Comment: Eveats of ‘liver fanction test abnormal’ again referred to transaminase
clevation and did not include any instances of hyperbilirubinemia.

. Study M0S-758

A total of 246 (1 1.2%).mbjects had adverse events leading to discontinuation. These events are
presented below with the All Combination Therapy Analysis Set in Table 7.3.3.F.

Overall

In the controlled studies, overall, discontinuations were somewhat higher in the treatment arms
that included ABT-335 than in the statin groups, particularly the low-dose statin group. This
difference is particularly seen in the ‘Investigations’ SOC, in which more subjects randomized to
ABT-335 were discontinued for increased ALT and AST events than in the statin groups. A
Otherwise, there is no clear pattern of discontinuations in the 12 weeks of randomized controlled
testing.

Table 7.3.3.E. Adverse Events Leading to Discontinuation Reported for at Least Two Subjects
Overall and Selected Adverse Events of Interest: Controlled Phase 3 Studies
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In the All Combination Therapy Analysis Set, a total of 246 (11.2%) subjects had adverse events
leading to discontinuation: 11.6% of subjects treated with ABT-335 in combination with
rosuvastatin, 8.8% of subjects treated with ABT-335 in combination with simvastatin, and 12.6%
of subjects treated with ABT-335 in combination with atorvastatin. There is a suggestion that
fewer subjects in the ABT-335 + simvastatin group discontinued due to Preferred Terms related
to liver function test abnormalities and myalgia, and the atorvastatin group had slightly higher
discontinuations due to hepatobiliary and related investigations AEs. Hepatobiliary findings are
discussed further in Section 7.3.5.
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Table 7.3.3.F. Summary of Treatment-Emergent Adverse Events Leading to Discontinuation in
at Least Two Subjects in Any Treatment Group and All Hepatobiliary Events for the All

Combination Therapy Analysis Set
ABT-335+ | ABT-335+ | ABT-335+ Totat
rosuva simva aterva (N=2201)
(N=1136) w=soy | )
138(116) | 48 63 (12.6) 246(112)
7(06) 1 3(06) 1(0.2) 11 (0.5
2(02) 0_ 0| 20D
21(1.8) 9(1.8) 10(2.0 40(1.8)
2(04 4(02)
2(04 8(04)
2(04) $ (0
1] $ (0.2
2(0.4) § (C
[ 102) 7(03)
204) 7(03)
4(0.8) 17(0.8)
7(04) 4(02
L —
3(0.6 7(03)
2(04) 4 (0.2)
0 1(<0.1)
g <0.1)
1(02) [(<0.1)
1(<0.1)

102) |
50.0)

4(03)




ABT-335+ | ABT-338+ | ABT-338 +

) Total

rosuva simva atorva
(1180 | (=514 | (uesey | 220D
Subentansons Tiosws | 6(0.5) 2 (0.4) 4(0.8) 12 (0.5
Urticaria 2(02) 0 1(0.2) 300)
Vascular Disorders 5(04) 1(02) 3(0:6) 9(04)
Decp vein thrombosis 4(0.3) 0 1(02) 5(02)

No events of ‘liver function test abnormal’ were associated with hyperbilirubinemia.

One subject with a discontinuation due to ‘liver function test abnormal’ had concurrent
elevations of CK of 5026 U/L and thigh cramping. The investigator reported the subject had
increased activity during the event.

Table 7.3.3.G. Subject #24104 Fasting Laboratory Data

AST ALT | TotalBillrubis Creatine
Reference | Reference Reference Phesphokinase
Raage Reage Range Reference Range
DrestwemiDyy | UISUL | CULL | ML | < aeINUL
_S¢ =749) 4 31 03 [
Basaline (:03-749) 3 34 08 37
myuwm D ) ] LS
— n-r:swm) ‘ 3 = kY &
w1 3 | 8 [Y) T8
n-;amm ) T a3 R
' 'S "o %
M“W‘Sl) 36 ... 0.3 2
uqm@m.m) ] ) El 03 104
196 000sTs8) 02 19 07 L7
nqzm*mmm; g K] Y] ™™

7.3.4 Significant Adverse Events

No significant adverse events beyond deaths, discontinuations, adverse events of special interest
(Seetm?JJLmdﬁmeobmedhmedmbbaﬂory«vﬂm(Sewm742)hwbm
identified.

7.3.5 Submission Specific Primary Safety Concems

The sponsor identified three issues on which to conduct separate safety analyses: liver, muscle,
and renal findings, based on the known safety profiles of fenofibrate and statins. In order to
supplemented the sponsor’s analyses with evaluations of adverse event and laboratory datasets,
as well as review of case report forms and narratives. Studies were cvaluated individually, as
well as combined as part of the ISS to assess whether there were any statin-specific interactions.
Liver events were expanded to include biliary events as well, since there was some overlap with
hepatic events and effects on the gallbladder (cholelithiasis and cholecystitis) are also labeled
risks of fenofibrate therapy. Furthermore, this reviewer evaluated safety concemns that have
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arisen with reviews of fenofibrate studies: deep venous thrombosis and pulmonary embolus, and
Hepatobiliary Findings
Asdimsethwﬁleﬁ,mespommhedmcdmfbthepaﬁcwmbfmdmﬁnga
query using pre-specified MedDRA Preferred Terms associated with the liver (jaundice, hepatic

failure, liver function test abnormal, etc.), and combined those terms into one analysis, as
illustrated in Table 7.3.5.A:

Table 7.3.5.A. Hepatic Events, Study M05-748

10mg +l¢q 20mg +“0u3 -Nq
ABT-33%5 rosuva rosuva rosuva

(N=259) 0‘3‘12 (\‘“1; M“) (""-‘lz (N'Hl)

Hepatie Events 935 208" 126 3(;1) nen’ 209
ALT incrensed 4.5 2008 419 z(m 939 209
AST increased 30 208 sa9 109 sen’ 209
Hepatic enzyme incressed 3 (u) 0 208  1(04) 0 )

0 0 0 1(0.9) 0

L L : 2(0-5) 9 319 104 1(0.9) 1@‘2___
S sm-nywmmmash 10 mg rosuvastatin vs. 10 mg sosuvastatia, p < 0.05.
T Statistically significant difference ABT-335 + 20 mg rosuvastatin vs. 20 mg rosuvastatia, p < 0.05.

