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1 Executive Summary

On Dec 1, 2003, Reliant Pharmaceuticals submitted an original NDA 505b(2) for RP
1824 fenofibrate capsules, 43, 87, and 130 mg for the treatment of Type IIa, IIb, IV, and
V hyperlipidemia. Fenofibrate is a lipid-lowering agent, which acts primarily by
increasing the activity of lipoprotein lipase.

RP-1824 capsules are an oral immediate release encapsulated drug product containiné
micronized fenofibrate in the form of —— Fenofibrate micronized Tricor"
200 mg capsules (Abbott Laboratories) was used as a reference listed drug (approved
under NDA 19-304).

The sponsor has submitted 5 PK studies in support of this application. No phase III
clinical trial was conducted with this product. Clinical pharmacology section includes the
following studies:

FF4C- Single dose BE study under fasting and fed condition

FF3- Multiple-dose BE study under fed condition

FF2- Food effect on RP-1824 capsules

FF4B- Dosage form equivalence study

FF4- Dose proportionality study

A DSI inspection has been requested for the multiple BE study site and the report is
pending.

The bioavailability of fenofibrate refers to the rate and extent of absorption of fenofibric
acid, the main metabolite. In this NDA submission, only fenofibric acid concentration
was measured in all studies.

e Following single dose administration under low fat fed condition, the Cpax of RP
1824 130 mg capsule was similar to that of Tricor® 200 mg capsule however the
extent of RP 1824 exposure was less than that of Tricor™ RP 1824 130 mg
capsules were bioequivalent to Tricor 200 mg capsules following multiple dose
administration under low fat fed condition.

e The sponsor is proposing that RP 1824 can be given without regard to meals.
However, food increases the rate and extent of fenofibrate absorption from RP
1824 capsules although magnitude of increase for RP 1824 is less than that of
Tricor®. Bioequivalence was established between RP 1824 130 mg capsules and
Tricor® 200 mg capsules only under low fat fed condition following multiple
‘doses. Therefore, based on the food effect study and the multiple dose fed
bioequivalent study, it is recommended that RP 1824 be given with meal.

1.1 Recommendation

The Office of Clinical Pharmacology and Biopharmaceutics/Division of Pharmaceutical
Evaluation 2 (OCPB/DPE-2) has reviewed NDA 21-695 and finds it acceptable, pending
inspection report from DSI. Recommendation and labeling comments should be
conveyed to sponsor as appropriate.



The following dissolution method and specification is recommcnded:

Based on the limited information provided, we believe that dissolution medium using
0.5% SLS is appropriate since dissolution profiles using 0.5% SLS are not different from
those using 0.72% SLS. The dissolution method proposed by the sponsor using 0.72%
SLS is acceptable as an interim basis until the method using 0.5% SLS is concurrently
validated. However, the specification of NLT — (Q) @ 30 min for both methods is
recommended.

Medium: 0.72% SLS as an interim and 0.5% SLS
Apparatus: USP Apparatus 2 (Paddles)

Speed: 75 rpm

Tolerance Specifications: NLT -—, (Q) @ 30 minutes.

CPB briefing was held on 9/2/04. The attendees were Drs. Hank Malinowski, John Hunt,
Hae-Young Ahn, Mary Parks, Jayabharathi Vaidyanathan, Wei Qiu and Project Manager
Patrica Madara.

1.2 Phase IV Commitments

None.

1.3 Summary of CPB findings
Dose proportionality:

The bioavailability of 1 x 43 mg, 1 x 87 mg and 1 x 130 mg RP 1824 capsules were
compared under fasting conditions. A power model (regression of In-transformed data)
was used to assess dose proportionality. The 90% confidence intervals for the slope of
the In-transformed AUC .y versus In-transformed dose was calculated. The slope (90%
CI) for AUC(.y was 0.798 (0.715-0.881). Since the 90% confidence interval does not
include the value of 1, dose proportionality cannot be concluded.

Dosage Form Equivalence:

The bioavailability of two 43 mg RP 1824 versus one 87 mg RP 1824 capsule and three
43 mg RP 1824 versus one 130 mg RP 1824 capsule were compared under fasting
conditions. Ratios (two 43 mg RP 1824 capsules/one 87 mg RP 1824 capsule) of least
square means of AUC;,r and Cpax of fenofibric acid were 98.1% and 108.5% respectively,
while ratios of AUCiys and Crax of fenofibric acid from three 43 mg RP 1824 versus one
130 mg RP 1824 capsule were 101.5% and 97.3% respectively. Because the 90%
confidence intervals of AUC;,r and Cpax ratios were within 80-125% range, it was
concluded that the rate and extent of absorption of RP 1824 capsules were similar when
administered either as single 87 or 130 mg or multiple 43 mg capsules under fasting



conditions. Therefore, dosage form equivalence between the three strengths was
established.

