relevant to Dosing Recommendations

The data for ABT-335 in this application only describe the 135 mg dose, and therefore, clinical
information relevant to dosing recommendations was that of the statins, for which a low dose
(rosuvastatin 10 mg, simvastatin 20 mg, and atorvastatin 20 mg) and a mid dose (rosuvastatin 20
mg, simvastatin 40 mg, and atorvastatin 40 mg) were combined with ABT-335. The following
table, repeated from Section 6.1.5, suggests that the low-and mid-dose statins in comparison with
ABT-33S5 resulted in similar primary lipid changes, although formal comparisons were not
conducted.

Table 6.1.8.A. Mean Percent Change from Baseline to the Final Value in HDL-C, TG, and
LDL-C with Combination Therapy in Studies M05-748, M05-749, and M05-750

 MO5-748 " MO5-749 ; MO05-750
ABT-335+ ABT-335+ | ABT-135+ ABT-335+ | ABT-335+ ABT-335+
10 mg rosuva 20 mg rosuva] 20 mgsimva  40.mg simva | 20 mg atorva 40 mg atorva

Mean%a  20.3% 19.0% 17.8% 18.9% 13.9% 125%
y {4
Mean%a  -47.1% -£2.9% -37.4% -427% -438% -400%
LDL-C
Mean%a  -312%  -388% -24.0% -253% | -338% -35.5%

Comment: These data suggest that the lowest dose statin needed to achieve goal lipid
concentrations should be used in combination with ABT-335, because on average there was
not much added benefit with use of the higher dose statin combination, at least for the
three primary lipid parameters. It is unfortunate that ABT-335 was not studied in
combination with high-dose statia.

* 6.1.9 Discussion of Persistence of Efficacy and/or Tolerance Effects

Persistence of efficacy is best described by the M035-758 extension trial, the results of which
were discussed in detail in the subsections above.

Mean lipid values after 52 weeks of treatment (12 weeks of double-blind treatment in Studies
MO05-748, M05-749, and M05-750 and 40 weeks of open-label treastment in Study M03-758)
were similar. Mean final values for LDL-C ranged from 87 to 94 mg/dL., those for HDL-C
ranged from 46 10 48 mg/dL, those for TG ranged from 129 to 138 mg/dL, those for non-HDL-C
ranged from 111 to 121 mg/dL, and those for ApoB ranged from 78 to 83 mg/dL.

The sponsor provided the following figures, which display mean values of HDL-C, TG, LDL-C,
non-HDL-C, MApoBmﬁwvmmdymmuﬁwlzmdmmmmsz
weeks of treatment; the mean beseline value is indicated by the reference line.



Figure 6.1.9.A. Mean Values for HDL-C after 12 Weeks of Double-blind Treatment and after 52
Total Weeks of Treatment
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Figure 6.1.9.B. Mean Values for HDL-C after 12 Weéeks of Double-blind Treatment and after 52
Total Weeks of Treatment
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Figure 6.1.9.C. Mean Values for LDL-C after 12 Weeks of Double-blind Treatment and after 52
Total Weeks of Treatment
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Figure 6.1.9.D. Mean Values for Non-HDL-C after 12 Weeks of Double-blind Treatment and
after 52 Total Weeks of Treatment
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