As mentioned in Section 7.2.6, there was a possibility that such a query could miss some AEs;
for example, biliary events were not included in the list of hepatic events. Additionally, the
sponsor’s analysis does not discuss individual cases of interest. Therefore, this reviewer :
searched for events in the ‘hepatobiliary’ SOC to gain more information about individual cases.
Two events from this study were listed in the ‘hepatobiliary’ SOC (the reminder of Hepatic
Events were from the ‘investigations’ SOC): these hepatobiliary PTs — jaundice and
cholelithiasis - were from the same subject (12142, ABT-335 + rosuvastatin 20 mg), and neither
was classified as an SAE. The event of jaundice was captured in the sponsor’s table above, as
well. This patient was discontinued from the study for this adverse event:

Subject 12142 (ABT-335 and rosuvastatin 20 mg) was a 44-year-old white male who
prematurely discontinued study drug on Day 78 due to jaundice. Relevant medical history
included elevated liver function, fatty infiltration of liver, anxiety, hypertension, gout,
degenerative disc disease, Mmllmwmmmmmpm
Concomitant medications at the time of the event included parace: deine phosphate. The
subjeahadaﬁpwkqwhwﬁmyofsmokm(mm)uddrnkahﬂmefm

On Day 43, the subject reported being jaundiced. Laboratory values are provided in Table
7.3.5.B. The investigator considered the event resolved as of Day 53. Study drug was-
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- discontinued on Day 78. Noﬁtﬁherinfomationregudingdiagnosﬁcwﬂuationwaspmvided
- although the dataset lists cholelithiasis occurring 12 days after the study drug was discontinued.
The investigator considered the event of jaundice to be possibly related to study drug and
cholelithiasis as not related.

Comment: These investigator attributions make little sense, as the CRF lists cholelithiasis

as the cause of the jaundice, according to the investigator. The CRF states that the

diagnosis of cholelithiasis was made by ultrasound. The bilirubin results do not reflect the
AE of jaundice.

Table 7.3.5.B. Laboratory Data, Subject 12142

Treatment | Bilirubis Reference Range 0.2- | AST Reference Range 11- AL%M‘-
Day 1.2 mg/dL, 36 UL
[ Soreening o6 % —"
Baseline _0.5 ' 27 51
B 33 r— : 5 S
_Day78 05 ' 23 46

There were no adverse events of increased total bilirubin reported in this study.

To further quantify the ALT and total bilirubin elevations (i.c., rule out Hy’s law cases) this
reviewer evaluated the safety laboratory dataset. Table 7.3.5.C, below, describes the increases in
ALT by treatment group. Onesubject(l4$22,rosuvm40mg)hadatotalbnlimbh>2x
ULNonstndydayS?(valwlSmg/dL),whnchwasnotassocmedthhmcrused
transaminases.

Table 7.3.5.C. Alanine transaminase elevations, n (%)

0 — ———
el : .
8 an_ 1o
Q %_,_ ‘
1(0.4) j
One subject’s clevation of transaminases illustrates a positive rechallenge with ABT-335:

Subject 13301 was treated with ABT-335 monotherapy. She was a 55-year-old white female
who was prematurely discontinued study drug on Day 61 due to an elevated AST and ALT.
medications at the time of the event included acetylsalicylic acid and
acetaminophen/aspirin/caffeine. The subject is a non-smoker and non-drinker.

On Day 30, the subject was reported to have an clevated AST and ALT. Laboratory values are

provided in the table below. Study drug was interrupted from Day 32 to Day 49. On Day 36, the
investigator considered the cvent of elevated AST resolved. Study drug was resumed on Day 50
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and again discontinued on Day 61. On Day 64, the investigator considered the event of elevated
ALT resolved.

Table 7.3.5.D.
Subject £1330] Fasting Laboratory Data
’ ALT
Saweing ~ 13
Bsaine 3
_ Dar30 196
Dgst , 55
)
Dgﬂu — 31

Comment: Altholgh this was a positive rechallenge, it also demonstrates resolution (or at
least improvement) upon study drug withdrawal.

The following are the sponsor’s assessment of hepatic cvents:
Table 7.3.5.E. Hepatic Events, Study M05-749

’ Tm&uyn(%)
ABT-335 ABT-338
W0mg +20mg dOmg +40mg Omg
ABT-335 <simva sisava simva simva simva

Qelly) @ell9) (-l9) (el1) (=8 (=3

Hepatic 769 108 86n 0 2% 107
ALT increased 109 0 542 0 20D 0
AST increased 0 0 1049 0 207 0
Hepatic enzyme increased 323 0 109 0 0 11D
Lives foactiontestaboomnal _ 325 109 20D 0 109 0

4 MwmmJﬁ*mqmw %ummpsow

In the sponsor’s analysis, there were four subjects who prematurely discontinued due to these

hepatic adverse events, all in the ABT-335 group (hepatic enzyme increased, hepatitis, and two
reports of liver function test abnormal).

One additional event was found by this reviewer from the ‘hepatobiliary’ SOC: Preferred Term
‘hepatitis’ in subject 23218, who was prematurely discontinued as described below.

Subject 23218 (ABT-335) was a 35-year-old white male who was prematurely discontinued from

study drug on Day 63 due to clevated AST and ALT enzymes. Relevant medical history

122



dyslipidemia. Concomitant medications at the time of the event included paracetamol. The
subject is an ex-smoker (5 pack-years) and a current light drinker.

On Day 63, the subject was reported to have clevated AST and ALT enzymes and diagnosed
with hepatitis related to medication (probably related to study drug, according to the
investigator). Laboratory values are reported in Table 7.3.5.F, below. Study drug was
discontinued on Day 63. The event was considered resolved on Day 76.

Table 7.3.5.F. Laboratory Data, Subject 23218

[_TrestmentDay |~ ALT Referemce Ramge €43 U/L | AST Reference Range 1136 UL ]
|_Screening . 103 _ ) 53
Retest _ 42 ;
[ Besclne 28 2
"Day 37 5 3
Day 57 113 59
Day 63 253 147
y 63 363 164
ey 76 120 30
Day78_ 107 40

WMM&%MW:M&:&ALTMW&MM&MMW
represents ALT elevations. No subject had a total bilirubin value > 2x ULN.

Table 7.3.5.G. Alanine transaminase clevations, n (%)

> 3x ULN % UL
0 ‘ 10
2019 0 .
[ ' [
—— . :
1(1 (%g

The one subject with ALT 2 10x ULN occurred in a subject treated with simvastatin 80 mg
monotherapy.

