S Table 7.7.G. Updated Treatment-Emergent Adverse Events of Special Interest (Muscle Events -
o Changes in Laboratory Tests) fortheAll Combm'm«apyAnalysnsSet
a (%) O

m-.!ﬂ* m.m« ABT-336+  Tesl 158 Total
aterva  (23Dec ) (01 Sep O7)

smtlﬁt (th]“_) (K-“Q a.mz g.mz Q m

th-ghnulﬁ

Laberatery Tests #3.7D 214D 1704 $26.7 80 (3.6)
Led to discoutinuation 10 ? s n n
Mot CPK criterion’ 1u N 3 18 17

Note: Tneludes data from mms.m, uos-m M05-750, and M403-758.

resuva = 10 or 20 mg vosuvastatin; simva = 20 or 40 mg simvastating atorva = 20 oy 40 mg asesvastatin
a. Inclndes adversa events of blood CPK abnormal and blood CPK incveased. .

b CPK post-daseline value > 3 x ULN on any aceasion

¢.  The nuuber 18 presanted in the ISS was incorvect and should have been 17.

Benal

The percentage of subjects with renal adverse events in the Al Combination Therapy analysis set
was 3.6% overall. Greater percentages of subjects in the ABT-335 + rosuvastatin (4.0%) and
ABT-335 + atorvastatin (4.0%) treatment groups had renal adverse events compared with
subjects in the ABT-335 + simvastatin treatment group (2.3%). The most common renal-related
adverse events were reported adverse events of blood creatinine increased (1.5% overall) and
creatinine renal clearance decreased (1.7% overail).

Appears This Way
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Table 7.7.H. Updated Treatment-Emergent Adverse Events of Special Interest (Renal Events)-
for the All Combination Therapy Analysis Set

Treatment Croup » (%) (%) 2 (%)

ABT-335~ ABT-338+ ABT-338+ Torad 158 Total
resuva simvs aterva (CIDeet?) (NS

Subjoets withs N=118) (=38 F=8) =201 K=2200
Asy AL of special interest 211 (178)  90(17.5)  10020.0) 4182 376Q7D)
Renal Eveans 47(3.0) 1203 20 @.0) 066 17409
Bloed creatinine incrarsed  22(1.9) 5(1.0 709 FTTER )Y 3004
Discontinnaticns 5049 208 204 9¢0.9) 1703)
Creacinise remal clearance
decreased 209 3008 12e9 371D 36(1.6)
Discentinmations 5009 10 102 705 6(03)
Renal failure 200.) 209 2008 6¢0.3) 6(0.3)
Discontimuations 9 10D 102 30N 2(<0.})
Renal failace acute 200 102y ] 3. 3@.n
Discontinnations 1¢<0.1) 0 0 10D 1¢<0.1)
Renal failure chronie 1¢<0.1) 0 102) 2«0 2¢<0.1)
Discontinuations 0 0 0 0 0
Remal impairment 200.) 2048 20048 6(0.3) 502
Discomtinsations 1¢00), 0 2(0.8) 3¢0.1) 2(<0.1)

Note: Tnecludes data a-s-uws:m 205749, 1903-750;, and 1403-738.
AE = adverss event; sosuva = 10 or 20 mg sosuvastating simva = 20 er 40 mg simvaststing stosva = 20 ar
40 mg atorvastatin

Since the ISS, two additional subjects were discontinued due to the reported adverse event of
blood creatinine increased, one of whom was also discontinued due to the reported event of
creatinine renal clearance decreased. The narratives for these subjects are presented below.

Subject 22061 (m-335+ﬁmvm40mg)mssz~ymldwhmmmmmﬂy
discontinued study drug on Day 225 due to elevated creatinine and elevated triglycerides.
Relevant medical history included hyperlipidemia, hypertension, diabetes mellitus,
gastroesophageal reflux discase, seizure, anxiety, broken ankle, and ankle intermittent swelling.
CmmmmmamcmofﬂwMMwmmm&m
glibenclamide. The subject is a current smoker and a current moderate drinker

On Day 196, the subject was reported to have elevated creatinine and clevated triglyceride levels.
Laboratory values are provided in Tables 7.7.1 and 7.7.J. Study drug was discontinued on Day
225. The subject was treated with fenofibrate and simvastatin on Day 229. The events of
clevated creatinine and clevated triglycerides were considered ongoing as of Day 231.