Food Effects:

The bioavailability of RP 1824 capsule 130 mg was examined under fasting and high fat
fed conditions. Food increased the rate and extent of fenofibrate absorption from RP 1824
capsules. Ratios (high fat fed/fasted) of least square means for AUCy; and Cyax of
fenofibric acid were 124.6 and 210.2% respectively. Additionally, the extent and rate of
absorption of RP 1824 capsules were much higher in high fat meal as compared to low
fat diet.

The bioavailability of Tricor™ capsule 200 mg was also examined under fasting and high
fat fed conditions. Ratios (high fat fed/fasted) of least square means for AUC;y¢ and Cpax
of fenofibric acid were 218.8 and 434, 2% respectively, indicating that food increased the
rate and extent of absorption of Tricor® capsule 200 mg.

Relative Bioavailability Compared to Tricor® Capsule after single dose:

Bioavailability of RP 1824 130 mg capsule was compared with Tricor® 200 mg capsules

under low fat fed and fasting conditions. Under fasting conditions, the extent of
absorption of RP 1824 capsule 130 mg was equivalent to that of Tricor® 200 mg however

RP 1824 130 mg capsules exhibited higher Cpax of fenoﬁbnc acid when compared to

Tricor®. The ratios (RP 1824 130 mg capsule fasted/ Tricor® 200 mg fasted) of least
square means of AUC;ys and Cu.x of fenofibric acid were 101.93% and 172.3%

respectively.

Under low fat meal fed conditions, ratios (RP 1824 130 mg capsule/ Tricor® 200 mg) of .
least square means of AUCiyr and Cpax of fenofibric acid were 83.51% and 105.98%
respectively. The 90% confidence interval of AUCi,s was lower than the 80-125% range.

RP 1824 capsule 130 mg is less bioavailable than Tricor®200 mg capsule when
administered with a low fat meal.

Relative Bioavailability to Tricor® Capsule after multiple doses:

Bioavailability of RP 1824 130 mg capsules was compared to that of Tricor™® 200 mg
capsules after multiple doses after consumption of a low fat meal. The ratio of least
square means of (RP 1824 130 mg fed/Tricor® 200 mg fed) for AUCxs and Copax ss and
Crmin were 88.4%, 91.7% and 88.4% respectively. Because the 90% confidence interval
for the AUCTSS and Cpax ss Were in the 80-125% range, the RP 1824 130 mg capsules and
Tricor® 200 mg capsules were concluded to be bioequivalent after multiple dosing,
immediately following consumption of a low fat meal.



2 OBR

2.1 General Attributes

Q) What is the formulation of the drug product? What is the proposed mechanism
of the drug action and therapeutic indications? What is the proposed dosage and
route of administration?

The formulation consists of different capsule shells filled with different fill weights of

fenofibrate —  to produce the 43 mg, 87 mg and 130 mg strengths. The fenofibrate

A TN

The quantitative composition is shown in Table 1. The
compositions of the finished products are proportional among strengths. The strengths
differ only by the amount of excipients and fenofibrate contained in different size
capsules, while the ratio of fenofibrate/excipients remains constant.

Table 1: Composition of RP 1824 43, 87, 130 mg

1indt Dose (mgfcapsule)
Compianeiit Reforenece Fuacthui 43 wig 87w 13 mg
Feandibeate (micronized) BP Active Ingredient 413.00 87.00 130.00
Sogar Splierer NF or EP -
Hypramellosa l USP ar EP 7

Sedinm Loury] Soife NF ar EP
{ . Dimethicone Emulsion In-house nonagrapl
’ Sirwthicone Emubsion usp
Hyprowellose  ~ USP or EP

Tale USE or EP
— 5P .
Tedal
Hard Gelalin Capsules © In-house monograph | Dasage Furm / /
Tolal . /
o /
. [/
= -ﬁj e - slight groeo cap !~ o white body (size 43, BT mg = ~  duckgreemcupand 7 light green body (size 3), 13bng~  —  dask Sroen g

an’  ~  wdiile body (size 2)
——

Fenofibrate is a lipid regulating agent that reduces the plasma triglycerides level in
healthy subjects and in patients with hyperlipidemia. The mechanism of fenofibrate
action involves the nuclear peroxisome proliferators-activated receptor alpha (PPARc),
which belongs to the nuclear steroid hormone receptor gene super family and has the
potential to control the expression of genes involved in intracellular and extracellular
lipid metabolism.