Study M03-730
The following are the sponsor’s assessment of hepatic events:
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Table 7.3.5.H. Hepatic Events, Study M05-750

w
ABT-338 ABT-338

MBL.@:E%_@'IM (ell0) _gin59)

MMEM ign 0 11(10.0) 109 8(73) 3(53)
ALT increased 1(09) 0 6(. 5) [ 109 ~ 236
AST increased ' 1(0.9) 0 6(5. 5) 0 1009 239
Hepatic enzyme increased 1(0.9) 0 4(3.6) 1009 5@4.5) 1(1.9)
Kmﬁcm 1(09) 0 0 0 -0 0

Lives tom ¢ 0 2438 2.8 0

# Smnuﬂym&ﬁumm-335+20umm 333mnnodnnpyp$005

$ Statistically significant difference ABT-335 + 20 mg or 40 mg atorvastatin vs. 20 mg or 40 mg
atorvastatin monotherapy, p < 0.05.

In this reviewer’s assessment of the ‘hepatobiliary’ SOC, three subjects had five events; four

eventswmbﬂmyAEsandﬂmcforcwerenotcaptmedmﬁwubleabove
¢ Subject 31053 (atorvastatin 40 mg) - bilkryeolic,whtchwasmtheranSAEnorwasﬂw
subject discontinued;

¢ Subject 34102 (ABT-335 + atorvastatin 40 mg) - cholecymumdeholehthms:s,bothm
SAEs and both led to discontinuation;

¢ Subject 34136 (ABT-335) - dnbeyﬂkisandmmmﬂwmmmm
captured in the sponsor’s table of hepatic events, above); neither events were SAEs nor was
the subject discontinued.

Subject 33086 (ABT-335 + atorvastatin 20 mg) was prematurely discontinued for elevated liver
" enzymes and demonstrated a positive rechallenge. This 60-year-old white female prematurely
discontinued study drug on Day 57 due to elevated liver enzymes. Medical history included
hypertension, sterno-clavicular joint prominence, median nail dystrophy, osteoarthritis, mixed
dyslipidemia, Chlamydia, genital herpes, degenerative disc disease of the lower back, seborrhea
of the scalp, canker sore, and obesity. Concomitant medications at the time of the event included
valacyclovir, fluocinonide, paracetamol, acetylsalicylic acid, ibuprofen, atenolol, lysine,
ketoconazole, and furosemide. The subject is an ex-smoker and a non-drinker. On Day 30, the
subject was reported to have clevated liver enzymes. On Day 32, the study drug was interrupted.
ALT, AST and alkaline phosphatase laboratory values are provided in the table below. On Day
46, the event was considered resolved. On Day 49, the study drug was restarted. On Day 57, the

subject was again reported to have clevated liver enzymes. Study drug was discontinued on Day
57. Mwm&emlmmymummmmmmmyn
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Table 7.3.5.1.

Subject #33086 Fasting Laboratory Data
. Alkaline Phosphatase
ALT Reforence Range  AST Reference Range  Reforence Range
Treatwent Day 6MUL %34 UL 31D UL
Screening k)] 2 84
Baseline 2 19 ki ]
Day 30 178 76 m
Day 39 & 30 Not perfoszced
Day 46 37 b2 Not periornsed
Day 57 170 54 157
Day 60 93 37 124
Day 78 29 2 Nos pariormed

With respect to this reviewer’s analysis of ALT and total bilirubin elevations, the following table
represents ALT elevations. One subject treated with atorvastatin 80 mg had a total bilirubin
value > 2x ULN (2.4 mg/dL) on day 57.

Table 7.3.5.J. Alanine transaminase elevations, n (%)

(0.9) _ [ 0 _
6(3.5) —l4(36) [

[ 10 0 )
6(5.5) 1(0.9) 0

qy o 0 i

Comment: In contrast to the other statin + ABT-335 combinations, it appears that the
combination of atorvastatin and ABT-335 leads to increases in ALT at a greater incidence
than cither drug alone. However, it is also noted that the incidence of ALT elevations in
the ABT-335-only group was lower in this study (0.9%) than the others (2.7-5.0%).

In the sponsor’s analysis, the percentage of subjects with hepatic adverse events in the ABT-335
+ rosuvastatin, + simvastatin, and + atorvastatin was 4.9%, combined. The percentage of
subjects experiencing hepatic adverse cvents was greatest in the ABT-335 +

atorvastatin treatment group (7.2%) compared with the ABT-335 + rosuvastatin (4.4%) and
ABT-335 + simvastatin (3.9%) treatment groups. The larger incidence seen in the ABT-335 +

atorvastatin group was driven by the relatively higher percentage of subjects with the PT ‘hepatic
enzyme increased’ in this group.

The incidence of discontinuations due to the adverse event of ALT increased was 1.0% overall

(ABT-335 + rosuvastatin, 1.3%; ABT-335 + simvastatin, 0.4%; and ABT-33$ + atorvastatin,
1.0%). The incidence of discontinuations due to the adverse event of AST increased was 0.9%
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overall (ABT-335 + rosuvastatin, 1.2%; ABT-335 + simvastatin, 0.4%; and ABT-335 +
atorvastatin, 0.8%).

The one subject each with ‘hepatic function abnormal’ and ‘jaundice’ discontinued due to these
adverse events. Adverse events of ‘hepatic enzyme increased’ and ‘liver function test abnormal’

led to discontinuation in 0.6% and 0.4% of subjects, respectively, overall. No subject
discontinued prematurely due to ‘blood bilirubin increased’ or “hepatic steatosis’.

Table 7.3.5.K. Hepatic Events, All Combination Therapy Analysis Set

Total
108(49)
ALT increased 2723 1009 HOY s1e®
Discontinunations 15013) 200.9) 5.0 2.0
AST increased 26020 9(1.9 1560.0 00Q3)
Discontinuations 1412 2(09) 4009 2009
Blood bilirubin increased 0 102 2004) 3.0

- Discontimations 0 0 0 0
Hepatic enzyme increased 807D 3(0.6) 163.) 271D
Discontinuations 4003) 0 (1.9 1306

Hepatic fmction abnormal 0 0. 1@y 1(<0D -

Discontiouations 0 0 102 1¢<0.0)
Hepatic Steatosis 10D 10D 0 2¢<0.1)

Discontimmations 0 0 0 0
Jaundice : 101 0 0 1(<01)
Discomtinmarions 1¢<0.1) 0 () 1¢<0.0)
Liver fonction test sbucrmal uay 3.0 5.0 4D
inath 20D 204 08 309

ot Eachudes data from Sendies M03.748, VID3.749, 105.7560, amd SOS.758
AE = adverse event; rosuva = 10 or 20 mg rosuvastatins, siva = 20 or 40 mg simavastating
atorva = 20 cr 40 mg stosvastatin