Table 7.7.L

BUN Trigiyeorides
» Reforence Reforence
Range Range - Ramge
Treatment Day $-1nlimia | Wlimgdl | +MHmgd | 8320agdl
Seeening(MO5-749) | 81 10 , [ | Blinded
Basaline (M035-749) 97 09 9 Blinded
rﬁ”m’“ 7 Ll 14 Blinded
Day 58 403.749) | n 11 10 Blinded
Day 85 (M0S-739) Q 10 13 Blinded
Day 28 (M03-738) 67 12 R 37
| Day 53 (M05-758) 5 Ll 14 m
 Day 34 (M05-758) 64 | 13 K 1
Day1120M05-758) | 63 14 12 365
Day 196 (M03-758) 47 18 n 3026
Dzmwm I 17 | Netpufomsed | 850
Day B1/Fmal Visit | ) - '
(6 days post stady 53 16 1B 764

Table 7.7J. Subject 22061’s Triglyceride Values during Study M05-749 (simvastatin 40 mg)

Comment: Because no other blood tests are available, it is unknown if the decrease from
1.8 to 1.6 mg/dL in crestinine was a trend towards a decresse upon drug discontinuation,
or if the clevation was ongoing (the patient was started on fenofibrate on Day 229).

Subject 34226 (ABT-335 + atorvastatin 40 mg) was a 69-year-old white male who prematurely
discontinued study drug on Day 3 of Study M05-758 due to elevated creatinine and decreased
creatinine clearance. Medical history included transient renal insufficiency, coronary artery
artery, carotid artery disease, mixed hyperlipidemia, right hip replacement, and diverticulitis.
Concomitant medications at the time of the cvent included doxycycline, multivitamin,
acetylsalicylic acid, and atenolol. The subject is an ex-smoker (4-5 packs per day) and an ex-
drinker of alcohol.
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On Day 30 in Study M05-750, the subject was reported to have clevated creatinine and decreased
creatinine clearance. Laboratory values are provided in Table 7.7.K. The event was considered
resolved on Day 2 in Study M05-758. Study drug was discontinued on Day 3.

Table 7.7.K.
Snbject #34226 Fasting Laboratory Data
o ' Caleulated Creatinine
Crestinine N Clearance
Reference Range | Reference Range Refarence Range
_ Treatment Day 0.5-13 mgidl, +Hmgdl 82125 mL/mia
~ Seseaning (M05-750) 18 170 £20
" Baseline (M05-750) 1.0 ) 810
Day 30 (M05-750) 13 260 66.0
* Day 58 (M03-750) 14 | 190 56.0
__ Day 36 (M05-750) 12 2649 143.0
" Day 6 (3 days post study 12 250 660
drg) (M03-758) .
nqa(s:ammm 12 Not Pevisemsed 690
_ug) (405-758) )

Comment: The Day 86 caiculated creatinine ciearance appears to be an error.

One additional subject discontinued due to renal impairment. The event of renal impairment was
a serious adverse event reported in a subject with a medical history of known impaired renal

function that predated participation in the ABT-335 program. The event occurred in a setting of
amm:mmmmmmmmm renal insufficiency.

Subject 14379 (ABT-335 + rosuvastatin 20 mg) was a&&m&whiw male with medical
history of peripheral neuropathy, mixed dyslipidemia, hypertension, kidney stones,
gastroesophageal reflux disease, headache, "temper”, and drug allergy to "sulfur”. Concomitant
Mammofmewmmhmdw&ﬁeyﬁewﬂ,mm

On Day 213, the subject was reported to have numbness and limpness of his legs and lisinopril
was discontinued. On Day 321, the subject was reported to have severe leg pain, numbness and
weakness. On Day 324, the subject was reported to have decreased creatinine clearance.
Laboratory values are provided in Table 7.7.L. Study drug was discontinued on Day 324. The
events of severe leg pain, numbness, weakness and decreased creatinine clearance were
considered ongoing as of Day 364.
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Table 7.7.L.