The proposed indication of RP 1824 capsules is for the treatment of Type Ila, IIb, IV, and
V hyperlipidemia.




The proposed strengths are 43, 87, and 130 mg capsules given orally ~———

—

Q) Is the dissolution method appropriate for RP1824 capsules?

The sponsor has proposed the following dissolution method and specification:

Medium: 0.025 M SLS

Apparatus: USP Apparatus 2 (paddles)
Speed: 75 rpm

Specification: Q= — at 30 minutes.

Justification was provided for the choice of media, speed, — and
concentration of SLS.

Each strength fenofibrate capsule was tested in the following media (1000 ml) using
paddle apparatus at 75 rpm: 0.1 N HCI; pH 4.5 USP buffer; pH 6.8 USP buffer; and
0.025 M SLS. Each sample was tested at 5, 10, 15, 20, 25 and 30- min intervals. The
dissolution profiles of the three strengths are similar and the dissolution profiles of
fenofibrate 130 mg capsules in various media are shown in the following figure. As
shown, fenofibrate is sparingly soluble in the 0.IN HCl, pH 6.8 and pH 4.5 USP buffer.
Therefore the 0.025M SLS medium seems to be the most appropriate medium for the
dissolution method.

Figure 1:
Dissolution Profiles in different mediums
Batch D03122, capsules 130mg
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Dissolution profiles were also generated for the 43 mg, 87 mg and 130 mg capsules using
0.025M SLS with 50, 75 and 100 rpm paddle speeds.

Dissolution results for fenofibrate capsules using different paddle speeds:



A] Table 2: 43 mg

Tine (min.) 0 5 10 15 2 25 30

50 rpm 0.2% 0.5% 325% | 763% 90.0% 93.4% 95.2%
78 rpm A1.3% 1.5% 36.0% | 94.7% 100.9% | 102.1% | 102.4%
100 rpm -0.4% 0.0% 489% | 95.5% 101.2% | 101.4% | 101.7%

B] Table 3: 87 mg

50 rpm 75 ipm 160 rpm

1
2
-3
4
5
Mean 103.22% 101.55% 100,00%
Standard 2.18 231 191
Deviation '
C] Table 4: 130 mg
Time (min.} 0 8 10 15 20 25 30
S0 rpo -0.1% 2.7% 39.6% | 75.9% | 89.9% | 95.5% | 97.9%
75 rpm -0.1% 4.1% 540% | 86.7% | 956% | 98.0% | 997%
100 rpm -02% | 34% | 652% | 92.2% [ 97.2% | 988% | 99.3%

The dissolution increased with increase in paddle speed. The sponsor has chosen a speed
of 75 rpm. The paddle speed of 75 rpm is acceptable provided a low concentration of
SLS is used.

In order to justify the use of SLS, sponsor has provided dissolution profiles in 0.5 %,
0.72% and 1.0% SLS (0.72% SLS is equivalent to 0.025M SLS). Figure 2 shows the
dissolution profiles for the 43 and 130 mg capsules. The sponsor has provided dissolution
results only at 30 min for the 87 mg fenofibrate capsules. The mean dissolution profiles
suggest there were no differences at different SLS concentration for the 43 mg
fenofibrate capsules. For 87 mg and 130 mg the dissolution was slightly greater at 0.72%
than 0.5% SLS. The percent dissolved at 30 min for the 87 mg capsules was 99.23%
using 0.5% SLS compared to 101.55% at 0.72% SLS while for the 130 mg capsules
96.2% dissolved at 30 min using 0.5% SLS compared to 99.7% using 0.72%. However,
the profiles were similar for 0.72% and 1.0%. The sponsor chose the intermediate
concentration of SLS, 0.72% (0.025 M).



Figure 2: Dissolution profile for fenofibrate capsules 43 mg (top panel) and 130 mg
(bottom panel), using different SLS concentrations
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Reviewer Comments:

1.

For quality control purpose, based on dissolution profiles in different conditions,
the most appropriate dissolution medium would be SLS.