Events from the ‘hepatobiliary’ SOC not presented in the sponsor’s table are below, in orderto
capture the incidence of biliary events:
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Table 7.3.5.L. Biliary Adverse Events, Study M05-758

Preferred Term ABT-335 and "ABT-338 and ABT-335 and
rosuvastatin 20 mg simvastatin 40 mg atorvasiatin 40 mg
N=1136 N=S14 N=301

| Bile Duct Obsiruction 0 (02) 0

Bile Duct Stone 0 . 0

Biliary Colic 0 0 il ©02)

scystiti 2(02) 10 (02)

1202 L 0
0 (02) o
3404 13060 1306
1(0.] 0 , 0

Overall, the incidence of biliary events was low: ABT-335 + rosuvastatin [10 (0.8%)), ABT-335
+ simvastatin [5 (1.0%)], and ABT-335 + atorvastatin [4 (0.8%)].

The following table represents ALT elevations found in the datasets. A similar proportion of
subjects in each group had ALT increases > 3x ULN and > 5x ULN.

Table 7.3.5.M. Alanine transaminase elevations

The case of the one subject with the ALT > 10x ULN is presented here:

Subject 34165 (ABT-335 135 mg and atorvastatin 40 mg) was a 49-year-old white male who had
been treated with 12 weeks of ABT-335 135 mg in the M0S-750 study. Relevant medical history
included mixed dyslipidemia, sleep apnea, and impingement syndrome left shoulder.
Concomitant medications at the time of the event included meloxicam. He was a non-smoker
and non-drinker. On Day 48, the subject was hospitalized for right upper quadrant pain
accompanied with nausea and vomiting. Computed tomography of the abdomen showed
galibladder sludge and a questionable dilated common hepatic duct. Magnetic resonance
cholnpopmmogaphyshowdmdeﬁnmmmmwm visualized
portions of the common hepatic duct were within normal limits, and partially visualized portions
of the liver demonstrated no significant abnormality. An acute abdominal x-ray series showed
WlﬂcbomlmwmnmmefmyMwwm

Electrocardiogram and chest x-ray were considered to be normal. Relevant laboratory data are
provided in the table below. The subject was diagnosed with acute viral hepatitis and gallbladder
sludge. On Day 52, the subject was discharged from the hospital and the event was considered
resolved. Smdydmgwummmndwmmr:m
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Table 7.3.5.N. Subject 34165 Laboratory Data - M05-758 Study Report

Sublect 834168 Fasting Laberaterv Data
Local Lake
29 150 14 &
] 18 1.} Net ovid
318 90 30 Netpoovidad
10 3n 3.9 Napwvided
I N TN VI
sl ey L 19 Sewemerve Sewsoaccve
Teu@uysy | 53T Nepweded | e et |
The investigater considered the event of hapatitis viral to be probably not selated te study

daug bt vather to 2 history of hypeslipidemia.

Table 7.3.5.0. Subject 34165 Laboratory Data — Datasets

mirng W

Lab Test Day1 | Day31 | Day 52 | Day 55 | Day 63 | Day 70 Day
b 44|43 |4 a4 § y

hosphatase | 56 158
20 32

SEERST

SEEREF
R

I
4 @#&
1Bz
W* abat

63
TowlBiliwbin____[06 {05 1~ 1735 Tos

Comment: Itis unclear why this subject was given a diagnosis of viral hepatitis with
negative hepatitis B and C serologies - it is assumed that the subject was diagmosed with
hepatitis A, but the results of Hep A testing were not provided. It is also unclear why the
investigator considered the cvent related to a history of hyperlipidemia, since to the
knowledge of this reviewer, hyperlipidemia does not predispose to viral hepatitis. The
hyperbilirabinemia noted from blood work done at an off-site laboratory is noted (Table
73.5.N). This case did not register as a case of Hy’s law because these bilirubin values
were not in the NDA datasets. Nevertheless, it is reassuring that the study drug was
continned with resolution of the transaminitis and hyperbilivubinemia while oa therapy.

With the exception of the subject discussed above, no subject in study M05-758 had a total
bilirabin 2 2x ULN.
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A discontinuation of a subject treated with ABT-335 and simvastatin 40 mg (#23143) due to
elevated liver funtion tests (originally treated with simvastatin 40 mg monotherapy in Study
MO05-749) is presented here to describe a positive rechallenge.

This 47-year-old white female prematurely discontinued study drug on Day 97 due to elevated
liver function tests. Medical history included migraine headaches, osteoarthritis, history of
multiple fractures secondary to a motor vehicle accident, muscle spasms, partial hepatectomy
and splenectomy secondary to trauma (1979), and hyperlipidemia. Concomitant medications at

- the time of the event included pentazocine, butalbital/acetylsalicylic acid, amitriptyline,
tramadol, and tizanidine. The subject is a current cigarette smoker for 30 years (3/4 pack per
day) and a non-drinker of alcohol.

On Day 37, the subject was reported to have elevated liver function tests. Laboratory values are
provided in the table below. The study drug was interrupted for three weeks due to the elevated
liver function tests. The investigator reported that the ALT and AST had returned to normal and
the study drug was re-introduced. .

On Day 97, the study drug was discontinued due to another elevation of liver function tests. On
Day 110 (Post Treatment Day 13), the event was considered resolved.

Table 7.3.5.P.
AST ALT Total Bilicwhia
Refevence Range | Referenco Range | Refevence Range
. Treotment Doy $34UL enun | erliegd
Baseline Visit (M05-749) 19 18 j 03
_ Dey 83/Final Visit (M03-749) | 24 I 03
Day37QMOS75®) | 2 & 105 03
Day 440403.758) 106 133 | Notperformed
Day‘!lMS-‘?Sl) 28 3 Not performed
ueossy | 3 ) |92
_ naysnam-irm N 139 | Not pentormed
Dayne(lsvgsm 3 46 02

Ovenll

The sponsor prepared a table looking at hepatic events in the three randomized trials and found a
statistically significantly greater percentage of subjects in the combination therapy groups had
hepatic adverse events compared with the corresponding statin monotherapy groups (6.3% vs.
0.6% for low-dose statin and 4.5% vs. 0.8% for moderate-dose statin). The percentage of
subjects in the ABT-335 in combination with moderate-dose statin group with hepatic events
was slightly lower than that in the ABT-335 in combination with low-dose statin group (4.5% vs.
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6.3%). The ABT-335 monotherapy group had a similar percentage of events to the ABT-335 +

moderate-dose statin group (3.9% vs. 4.5%, respectively).