BUN cmx
Reference Reforence
Rasge Range
Treatment Day 1% ulimis | 631l3ngd | +2mgdl | 151981
Screaning (0403-148) _ 59 14 16 ¥y
Baseline (3405-748) 7% 11 2 127
| Day 29 (M03-748) 66 13 14 158
Day 61 (M0S-748) 63 13 13 m
Day 89/Final Visit (M05-748) 7] 13 21 151
Day 28 0803750 59 1.3 1 1€
Day 36 (0405-758) 35 16 19 146
| Day 85 (M04-758) 53 16 17 200
Day 113 (M03-758) 50 13 20 156
Day 183 (M03.758) 16 18 1 1%
Day 273 (M05-748) 9 1.7 19 164
Day 364Pinal Visit (M035-758) 57 13 n 126
(Odmrpestsmndydrog) ‘

Comment: The sponsor stated that the event of renal impairment leading to
discontinuation was a serious adverse event reported in a subject with a medical history of
known impaired renal fanction that predated participation in the ABT-33S program and
that the event occurred in a setting of a gastrointestinal illness and dehydration that
resulted in "slightly worsened” renal insufficiency. This reviewer could not find a
discontinuation in the safety update due to renal impairment that was also a SAE and fit

No additional subjects discontinued due to renal failure, renal failure acute, or renal failure
chronic.

Of the two additional subjects who discontinued due to a renal lsboratory adverse event since the
ISS, neither had a post-baseline creatinine value > 2 mg/dL or increased > 100% from baseline.

Appears This Way
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Table 7.7.M. Updated Treatment-Emergent Adverse Events of Special Interest (Renal Events -
Changes in Laboratory Tests) for the All Combination Therapy Analysis Set

Tmcnqu(%) 2 (%) .mi

ABT-335+ ABT33+~ ABT 3N+  Teul 158 Tes
resuva simva atesve  (33Dee ) (g1 50907

Subjects with: N=1186 (=8l9) (N=#) (N=2201) M
Reual Events - Changee in

Laberatery Tesrs® 4004 704 1560 Qesn mm
Led to discontinmation - 9 3 2 14 12
Mot croatininé critasia’ 3 ] 3 g s

Nete: Ineludes data Srom Studies M05-743, M0S-749, M03.750, and M0S.758.

yosuva = 10 or 20 mg resuvastatin; simva = 20 or 40 mg simvastatin; at0eva = 30 oz 40 mg atervastatin
3. Includes adverse events of blood creatinine ineraased and crentining renal cleaxanes decrensad
b. Creatinine post-baseline valus > 2 mg/dL oz 2 160% incranse froms baselive value

No additional subjects since the ISS had renal paramters that met PCS criteria (serum creatinine
23 mg/dL [F], = 3.5 mg/dL [M], BUN 2 40 mg/dL, or calculated CrCl < 30 mL/min) or were
characterized as a renal laboratory result of special interest (creatinine > 2 mg/dL or > 100%
increase from baseline).

Hepatic

The percentage of subjects with hepatic adverse events in the All Combination Therapy analysis
set was 5.4% overall. As in the ISS, the percentage of subjects experiencing hepatic adverse
weutswasgxmastinﬁmm-335+mmhn'm;mup(7.4%), compared with the
ABT-335 + rosuvastatin (4.8%) and ABT-335 + simvastatin (4.7%) treatment groups. The
mmofdmmmwmALTmn&dm 1.0% overall and that of AST increased
was 0.9% overall.

_There were no events of hepatic/liver failure. Although one subject had a reported adverse event
of jaundice, available laboratory data revealed normal total bilirubin and AST throughout the
study, with a maximal elevation in ALT to 90 U/L; this subject was subsequently diagnosed with
cholelithiasis and discontinued the study. This subject’s narrative was presented in Section
7.3.5.

Reported adverse events of hepatic enzyme increased and liver function test abnormal led to
discontinuation in 0.6% and 0.4% of subjects overall. No subject in the 4l/ Combination
Therapy analysis set discontinued due to blood bilirubin increased. Since the ISS, one additional
subject discontinued treatment due to a hepatic adverse event (the reported cvent of hepatic
_enzyme increased). The subject was treated with ABT-335 + atorvastatin 40 mg, with a
maximum ALT of 124 U/L. Fiftcen days after study discontinuation, the transaminase
clevations were decreasing.