The sponsor was requested to provide dissolution data using 0.25% SLS
(information request dated 6/10/04), since there was greater than 95% dissolution
using SDS of 0.5%, 0.72% as well as 1.0%. The sponsor provided an amendment
(dated 7/7/04) mentioning the reason for using 0.72% SLS that this intermediate
SLS concentration provided sink conditions, and this was according to the
dissolution parameters referenced in the Patent 6,277,405, which was established
in the Tricor® NDA 19-304. Sponsor also submitted dissolution profile using
0.25% SLS (dated 8/30/04) for the three strengths. This data shows that there was
less than 20% of fenofibrate dissolved in 30 min for the three strengths. Thus,
0.25% SDS is not suitable for dissolution studies. However, based on the
provided data the total dissolution using a SLS concentration of 0.5% is not
different from that of 0.72%. Therefore, a SLS concentration of 0.5% is
recommended for RP 1824, since there is greater than 95% dissolution at the
lowest concentration of SLS (0.5%) for all the three strengths.

The paddle speed of 75 rpm is acceptable. — }
There appears to be greater than 95% dissolved at 30min for all the three strengths
at the lowest SLS concentration (0.5%, based on the dissolution data provided
from 1 lot) The specification of not less than — Q) in 30 minutes would be
appropriate using 0.5% SLS.

2.2  General Clinical Pharmacology

Not available

2.3 Intrinsic Factors
Not available

2.4 Extrinsic Factors
Not available

2.5 General Biopharmaceutics

Q) Does the dose-proportionality exist?

A randomized, single-dose, open-label, 3-way crossover study was done to determine the
dose proportionality of RP1824 43 mg, 87 mg and 130 mg capsules under fasting



conditions in healthy adult subjects (29 completed, 18-45 yrs). The 3 treatment periods

were separated by at least 14 day washout period. The blood sampling was done up to
168 h post-dose.

Dose-proportionality was evaluated for pharmacokinetic parameters AUCo. and Cpax

using power analysis. The plasma fenofibric acid concentration versus time profile is
shown in Figure 3.

Figure 3: Plasma concentration time profiles of RP 1824 capsules.
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The pharmacokinetic parameters for the 43, 87 and 130 mg under fasting"é'c)nditions are
summarized in the following table. There appears to be slightly less than dose
proportional increase in the AUC and Cppay.

Table 6: Pharmacokinetic parameters for fenofibric acid following single 43 mg, 87 mg,
and 130 mg doses under fasted conditions

Parameter | ~Treatment A Treatment B: Treatment C:
RP 1824 43 mg (Fasted) RP 1824 87 mg {Fasted) RP 1824 130 mg_(Fasted)
AUCq4 51533 (223123) 51167 (£42776) 123932 (£59037)
(ng-h/mlL) _ .
AUCo.ne 62430 (+23868) 92514 (£+446877) 125742 (+61901)
{ng-h/mlL})
Cornar 2247 (£747) 4078 (£1674) 5525 (x2034)
rig/rl)
Tomax 4.16 (£1.73} 4.32 (11.49) 4.56 (+1.49)
{h
tie 20.4 (+4.84) 20.6 (+5.08) 21.8 (+5.78)
()
Ko 0.0356 (+0.00721) 0.0352 (20.006895) 0.0336 (£0.00738)
{17k}
CLn/F : 0.944 (20.333) 1.08 (£0.385) 1.18 (£0.382)
(L) _
Vdu/F (L} ‘ 26.3 (17.00' 30.9 (£9.51) 35.1 (+8.69)

Dose proportionality for the 43 mg, 87 mg and 130 mg doses of RP1824 administered
under fasting conditions was assessed by calculating the slope of In AUC.y and In
AUC0.inpy versus In-dose. The slope and the 90% confidence interval were 0.798 (0.715-
0.881) and 0.792 (0.723-0.861) for AUC .1y and AUC g.ins) respectively.

10



The graphic representations of the raw data for the relationship between the individual
pharmacokinetic parameters of fenofibric acid and dose of RP 1824 administered are
presented in figures 3 & 4.

Figure 4: Relationship between individual AUC,., of fenofibric acid and dose of RP 1824
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Reviewer Comments:

The slope of In-transformed AUC(.y and AUC.inyy versus In-transformed dose of
fenofibric acid from the RP 1824 87 mg capsule was significantly different from 1. The
slope (90% CI) for AUC .y was 0.798 (0.715-0.881) and 0.792 (0.723-0.861) for AUCo.
inf). Since the 90% confidence interval of the slope does not include the value of 1, dose
proportionality cannot be concluded.