Comment: With the possible exception of atorvastatin (see farther discussion below), the
lz-weekdmwmulem-biuﬁonofm&ﬁ+mmhkundatﬁehwor
moderate dose level does not appear to increase the risk of hepatotoxicity.

Table 7.3.5.Q. Sponsor’s Treatment Emergent Adverse Events of Special Interest (Hepatic
Events) for the Controlled Studies Analysis Set

Aktmm
a Statistically significant diffevence between ABT-335 + low statin and low-dose statin, p < 0.05
uwm&mnnumm-sshmmuwmnow

ABT.33s | Low-dose | ABT-335+ | Modertedese | ABTS3S* |y o0,
(N=doe) | Statin low statin statin mederate | statin
(N =493) (N = 450) (N=491) @_ (N=245)

19G9) | 306 | 3163y 4(08 6024
6(12) 2(0.4) 15(3.1)° g_(%i% ' 1_2__@_5)" 4(16%
5(1.0) 02) 1 8( 0 6(12) 1(04)

4(08) | 2(04 1429 103 | 1122 a1,
3(08) lt'z'g "r‘(‘f.'i) . - ‘:((1'6')). 1(04)
7(1.4) 0 70147 2(04) 5(1.0) 2(0.8)
' EIN 10 173508 | 104

9 0 0

' _0_ 0

— )

B A Y 0__

1 (QJ) ‘ 4(0.3) 1049

0 204 1770
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Table 7.3.5.R. Sponsor’s Treatment Emergent Adverse Events of Special Interest (Hepatic
Events — Changes in Laboratory Tests) for the Controlled Studies Analysis Set

ABT.33s | Lowdose | ABT-335+ | Moderate-dose ABT-338 + High-dose
. statin | low statin statin moderate | e
(N = 490) statin
(N =493) (N = 490) (N =491) (N=245)
- - : : (N = 489)
, — — ‘
Changes in '
Cn 1867 | 306 31 (63) 4(03) 21(43) 6(2.4)
edto 8 2 1 1 o 2
Met ALT or AST 9 0 | i o 3 2

Table 7.3.5.S. Number of Subjects Meeting Criteria After Baseline for Chemistry Values of
Special Interest for the Controlled Studies Analysis Set: ALT and AST

‘ . ABT-36+
Lew-dose
a Par e :\l!{.!l« Moderasw- ’ Highrdese

ALT > 5 x ULN on any '
oceasion 92 (AN 0484 kin 136 0480 SNRALD 22809)
ALT=3xUlNom

Jcomecutive ocemsians 9472 (19) 0484 $479(1.3) o380 &32(1.3) 2B
AST>5x ULN enamy X

ooeasion 1412000 0484 14190 0:480 WO 123809
AST>3xULNeu

loomenutive cccmsians 142000 0484 X494 0480 247208 L300

et mummwmmmumm )
Nete Bazaline was defimed 25 the Iast value betore the first dese of study dmg.
2 Tomeet FCS crismia, value had to be move extreme thian the baseline valus.

Comment: The highest ALT values (U/L) from any individual patient with ALT values >
5x ULN, are as follows:

- ABT-335 monotherapy (9 subjects): 184, 340, 249, 322, 368, 295, 231, 197, 201
ABT-335 + low-dose statin (7 subjects): 251, 175, 178, 189, 189, 235, 176
ABT-335 + moderate-dose statin (5 subjects): 180, 244, 204, 213, 205
High-dose statin (2 subjects): 1132, 187

T“?JJLMWNW&W«!MWMMWmMA&
Combination Analysis set, that is, subjects who were assigned to combination therapy in any of
the three controlled studies or in the open-label study. By contrast, the following table describes
the incidence of hepatic events in only those patients that were assigned to combination therapy
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from the randomized controlled study (‘Initial Combination Therapy Analysis Set’). The
incidence of hepatic events was overall modestly higher (lower overall, but higher percentage
due to smaller denominator) in the Initial Combination Therapy Analysis Set. The proportional
increase of events seen in the atorvastatin group is similar (approximately twice as high) in this
analysis set as in the All Combination Therapy Analysis Set.

Comment: The difference in incidence in hepatic events between this analysis set and the
All Combination Therapy Analysis Set (Table 7.3.5.K) might be due to the higher risk of

hepatic events in the ABT-335-only group, which was diluted in All Combination with the
inclusion of some initial statin monotherapy arms. Alternatively, there might be a modest
increase in risk for the combination as opposed to the monotherapy.

Table 7.3.5.T. Sponsor’s Treatment Emergent Adverse Events of Spec:al Interest (Hepatlc
Events) for the Initial Combination Therapy Analysis Set

ABT335+ | ABT-338+ ABT-338+ Totat
rosuva simva atorva (N=979)
= 523 =237) m.a i
28 (5.4) 2ey 1 zggt ) | 63(64)
512..1 7(3.0) EYEYS) )
10(1.9) —1(0.4) | ;
__ 4‘;3 Tt
—8(1.9) (0.4) 4.8
) 0 (03 (0.0
_g_‘j_ ‘ 0 0
—3(06) 1(0.4) 12 &@ 16(1.6) |
. 2(04) Q0 3 10 (1.0)
_1(02) a %’ 11
0 0 a1 0
(03] 0 . % 0
— 2
‘. @%}% i sn | aas | ’16("'% %} ‘
-2(04) 1(04) 3 S14) $(06)
' 1251 22(10.0) 60 (6.1)
' 19

mmmofmeﬁrsmof&emadmsemaf‘&h?w ‘AST
increased’, ‘hepatic enzyme increased’, and ‘liver function test sbmormal’ was highest during the
first 12 weeks of combination therapy and decreased thereafier in each of the three treatment
groups. The prevalence of these adverse events was highest during the first 12 or 26 weeks and
generally decreased over time.