Table 7.7.N describes the hepatic events seen in the updated dataset.
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Table 7.7.N. Updated Treatment-Emergent Adverse Events of Special Interest (Hepatic Events)
for the All Combination Therapy Analysis Set

ABT338+ ABT-338+ ABT-338+  Tetal 1SS Total

resuva simva arerva 28 Dec 0 1
St (iCag  (=fig (e  (v-Ten  @uojen
Any AE of special
interest S 2114178) 90(175)  100¢200) 401(182)  376Q17.1)
Hepatie Events 57(4.8) 2447 37(14) 118(59) 108 (4.9)
ALT increased 312.6) 1121 156.0 572.6) 5129)
Discontinuations 15(13) 2(04) 5.0 2(1.0) 201.0)
AST increased 2924) 1019 156.0 5425  50Q3)
Discontinuations 1412 2(0.9) 4(09) 2009 - 2009
Blood bilirubin increased 0 1¢02) 2(0.4) 3(0.1) 3(0.1)
Discontinuations 0 0 0 ) 0
Hepatic enzyme increased 9 (0.9) 3006 17034 29(1.3) 27(12)
Discontinuations 4(0.3) 0 10Q2.0) 14(0.6) 130.0)
Hepatic fanction abaormal 0 0 1(0.2) 1¢<0.1) 1(<0.1)
Discontinuations 0 ()} 1009 1(<0.1) 1(<0.1)
Hepatic steatosis 1(<0.1) 3(0.6) 0 1002 2(<0.1)
Discoatinnations 0 0 0 0 0
Jaumdice 1(<0.1) 0 0 1(<0.1) 1(<0.1)
Discontinunations 1(<0.1) 0 0 1¢<0.1) 1(<01)
Liver function test v .
abaoemal 13¢.D 6(1.2) T 5(1.0) 24(11) 24(1.1)
Discontinmations ~ 2(02)  2(04)  4(03) $04) 8004

Nonr Incindes dara from Studies M03-748, M0S-749, M0S-750, umm
AE = adverse event; rosuva = 10 of 20 mg rosuvastatin; simavs = 20 or 40 mg simvastatia; atorva =20 or
40 mg atorvastatin

Comment: As in the ISS, the incidence of hepatic events was greater in the ABT-335 +
atorvastatin group, mostly due to AEs of ‘hepatic enzyme increased’.

Ongoing Studie

Study M06-384 is a Phase 3, multicenter, long-term, open-label safety study in subjects with
mixed dyslipidemia who completed one of three ABT-335/statin efficacy studies (M05-748,
M05-749, or M05-750) and the M05-758 safety study at selected study sites. This safety study
was designed to further assess the safety of once daily 135 mg ABT-335 in combination with
cither 20 mg rosuvastatin QD, 40 mg simvastatin QD, or 40 mg atorvastatin QD for an additional
year. Approximately 300 subjects who completed the M05-758 study were to enter M06-884:
approximately 150 subjects receiving ABT-335 + rosuvastatin, 75 subjects receiving ABT-335 +
simvastatin, and 75 subjects receiving ABT-335 + atorvastatin. All subjects enrolled in this
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MWMWWMMM&SWMMJ&& The Baseline Visit of M06-
884 corresponded to the Final Visit of M05-758. Subjects were allowed to enroll into Study
M06-884 study up to seven days after the Final Visit of Study M05-758.

As of December 28, 2007, a total of 310 subjects were enrolied and received at least one dose of
study drug in M06-3884 (174 subjects received ABT-335 + rosuvastatin 20 mg, 50 subjects
received ABT-335 + simvastatin 40 mg, and 86 subjects received ABT-333 + atorvastatin 40
mg). '

As of December 28, 2007, 304 subjects remained active and six subjects had discontinued. Two
subjects discontinued due to adverse events, two withdrew consent, one was lost to follow-up,
and one subject discontinued due to two reasons, adverse event and lost to follow-up.

The study is ongoing. Adverse events and serious adverse events have not been included in the
All Combination Therapy analysis set and, therefore, are not presented in the updated review of
Study M05-758, above. As of September 1, 2007, treatment-emergent serious adverse events
were reported for the following five subjects:

. Table 7.7.0. Serious Adverse Events, Study M06-884

Study M06-844 is a Phase 3, multicenter, randomized, prospective, double-blind, active-

controlled (double-dummy), comparative study in subjects with primary hypercholesterolemia or
mixed dyslipidemia, conducted under IND 75,154. This study was designed to assess the safety
and efficacy of once daily ABT-335 dosed at 135 mg in combination with rosuvastatin, dosed at

5 mg QD, compared to the individual monotherapy components (5 mg rosuvastatin monotherapy
QD or 135 mg ABT-335 monotherapy QD) for a 12-week Treatment Phase.