Q) Was the dosage form equivalency established?

In order to establish the dose equivalence of multiple RP 1824 43 mg capsules relative to
single RP 1824 87 and 130 mg capsules a randomized, single-dose, open-label, 4-way
crossover study was conducted. Doses of 43 mg x 2 capsules, 43 mg x 3 capsules, 87 mg
x 1 capsule and 130 mg x 1 capsule was administered under fasting conditions to healthy
adults (18-45 yrs). There was-at least 14 days washout between treatments. Blood
samples were collected through 168 h post dose.

The results are summarized in Table 7 and in Table 8. As shown, the AUC and Cpax of

fenofibric acid from RP 1824 43 mg x 2 capsules was similar to that of the RP 1824 87
mg x 1 capsule under fasting conditions. The ratio of LSM of AUCy., AUCiy and Cpax

11



were 98.4%, 98.1% and 108.5%. Similarly, the AUC and C,, of fenofibric acid from RP
1824 43 mg x 3 capsules was similar to that of the RP 1824 130 mg x 1 capsule under
fasting conditions. The ratio of LSM of AUCy, AUC;ys and Cyax were 101.3%, 101.5%
and 97.3%. Therefore, it can be concluded that dosage form equivalency is established.

Table 7:

Pharmacokinetic Parameters for Fenofibric Acid Following a Single Dose Under Fasted
Conditions - Arithmetic Mean (£5D)

Farameter Treatment A Treatment B: Treatment . Treatment D:
RP 1824 2 x 43 mg RP 1824 3x 43 my RP 1824 1 x 87 mg RP 1824 1 x 130 mg
(Fasted) {Fasted) (Fasted) (Fasied
AlChy 82917 (£31384) 119906 (+52441) 83221 (+30091) 117368 (+44085)
(ng-hirnl } _ _
AU Cot 84295 (¥32385) 122505 (£55095) 84939 (+31855) 118809 {+46180)
thg-h/mL}
( g.;;l ] 36899 (1252} 4722 (+1641) 3343 {£989) 4768 (+1388)
e
Tomax 4 65 {12 .04) 4.73 (£1.68) 4.82 (£1.77) 4.86 (+1.08)
{h} _
(t;:f) 2012 (£6.56) 21.8 {+13.4) 20.4 {46.82) 21.1 (+7.25)
Hat 0.0376 {(20.0107) | 00356 (20.0100) 0.0377 (£0.0708) 0.0360 (x0.0102) |
(1)
CLnfF 1.18 (£0.491) 1.23 (20.485) 1.18 (x0.474) 1.25 (+0.476)
(L/h) ) .
Vd iF 31.4 (27 63) 347 (£12.0) 315 (%7.05) 34 8 (25.36)
{L}

vTable 8: Ratios of LSM (90% CI) of RP 1824 2 x 43 mg vs RP 1824 1 x 87 mg and
Ratios of LSM (90% CI) of RP 1824 3 x 43 mg vs RP 1824 1 x 130 mg

Parameter A RP 1824 2 x 43 mg (Fasted) B: RP 1824 3 x 43 mg (Fasted)
vs vs
C: RP 1824 1 x 87 mg (Fasted) D: RP 1824 1 x 130 myg (Fasted)
AUCo 08.4% {93.6% - 103.4%) 101.3% (96.4% — 106.3%)
AUCo 98.1% (93.3% — 103.1%) 101.5% (96.5% — 105.7%:}
Cormax_ 108.5% (88.5% — 119.8%!} 97.3% (88.4% — 107.1%)

Figure 5: Mean plasma fenofibric acid concentrations
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Q) Is RP 1824 bioequivalent to Tricor® after single dose administration?

In order to establish bioequivalence of RP 1824 130 mg capsules to Tricor® 200 mg
capsules, a relative bioavailability study was conducted under fasting conditions and
immediately following consumption of a low fat meal in healthy adults (18-45 yrs, 32
enrolled, 29 completed). This was a randomized, single-dose, open-label (laboratory
blinded), 4-way crossover study. A single dose of the study drug was given at the
beginning of each treatment period (Day 1), followed by pharmacokinetic sampling up to
168 h post dose. There was a washout of at least 14 days between each treatment.