The sponsor also evaluated the All Combination Therapy Set for subjects who met certain ALT
and AST criteria, as seen in the following table:
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Table 7.3.5.U. Subjects Who Met ALT and AST Criteria, All Combination Therapy Set

' ABT3+ | ABT338+ | ABT-335+ Total
Laboratery Parameter Criteria® resuva simva atorva (N = 2201)
ﬂ_..!gl'l (N=314) | (N=301)
CALT: > 200 UL ' 9/1166 (0.8) | 3/508(0.6) | 6/492(12) | 182 g(ago.g)
> 175 UL 3/1166 3/508(0.6) | 3/492(0. 9/2166

>3 x ULN on any occasion 1166 | 4/508 (0. 9/492 ( 11

LT >3 x ULN on 2 consecutive occasic 166(1.2) | 4/508 (0. 8/492 (1. 1 262166 (1.2
>S5 x ULN casi ~5/1166 508 (0.6) | 3/492 (0. éig &ﬁ

\ ‘>3xﬁNg 2 consecutive occasions 5/1166(0.4) | 1/508(02) | 4/492(0.8) 166 (0.5

Comments:

It is not clear why the incidence of hepatic events and hepatic laboratory abnormalities is
higher in the atorvastatin combination group as compared to the rosuvastatin and
simvastatin combination groups. In 2 summary of Treatment-Emergent Adverse Events
(Preferred Terms with at least 5 events per 100 Patient-Years in any treatment group) for
the All Combination Therapy Anslysis Set conducted by the sponsor, the PT of ‘hepatic
enzyme increased’ was 0.9/100 PY in the ABT-335 + rosuvastatin and ABT-335 +
simvastatin groups and 5.2/100 PY in the ABT-335 + atorvastatin group.

In Study M0S-750 (ABT-335 + atorvastatin), the hepatic events were scen more frequently
in the combination therapy as compared to the ABT-335 monotherapy group. However,
because the ABT-335-only group in that study had a lower incidence of AEs of increases in
hepatic enzymes than in the other studies it is unclear if this reflects a true adverse effect of
the combination. It is furthermore noted that whereas the atorvastatin monotherapy doses
were similar in hepatic events to simvastatin and rosuvastatin as the low and moderate

. doses in their respective controlled trials, 5.5% of subjects treated with atorvastatin 30 mg
* had a hepatic event, as compared with 1.7% of subjects treated with simvastatin 80 mg and
1.5% of subjects treated with rosuvastatin 40 mg. It may be that atorvastatin is more
hepatotoxic than other statins, particularly in combination with a fibrate (ABT-335).
Alternatively, it may be a reflection of atorvastatin’s relatively higher potency as the doses
are defined in this trial, as discussed in Section 7.2.2. This explanation, however, is difficult
to reconcile with the fact that rosuvastatia at the moderate dose appears more potent than
atorvastatin in terms of lipid-altering efficacy (Section 6).

Overall, subjects treated with ABT-335, either alone or in combination with statins
demonstrated more frequent increases in transaminases than subjects treated with statins
alone. The differences in incidence seen between the All Combination Therapy Analysis
Set and the Initial Combination Therapy Analysis Set - which was slightly higher ~
highlight the fact that there may be a slightly higher risk of liver enzyme elevations in the
combination of statin + ABT-335 as compared to the monetherapy. However, it may also
be that because there were proportionally more subjects exposed to statin monotherapy as
compared to ABT-335 in the randomized trials, the Initial Combination Analysis Set might
simply be reflecting a higher proportion of subjects exposed to ABT-335 from the outset.
This is supported by the controlled dats, which for the mast part, did not demonstrate an
additive effect on hepatic events in the combination groups. In any event, it is clear that
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ABT-33S increases the risk of hepatic events, primarily clevations in hepatic enzymes, and
the contribution of rosuvastatin and simvastatin to this risk, if any, is small. The risk
appears to be somewhat higher with the addition of atorvastatin at the studied doses.
However, it is reassuring that no subject treated with ABT-335 met criteria for Hy’s law
and no subject experienced hepatic failure. Most of the findings were seen early on (first 3-
6 months).

Biliary events, such as cholelithiasis and cholecystitis were infrequent (< 1%).

Muscle Findings

The review strategy for muscle findings is as follows: because review of the datasets for muscle
events was not as straightforward as with hepatobiliary events, given the large number of
unrelated Preferred Terms under the musculoskeletal SOC, this reviewer evaluated the sponsor’s
data presentation of these events, with further review of cases of interest. The sponsor’s pre-
selected Preferred Terms were adequate for this assessment (see Section 7.2.6). Further
evaluation included tracking high CK values for individual subjects to follow their natural
course. CK (creatine kinase) and CPK (creatine phosphokinase) will be used interchangeably
throughout the review.

Study M03-748
No cases of rhabdomyolysis were reported.
There does not appear to be a dose-related or combination-related trend in muscle events for

ABT-335 or the moderate doses of rosuvastatin. The incidence increased somewhat in the
rosuvastatin 40 mg group, driven by the Preferred Terms ‘myalgia’ and ‘blood CPK
increased/abnormal’. :

Table 7.3.5.V. Muscle events, Study M05-748

' 1O mg , 20mg 4O mg
ABT-335 fll-q +20 mg

None of these cvents was considered serious, although several subjects discontinued study drug
due to muscle events; in fact, myalgia was one of the most common adverse events that led to
discontinusation ~ M&ummmﬂyh@abﬁemu&h@mgmﬂmmm

other groups.
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Table 7.3.5.W. Muscle events leading to discontinuation, Study M0S-748

ABT-335 ABT-33§
10mg 20 mg 40 mg
ABT-335 +10 mg +20mg

(N=259) rosuva resuva ;
(N=261) (N=266) (N=261) (N=131)

_Muscle Events 2(0.8) 2(0.8) 3 2(0.8) 4(1.5 43.0) |
yalgi ‘ 2(08) | 1(04) ("u 2008 | 20 ag 431
Blood CPK increased 0 1(04) 1(04; 0 2(0.8) 0

One subject who discontinued met the potentially significant criterion for elevated CK [> 850
U/L (F)]. Subject 13538 (ABT-335 in combination with 10 mg rosuvastatin) was a 44-year-old
female who had CK levels of 202 U/L on Day -7 and 175 U/L on Day 1 that increased to 978
U/L on Day 28 (6x ULN). This was reported as an adverse event of blood CK increased and was
considered severe. Smdydmgwasdnsco:mnmdandCKreumedtobuelmelevels(an/L)
on Day 40.