Approximately 675 subjects were planned to be randomized at approximately 170 investigative
sites in the United States. Subjects were randomized in a double blind fashion to one of three
treatment regimens defined below, in a ratio of 1:1:1.

T%??P rmmemps,smyms-m

This is designed as a 12-week study with two interim visits at Weeks 4 and 8, and a 30-day
follow-up visit.
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A total of 760 subjects were randomized and received at least one dose of study drug. As of
December 28, 2007, 92 subjects had prematurely discontinued and 12 subjects were ongoing. Of
the subjects who discontinued, all reasons for discontinuation (subjects could have had more than
one reason) were adverse event in 41 subjects, withdrawal of consent in 37 subjects, lost to
follow-up in eight subjects, noncompliance in two subjects, and "other” reasons in 11 subjects.

The study is ongoing and data remain blinded. As of September 1, 2007, treatment-emergent
seriomadvmwmwmwdforﬁwfolbwing 16 subjects:

Table 7.7.Q. Serious Adverse Events, Study M06-844

3165 ﬁm infarction, of other anterior wall; cardiogenic
3203 Claudication

- 4016 Coronary atery disease, apical myocardial infasction, myocardial
4043 Intracranial hemorrhage

4119 Transient ischsemic attack

4146 Rbebdomyelysis

4130 Nephrolithiasis, renal cell cancer, acute pancreatitic

4186 Cerebrovascular accident

As listed in the table above, one of the reported events is of rhabdomyolysis (subject 4146). The
sponsor notes that although there was an elevation of CPK to approximately 14x ULN associated
with myalgias, there was no reported associated creatinine clevation and urine was negative for
blood/hemoglobin. This subject’s narrative is presented below:

On Treatment Day 61, the subject reported leg pain, calf pain that radiated to the abdomen and
chest, and body aches. On Day 63, the subject went to the ER, where relevant labs included a
CPK of 2306 ng/ml (reference range 45-234) and a CK-MB of 64.3 ng/ml (reference range 0.0-
4.7). The study drug was discontinued. A CXR was normal. A venous Doppler ultrasound of
the lower extremities showed no evidence of DVT. An ECG showed sinus rhythm with first
degree AV block, left axis deviation, and non-specific intraventricular block. A CT of the chest
showed mild cardiomegaly, atherosclerotic changes of the thoracic aorta, no evidence of a
pulmonary embolus, and no evidence of an aortic ancurysm. The subject was treated with
glyceryl trinitrate, heparin-fraction, and olmesartan. On Day 64, the subject was admitted to the
hospital for further evaluation. A stress test and echocardiogram showed normal left ventricular
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size and systolic function, mild left ventricular hypertrophy, mild to moderate mitral
regurgitation, aortic valve sclerosis with trace aortic insufficiency, and mild tricuspid
regurgitation with mild pulmonary hypertension. The subject was treated with acetylsalicylic
acid, pantoprazole, tamsulosin, and IV fluids with sodium bicarbonate. The subject was
diagnosed with rhabdomyolysis. Peak CPK value (3308 ng/ml) occurred on Day 64. CPK was
571 ng/dL on Day 68 and 56 U/L (performed at different laboratory) on Day 83. On Day 65, an
ultrasound on the kidney showed a 1 cm stone in the left renal pelvis without hydronephrosis,
possible tiny right calyceal stones, a 5 cm cystic structure to the right of the urinary bladder that
might represent a bladder diverticulum or possibly a prior post operative hematoma. The
subject's urinalysis showed 1+ leukocytes, 25-50 WBCs, 1-5 RBCs, and moderate bacteria, but
was negative for blood/ hemogiobin. The subject was referred to a nephrologist for further
evaluation. On Day 68, a myocardial perfusion SPECT scan was considered to be normal and
the subject was discharged from the hospital. The event of rhabdomyolysis was considered
resolved on Day 83. 'I‘hcmvostnwor considered the event of rhabdomyolysis to be probably
related to study drug.