The 4 treatments were:

Treatment A: Single dose, 130 mg RP 1824; fasted condition

Treatment B: Single dose, 130 mg RP 1824 fed condition

- Treatment C: Single dose, 200 mg Tncor fasted condition

Treatment D: Single dose, 200 mg Tricor™; fed condition

Figure 6: Mean plasma fenofibric acid concentration in fed and fasting conditions.
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The pharmacokinetic parameters are summarized in Table 9 and point estimates of
different treatment comparisons are provided in table 10. Results indicate that the under
fed conditions (low fat meal), the max1mum fenofibric acid concentrations (Cpax) from
the RP 1824 130 mg capsules and Tricor® 200 mg capsules were similar. The 90% CI
was within the mterval of 80-125%. However, the AUC for RP 1824 capsules was low as
compared to Tricor® AUC, the 90% lower CI being slightly below 80% for both AUC.
and AUCq.iy¢ under fed conditions, (Table 10).

The bioavailability of a single dose RP 1824 130 mg capsule was also compared to single
dose of Tricor® 200 mg capsules under fasting conditions under the same study. Based on
the In-transformed data, the 90% confidence intervals of the ratios of geometric means
(RP 1824 vs Tricor®) for AUC were within 80-125% interval. However, the 90%
confidence interval for the ratios of geometric means for Cy.x was not within 80-125%.
The RP 1824 130mg capsules exhibited 62% higher Cpax When compared to Tricor™
(Table 9 & 10).
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Table 9: Pharmacokinetic parameters for fenofibric acid following a single dose under
fasted and fed (low fat meal) conditions, Arithmetic mean ( &+ SD)

[ Pararmeter TreatTIant A Treaiment b. Treatmant G: Treatmant L.
RP 1824 1390 mg RF 1624 130 mg Tricor® 2040 mp Tricor® 200 mg (Fed)
{Fagted) Fed) {Fastad) _
ALC 0. 126081 {£31875) 130400 (£350928} 123769 (£45252) 180032 (£43760)
{rghimL}
AL 1280020 {+33000) 132387 (£A0251} 129798 (£40044) 162332 (£45508)
ing hn‘rnL) _ _ _
4403 (1308} TGS (+1563) 2734 (£1312) 7554 (2034
ﬁr@"mL? _
Treun &73 (21,50 421 (200632) 8.37 (18.60) #.58 (20:508)
{h}
tu 234 (7 32) 230 (46.22) 271 (+17.9) 23.3 [(+5.81)
(i
K 0.0324 {+0.00813) 0.0324 (+0.00889) | = 0.0315 (+0.0117) 0.0321 (+0.00870)
{1/}
CLAF 1.007£0.330) 1.06 (+0.302) 186 (1.28) 1.37 [20.564]
L
VdglF 35.6 (£14.4) 340 (2117} 4.5 (£28.1) 445 (£10.4)
il

Table 10: RP 1824 vs. Tricor under fasted and fed (low fat meal)

conditions

‘Ratios (%) of LSM (90% CI)

Parameter Formulation (fed)

Cmax
AUCO0-t

% Ratio
105.98
83.62
AUCO-inf 83.51

B VS D A VS C
Formulation (fasted)

90% CI % Ratio 90% CI

90.43-124.2 172.37 147.11-201.96

75.99-92.02  105.99 96.32-116.63

75.82-91.99 101.93 92.42-112.41

The results for fed vs fasted comparisons for individual formulations are summarlzed
later in the review under the effect of food.

Reviewer Comments:

The single-dose bioequivalence study was conducted under both fasting and low fat fed
COIldlthIlS Under either condition, RP 1824 130 mg capsules were not bioequivalent to
Tricor® 200 mg capsules. Under fed conditions (low fat meal) the AUC of fenofibric acid

from RP 1824 capsules was lower than (17% lower) that from Tricor® capsules.
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Q) Is RP 1824 bioequivalent to Tricor® after multiple dose administration?

A randomized, multiple-dose, open-label, 2-way crossover study was conducted to
compare the bioavailability of RP 1824 130 mg capsules relative to Tricor® 200 mg
capsules in 28 healthy male and female subjects following consumption of a low fat
meal. There was at least 14 days between the two periods. Fenofibric acid has elimination
half-life of approximately 20 hours and analysis of trough levels from days 4-8
established that steady-state was attained by day 6 for both treatments. The results are
summarized in table 11.