None of the other subjects with either adverse evcntsofmyalgmorelevatodCKtlmledto
discontinuation had CK 2 5x ULN. One subject receiving ABT-335 in combination with 10 mg
rosuvastatin had an elevation in CPK > 10 x ULN in the setting of an acute myocardial
infarction. The following table describes subjects with post-baseline elevations in CK:
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Table 7.3 S.X Subjects with Post-Baseline Elevations in Creatine Phosphokinase, Study M05-
748

(Sise Numbes)/ A ULN EleandVaee OLY

xn mmah*dnuwm Mold .
was 2ccompanied by MB daction of 4692 (aoculzange 0.1-40). The pationt wederwene
mwmmmnauwu-mm

137d0n mﬂlmw& -—y-. ﬂnﬁg*ﬂh
ﬁndn«d—nhhlﬁ-‘lﬂwh‘n mu*mumu <ULN,
diseribed below )
(32403)/14529 oM 198 81787 104/87  Subjectbad neemal CPIC 2t baselive. iAn adverse svens of alovated CPI was seporsed by the
investigaeen; howsvws, it was nseed dhiat the sublject had dene 1.5 hows of vigoous weight waiing
1 day puice to cdhe dlevated CPK taloe. Sedy drag was intenpted :nd then reaaued widh the R
uh-u-nb-—dnp. mwunuanu—-uum&m

T R T ) m&i‘&a—uﬁm&mm-c-u-ﬂuu
QeI UL) mmm-—ua—ﬂ-h& uummumm
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Study M03-749
No cases of rhabdomyolysis were reported.

Table 7.3.5.Y. Muscle events, Study M05-749

‘ ARTI38 | .0 | ABT-338
ABT33s | 20mE | og g | WOmg | gy | ¥m
(N=119) simva simva simva simva simva
. (N=119) (N=116) (N=59)
'Ws 5 [ S |
2(34)
1(8" g ,
GQO) RECOW

None of these events was considered serious. Individually and combined, muscle events were
notclculydose—orcombmnon-related Table 7.3.5.AA describes the muscle events that led to

Tablc 7.3.5.Z. Muscle events leadmg to discontinuation, Study M05-749

ABT338 ABT-338 ’
ABT-33s | 390%™ | a5 e ““"  seomg | 3™
(N=119) | simva slawvs simva | sineve simva
(=119 | oy | 116 | noriy | O
Bl CPY o ; - - YT zexs.gnf D) o
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Four subjects (two on ABT-335 monotherapy and one each on 20 mg and 40 mg simvastatin
monotherapy) prematurely discontinued study drug due to ‘myalgia’, out of 27 with a ‘myaigia’
AE. None of these subjects had CK values > 5x ULN. Four additional subjects discontinued
drug due to an AE of ‘blood CPK increased’. Only one of these subjects had a CK > 10x ULN
(subject 24210 on simvastatin 40 mg monotherapy).

The following table describes subjects with post-baseline elevations in CK:

Table 7.3.5.AA. Subjects with Post-Baseline Elevations in Creatine Phosphokinase, Study M0S-
749

e s T T e et ity prpered torionde n-rﬂou
"y > -
nq-a,ua:um somsiond dlavand. On Doy $4. e isvesdigasce cossidared b
ove smelved. The sulgect idnos exxell in the 3905-758 Salecy Sndy.
(11288): 24076 $3 193 454:29 ns/88Q) MMQHMNQMJ. mh‘h-nt—-v“udhu.m
peior oo Day 29, which sesutoed fn veridnad buck and nack pain Sor nitich e silijecy was
ﬁ.m muqua:-u--m wenal e, Sclject complecd

>3 m ' - ma
“4\““““““ ] e nemal. Subjecy

No cases of rhabdomyolysis were reported.
Table 7.3.5.BB. Muscle events, Study M05-750

.@n-asa 20 mg ;n‘f: 40 mg ﬂﬁa 90 mg
atervs atorva atorva
(N=112) o aterva aterva
(N=113) (N=109) Ne=110) (N=85)
5G9 | '«@_ »’ﬁﬁ- L"'Ww " 764) | 3 ;:azzk |
0| 1 0 » ‘
1 327D
)

‘Myaigia’ was the only muscle event that led to discontinuation in this study.

Comment: Although muscle events are more frequent with the higher doses of
atorvastatin, it is reassuring that the combination of ABT-335 and atorvastatin 40 mg did
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not increase their incidence as compared to ABT-335 and moderate- and high-dose
atorvastatin monotherapy. .

Table 7.3.5.CC. Muscle events leading to discontinuation, Study M05-750

ABT-335

ABT-338 '
ABT-335 | 20W8 | Logg | O™ | Liomg | 3™
(N=112) (N=113) atervs (N=109) atorva (N=55)
, | geettg) | 19 | nanrg)
[Myaigia_ 2(1.8) 0 109) | 308 | 2018 | 119

No subject in this study had a CK > 10x ULN. None of the subjects who had an AE of ‘blood
CPK increased’ had a CK > 5x ULN. No subject who discontinued the study prematurely for an
AE of ‘myalgia’ experienced a CK value > 5x ULN.

One subject (33183, atorvastatin 20 mg monotherapy group) experienced a CK that met
potentially clinically significant criteria of > 1000 U/L (M). This was a 49-year-old male who on

Day 55 was noted to have a CK 1237 U/L and on Day 85 have a CK of 1591 U/L.

Study M03-758

Although no cases of rhabdomyolysis were reported in the study report, a review of narratives
revealed a case of unreported “rhabdomyolysis”. The narrative is presented here:

Subject 13028 is a 55-year-old black male who was hospitalized for vomiting, diarrhea,
dehydration, and "passing out.” His randomization in Study M03-748 was rosuvastatin 20 mg,
andthenhewasmdwiﬂ:m-335+mmvahﬁn20mgintheommlsnﬂy. Medical
history includes hypertension, “trivial” carotid artery disease, diverticulitis, mixed dyslipidemia,
seasonal allergies, lichen planus, and toenail fungus. Concomitant medications at the time of the
event included amlodipine, hydrochlorothiazide, atenolol, loratadine, hydrocortisone,
acetylsalicylic acid, and terbinafine. He is a non-smoker and non-drinker.

On Day 207, the subject presented to the Emergency Room with vomiting, diarrhea, dehydration,
and reported he had "passed out twice” and "hit his head.” On Day 208, the subject was admitted
to the hospital with a principal diagnosis of syncope and additional diagnosis of gastroenteritis,
increased lipids, and rhabdomyolysis. A computed tomography of the head was normal. An
abdominal x-ray showed nonspecific bowel gas pattem. An ECG revealed normal sinus rhythm
with a rate of 87 bpm; poor R-wave progression in leads V1 to V3, and non-specific T-wave
abnormalities. The event of syncope was considered resolved on Day 208. The subject's
creatine phosphokinase was elevated and thought to be consistent with rhabdomyolysis. The
investigator reported the subject has a history of elevated creatine phosphokinase for several
years. Creatine phosphokinase (CPK) values are provided in the table below. The study drug
was interrupted on Day 208. The subject was treated intravenously with sodium chloride and
ondansetron. On Day 210, an echocardiogram revealed the left ventricle was normal in size and
LV ejection fraction was 65%. On Day 211, a carotid ultrasound revealed "no hemodynamically
significant stenosis in the bilateral carotid artery system.” On Day 211, the event of
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gastroenteritis was considered resolved and the subject was discharged. On Day 212, the study
drug was re-introduced.