Comment: Regardless of whether this case meets the strict definintion for rhabdomyolysis,
it can still be considered to be a case of severe myopathy, with CK > 10x ULN, myalgias,
and hospitalization. (It is unclear if the CK-MB was considered significant because
aithough it was elevated, it remained < 5% of total CK). Because this case remains
blinded, its relation to ABT-335 as monotherapy or in combination with rosuvastatin is
unknown (but suspect). Fortunately, the CK elevation resolved upon discontinuation of
study drug, similar to other adverse events of elevated CK that occurred in the Phase 3
program, and in addition, there was no reported myogiobinuris, and renal function was
not compromised.

8. POSTMARKETING EXPERIENCE :

Postmarketing experience exists with fenofibrate, the pro-drug for fenofibric acid (ABT-335).
The following publications described in the Appendix, Section 9.1, discuss 1) FDA AERS
reports of fenofibrate using gemfibrozil as a comparator, and 2) the incideace of rhabdomyolysis
with fibrates as monotherapy and in combination with statins in a paper written by reviewers in
FDA'’s then Office of Safety and Epidemiology.

Postmarketing data provided by the sponsor in the NDA were limited; an analysis submitted later
in the review cycle described the occurrence of rhabdomyolysis with fibrate and statin use in a
retrospective cohort study in the Patients who had been dispensed at least
one statin or at least one fibrate from January 2001 through June 2007 were identified from the
databese. Patients who had ever been prescribed cerivastatin or clofibrate were excluded.

The incidence rate of rhabdomyolysis in the statingroupwas _———————_ for

fenofibrate the incidence rate wa- — _and for gemfibrozil the
incidence rate was —— P — mmmmmm‘
fenofibrate was ' —,, and for gemfibroai? —————elative to

sm. When fenofibrate was combined with statin therapy, the adjusted incidence rate ratio
_— m&mwdmmmﬁMwWMm
Mmﬁn«wmd BEE—
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Comment: Although the femofibrate + statin incidence rate ratio was not statistically
significant in the sponsor’s anslysis, the point estimate of the adjusted incidence rate ratio
still demonstrates a possible increase in risk. The DDI with gemfibrozil and statin is a
known effect and does not exonerate the possibility of an increase in risk with the
combination of fenofibrate/fenofibric acid and a statin.

9. APPENDICES

9.1 Literature Review and other Important Relevant Materiais/References
FIELD Study

The full study report for the FIELD study was submitted to the Agency December 4, 2006 under
IND 68,742 (Tricor). This was an investigator-initiated study evaluating cardiovascular
outcomes in patients with diabetes randomized to fenofibrate or placebo. The sponsor of Tricor
(Abbott Labs) did not submit an efficacy supplement based on these findings (the primary
endpoint was NS). Mortality and some of the safety information from that study was included in
the Tricor label. Because a significant number of patients in this 5-year trial were concomitantly
treated with statins, the safety of the combination in certain events of interest was evaluated post-
hoc.

Table 9.1.A. FIELD Study: Selected Clinical and Biological Adverse Events Observed with
Combination Therapy Reported During the Randomized Period — Number (%) of Subjects

o

(N=4900")
n(%%) .
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mw (N-?s‘)
443 (14 Qm;’.ﬁ

(<0.1) 2(<0.1)

percentages c:
“oth«LLTincludcms,ﬁbm:s,audotherdrm
*** includes 1 subject found to receive hemodialysis after database closure
a33mhuingduforcx,3l mlssingdwforALTandem

Literature

Holoshitz, et al.” conducted a review of FDA AERS cases of adverse events with gemfibrozil
relative to fenofibrate in the post-cerivastatin era (gemfibrozil had previously been associated
with a high number of adverse events, primarily rhabdomyolysis, due to an important drug-drug
interaction with cerivastatin, now-removed from the market). Gemfibrozil is the other approved
fibrate in the U.S. for treatment of dyslipidemia, and it serves as a reasonable control to assess
discordant adverse event reporting between the two drugs. The paper presented the prescription
trends in the following figure:

;}mmmmw This \;’s‘!gy
Cn Criginal
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Figure 9.1.A. Fibrate Prescription Trends in the United States, 2000 to 2004°

s B 2
el
J

3

b(4)