Table 11: Arithmetic mean (+SD) pharmacokinetic parameters for fenofibric acid
following multiple dosing in healthy subjects on a TLC diet.

Paramater Treatment & Traatmeant B
 RE 1824 130 mg (Fad) “Iticor™ 200 mg {Fad)
AUG, o (ng-himl) 160686 (153669) 204688 (+50045)

Crax. ss {nfml) 12664 {+2685) 13610 (22781}

T g os () 4 656 {(20.978) 5343 [+1.281)
Coe s Ny 7620 (£2235) B541 (32123}

T e () 240 (+0.D452) 4.0 (0.0

KT (9%} V0 (£39.1} ;

Stz (%) 202 (£181) 161 fﬂzm

Chm /F {Lih) 0.777 (0.269} 104 (£0.293)

The ratios of In-transformed AUCq and Cpax ss and Cin are summarized in the table
below. The ratio of least square means of (RP 1824 130 mg fed/Tricor® 200 mg fed) for
AUC and Crax ss and Cr, were 88.4%, 91.7% and 88.4% respectively. Because the
90% confidence interval for the ratios were in the 80-125% range, the RP 1824 130 mg
capsules and Tricor® 200 mg capsules were concluded to be bioequivalent after multiple
dosing, immediately following consumption of a low fat meal.

Table 12: Statistical analysis of the rate and extent of bioavailability for fenofibric acid

15

Parametar Troatient A Treatmedt B: Ratio of LSkt
RP 1824 130 mg (Fed) | Treo™ 200 mg (Fed) ATB % (80% Cl)
LSk LS
MJG g ; ghiiiL) Vi5127 198058 88.4 (84.0-93.0)
. [t} 12425 13565 81.7 {85.1-98. 1)
cmr s fngmb) 297 8250 804 (84.0-53.0)




Figure 7: Mean plasma concentration versus time profiles on day 7
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Reviewer Comments:

The steady state AUC of fenofibric acid from RP 1824 was 11% lower than that from
Tricor™ after multiple dose administration following a low fat meal. However, the
geometric means of both AUCss and Cpx after multiple dose administration of RP 1824
pass the bioequivalence criteria and are within the 80-125% interval.

Q) What is the effect of food on the bioavailability of fenofibric acid from RP 1824
and Tricor®?

High fat meal increased both AUC and Cpax of fenofibric acid from both RP 1824 130
mg and Tricor® 200 mg capsules.

A randomized, single-dose, open-label, 4-way crossover study was conducted in healthy
adults (18-45 yrs; N=32) to determine the effect of food on the bioavailability of
fenofibric acid from RP 1824 and Tricor® capsules.

Figure 8: Mean fenofibric acid plasma concentration versus time by treatment
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The results are summarized in Table 13.

Table 13: Pharmacokinetic parameters for fenofibric acid (Mean + SD)

Parameter Treatment A Treatmant B Treatment C Treatment
RP 1824 130 mg | RP 1824130 mg | Tricor®200mg | Tricor™ 200 mg
‘ (Fasted) {Fed) {Fasted) {Fedy
AUCo. TT4853 (£37964) | 145062 (298454) | 100224 (1534056) | 163 }
-himi) _
Cowt | 116104 (230773) | 196843 (24T315) | 111235 (35513b) | 226004 (180699)
{ng-himl)
( S‘k‘“"‘u A375 (X1614) 118 [E2404) T3 (22002) o825 (X3573)
ngint
- 484 (+1.26) 489 [£1.10) 981 (2103) 5.65 (21.29)
{h)
{tﬁ) 19.7 (25.39) 18.3 (24.80) 21.0 (17.03} 19.0 (35.500
é‘ﬁ;) 0.0378 (x0.0101) | 0.0402 {x0.009807 | 0.0362 (30.0108) | 0.0392 (£0.0105)
%LL;JMF 1.25 (30.452) 0.584 (x0.329) 227 (x1.25} 0.988 (£0.330)
v:(:ilr_,,;[: 33.7 (@10.1) 24 5 [x5.27) 62.1 (£22.6} 25.4(36.37)

As shown, there was about 26% increase in AUC and 108% in Cpax of fenofibric acid
from RP 1824. In case of Tricor® the food caused a greater increase in both AUC (100%)
and Cpax (276%) than that seen with RP 1824. The point estimates and the confidence
interval of the geometric least square means of AUC and C,,, are shown in table 14.