Table 7.3.5.DD.
Subject #13028
: Creatinine
cm Creatinine BN clearance
Trestment | Roforence Range | Reference Rauge | Reference Range | Reforence Range
Day <1$-198 L 0.8-1.3 mgidl. -2 my/dl $3-138 ml/min
Sereeming 340 13 14 9
0405-748) , v .
Baeline | 34 15 17 26
| (M03-748) - : . .
Dar2? S m 13 18 96
Day 57 208 15 n %0
(M03-348)
Dayl 526 15 13 89
. Dy ¥ W7 13 15 39

D21l | 558 ) 3 ‘ '

The investigator considered the event of gastroenteritis viral to be not related to study drug but
rather to a viral infection and the event of syncope to be not related to study drug but ratherto a
vasovagal response secondary to severe vomiting.

Comment: Rhabdomyolysis was not mentioned on the case report form, and the
investigator specifically denied that the clevated CK was an adverse event when asked.
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This subject did have a baseline elevated CK, and this reviewer would agree that the CK
elevation to the degree seen in the hospital is unlikely to be the culprit for the acute renal
failure; creatinine elevations had been noted throughout the open-label portion of the study
" and are consistent with changes seen with ABT-335 treatment. CK elevation above
baseline could have been consistent with the report of a fall. Reassuringly, the subject
remained on study drug without further adverse events reported, although it is noted that
CK increased to 632 U/L on Day 369. However, BUN, creatinine, and creatinine clearance
returned to baseline levels.

To evaluate CK excursions during therapy and after medication discontinuation during the open-
label period, the CK timecourse is presented for each subject with CK > 10x ULN in Study M05-
758. Narratives, if available because of study discontinuation, are included below.

Figure 7.3.5.A. Subject 14162 (ABT-335 + rosuvastatin 20 mg)

Day 378 (CK value=116 U/L) is 1 day off study.
Comment: The CK value decreased to normal while still on therapy.
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Figure 7.3.5.B. Subject 13203 (ABT 335 + rosuvastatin 20 mg)

20 57 85 116 196 286 368 370
Day of study

Day 368 (maximum CK value=5783 U/L) is 1 day off study.

Comment: The CK began decreasing after therapy was stopped. No farther CK values
were provided.

Subject. 13218 (ABT-335 + rosuvastatin 20 mg) did not develop elevated CK due to skeletal
myopathy, but rather due to a myocardial infarction. This was a 78-year-old female with
hypertension, diabetes mellitus, pacemaker, stroke, mixed dyslipidemia, osteoarthritis, acid
reflux, and hypothyroidism who presented with a myocardial infarction on Day 246. On Day
247, her laboratory values were CK 2090 and CK-MB 138. Cardiac catheterization revealed a
right coronary artery stenosis. On Day 248 the subject was discontinued from the study.

Comment: This case is not relevant to a skeletal myopathy evaluation. Myocardial
infarction is not unexpected in a 78-year-old female with multiple risk factors.

Subject 14284 (ABT-335 + rosuvastatin 20 mg) was a S1-year-old white female who was
prematurely discontinued study drug on Day 28 due to an ¢levated CK value. Medical history
included seasonal allergies, sieep apnea, chronic cough, hypertension, obesity, and mixed
dyslipidemia. Concomitant medications at the time of the event included ibuprofen,
triamterene/hydrochlorothiazide, loratadine, phentermine, and losartan. The subject is an ex-
smoker of cigarettes (10 pack years) and an ex-light-drinker.

On Day 28, the subject was reported to have an increased CK, as seen in the table below. Study
drug was discontinued on Day 28. The event was considered resolved on Day 32 (Post
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Table 7.3.5.FF.

X
‘ Reference
Treatment Day : 41&1“%
_Baseline O05.748) n
Day 36/Pinal Visit (405-748) )
Day 28 (MDS-758) 2643
Day 32 (4 days post study drug)Final Visit ' 178

Figure 7.3.5.C. Subject 14262 (ABT-335 + rosuvastatin 20 mg)

4000~
3500
3000

28 59 90 95 112 201 212 297
Study day

Day 297 (CK value=130 U/L) was 21 days off study.
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Figure 7.3.5.D. Subject 32041 (ABT-335 + atorvastatin 40 mg)

6000+ 5744

29 53 86 114 198 282 288 289

Day of study

Day 282 (maximum CK value=5744 U/L) was 1 day off study.

Figure 7.3.5.E. Subject 24104 (ABT-335 + simvastatin 40 mg)

29 5 8 113 198 210
Day of study

AEs of clevated ALT (139 U/L), AST (202 U/L), and CK (5026 U/L) led to this subject’s
discontinuation. On the CRF the investigator stated that the subject had recently bought a farm
and was doing a lot of physical labor.

Day 210 (CK value=736 U/L) was 13 days off study.
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Figure 7.3.5.F. Subject 24017 (ABT-335 + simvastatin 40 mg)

(14

64 115
2 62 82 84 97 113

Day of study

Subject 24017 is a 53-year-old white Hispanic male who prematurely discontinued study drug on
Day 83 due to "elevated liver functions,” and elevated creatine phosphokinase (CK). Medical
history included hepatitis A and mixed dyslipidemia. Concomitant medications at the time of the
event included glucosamine/chondroitin and acetaminophen. The subject is a current 3-pack-
year smoker and light drinker. '

'l'heﬁubj’ectmpmiouslytreaﬁedwiﬂaABTéﬁ 135 mg in the M05-749 study, during which
time he sustained fractures of the right leg and right hand, with surgical repair of right wrist,
infection of the right foot, and open reduction and internal fixation of right talus.

On Day 82, the subject was reported to have elevated liver enzymes and an elevated CK. The
investigator reported that the subject was experiencing post-surgical pain that had begun in the
M05-749 study and was still ongoing. Laboratory values are provided in the table below. The
study drug was discontinued on Day 83. On Day 113 (Post Treatment Day 30), the investigator
considered the events of elevated liver enzymes and elevated CK resolved. No further
information was provided.
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