Milion Perscriptions Dispensed
v
I

@ N &

- [ Gemfitrozil =8=F encfibrate =#=Total |

The table from this publication demonstrates that rates of AERS and serious AERS were higher
for fenofibrate than gemfibrozil. While liver AERS were higher with fenofibrate, muscle-related
AERS were higher with gemfibrozil. A

Table 9.1.B. Comparative rates of reported adverse events associated with gemfibrozil and
fmwﬁ&m(mMmngmmMW)wbmmmﬂwUSFwdm
DrugA@mnstmionﬁomeyzooowDeemlm

mmmm
w Femofibrate

OR | 95%Cl1 | pValue

- o 3 - ¢" - - " - .
AUAERs - 0.76 | 0.69-0.83 | <0.001

 Seriows AERs S 0.72 | 0.65-0.51 | <0.001

mmmnw 136 | 112-1.71 | 0002

- J. 5-37 033050 | <0.001

mmmmmwmmmmm“mmam
associated AERs (after excluding reports with concomitant cerivastatin use) are within the range
reported for the commonly used statins: ¢.g., rates of serious AERs for the statins atorvastatin,

44 Alsheikh-Ali A and Karas RH. Safety of lovastatinvextended release niacin compared with lovastatin alone,
atorvastatin alone, pravastatin alone, and simvastatin slone (from the United States Food and Drug Administration
adverse event reporting system). Am J Cardiol (2007). 99:379-81.
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simvastatin, and pravastatinare —— - prescriptions; observed rates for
rhabdomyolysis AERs are - prescriptions and liver AERs are ~

~—prescriptions. These higher findings of liver AERS and comparable muscle AERS are
consistent with the AE profile that was seen in the clinical trials in this NDA.

Graham DJ, et al JAMA 2004)° conducted an analysis of the incidence rates and relative risk of
rhabdomyolysis in patients treated with different statins and fibrates, alone and in combination,
in the ambulatory setting. .

The findings from this paper are described in the following two tables:
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Table 9.1.C°*

b(4)

L )
Table 9.1.D.°

Comment: Although the point estimate for gemfibrozil and fenofibrate in combination
with a statin (minws the outlier cerivastatin estimates) with respect to rhabdomyolysis are
similar, the confidence intervals are wide and the estimate for femofibrate is based on one
case reported in combination with atorvastatin. No cases were seen with fenofibrate
administered as monotherapy.



92 Labeling Recommendations
A listing of major labeling recommendations is included here. Line-by-line labeling changes are
ongoing and will be sent to the sponsor separately.

e In general, Trilipix labeling in the PLR format should be consistent with labeling for
fenofibrate.
e Indications should be changed to the following:

o In combination with a statin to reduce TG and increase HDL-C in patients with mixed
dyslipidemia and CHD or CHD risk equivalent who are on optimal statin therapy to
achieve their LDL-C goal.

o As monotherapy to reduce TG in patients with severe hypertriglyceridemia.

o As monotherapy to reduce LDL-C, Total-C, TG and Apo B, and increase HDL-C in
patients with primary hyperlipidemia or mixed dyslipidemia who are intolerant of statin
therapy

¢ The following statement should be added as a “limitations of use statement” under
Indications: No incremental benefit of Trilipix on cardiovascular morbidity and mortality
over and above that demonstrated for statin monotherapy has been established.

¢ Under Impaired Renal Function (2.5), a statement should be included that the use of Trilipix
should be avoided in patients with seyerely impaired renal function.

] Addinemsesmhmanumsemmﬂnmwﬂmapywmmﬂm
Function.

e Under Section 5.2, Serum Creatinine, add information regarding monitoring renal function.

. AEWMmumbmﬂmdlA&mmmmanwMgby
the investigator.

e Under Geriatric Use (8.5), monitoring renal function should be discussed.

e Under the Clinical Studies Section, only one table of primary efficacy results is necessary;
preferably the table describing the three controlled studies’ results in combination.

e In both the primary and secondary efficacytabless, —— —— and the b(4)
change in the mean percent change for each tested lipid parameter should be presented.

¢ The high-dose statin efficacy data should be presented.

e P-values can be removed from the secondary efficacy table.

9.3 Advisory Committee Meeting
Not applicable; no advisory committee meeting was held.
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