Table 14: RP 1824 and Tricor® under fasted and fed conditions: Ratio (%) of geometric
means and confidence interval -

Parameter Formulation Formulation

RP 1824 fed vs fasted Tricor fed vs fasted

Ratio (%) CI Ratio (%) CI
AUC(0-t) 124.8 116-134.3 221.1 205.6-237.6
AUC(0-
inf) 124.6 115.7-134.1 218.8 203.5-235.2
Cmax 210.2 181.8-242.9 434.2 376.5-500.7
Parameter Formulation Formulation

RP 1824 vs

Tricor (fed) RP 1824 vs Tricor (fasted)

Ratio (%) C1 Ratio (%) CI
AUC(0-t) 64.7 60.2-69.6 114.6 106.5-123.3
AUC(0-
inf) 649 60.3-69.8 113.9 105.9-122.6
Cmax 69.6 602-80.4 143.7 124.4-166
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Low fat meal also increased both the rate and extent of bioavailability of Tricor™ capsules
and the Cyax for RP 1824 (single dose BE study discussed above). Consumption of a low
fat meal did not affect the AUC of fenofibric acid from the RP 1824 capsules, the 90%
confidence interval for the ratios of the geometric means were within 80-125%. In
presence of food, the Cpax of RP 1824 130 mg capsules increased by 75%. The 90% CI
for the ratio of geometrlc mean of Cpax Was 149.05-205.33. The exposure to fenofibric
acid from Tricor® 200 mg capsule was increased under low fat fed condition (~ 30%),
while Cpax increased by 185%.

2.6 Analytical

In each of the five pharmacokinetic studies, venous blood samples were drawn for plasma
fenofibric acid assay determination. For single dose administration, samples were
collected for 168 h post dose and with repeated dosing, assay was done at trough (days 4-
- 6) and throughout 24 h dosing interval on the 7-day in each treatment.

For all studies the concentrations of fenofibric acid was determined using high
performance liquid chromatography with mass spectrometric determination. All assays
were performed by - . The lower limit of quantlﬁcatlon
(LLOQ) for fenofibric acid was 20 ng/ml Calibration curve standards ranging from 20.0
ng/ml to 20006.7 ng/ml and QC samples at three different concentrations (60.0 ng/ml,
800.3 ng/ml, and 15005.0 ng/ml) were used.

The within and between batch precision and accuracy for fenofibric acid was as follows:
Precision (%CV) for LOQ and low QC < 20%.

Precision (%CV) for medium and high QC < 15%.

Accuracy (%nominal) for LOQ and low QC within 80-120%.

Accuracy (Y%enominal) for medium and high QC within 85-115%.

3 Labeling Comments

The Office of Clinical Pharmacology and Biopharmaceutics (OCPB/DPE-2) has
reviewed the package insert labeling for RP1824 and finds it acceptable pending the
following revision:

(Strikethrough-text is recommended to be deleted and underlined text is recommended to
be added.)

Under CLINICAL PHARMACOLOGY Section

Pharmacokinetics/Metabolism
Plasma concentrations of fenofibric acid
after multiple dose administration of
TRADENAME 130 mg capsules are
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4.2 Individual Study Reviews

Synopsis: Food Effect Study

NARKE OF COMPANY INDIVIDUAL STUDY {FOR NATtOMNAL
TABLE S8YNOPSIS AUTHORITY USE ONLY)
Reliant Pharmaceuticals, LEC

NAME OF FIMGHED PROGUGT REFERRING TO PART 1

OF THE DOSSIER

RP 180

NAME OF ACTIVE INGREDIENT Report No.: AADRZDSG
Volume: |

RP 180

Fithe of Study: A Randomized, Single-Dosa, 4-Way Grossover Study to Detarmine
and CGampare the Ralallve Bloavablabillly of RF 1824 130 mg to
Tricor® 200 my Under Fasted Gondilions and Folbowing Gorsumption
of a Standard High Fat FDA Tast Maal in Heslihy Adult Subjects

Investigator: -—

Study Centar: /

Publication {Referance): Not applicable

Studiad period: Phagse of developrmsnt: |

{Date of first sereening)

03 January 2003

{Date of last compieted)

01 March 2003

Objectives: The objeclives of this study were as folkows:

* To determine the relative bloavaiiabllity of RP 1824 130 my orat capsules to Tricor® 200 mg oral
capsules under fasting and fed conditions in healthy adults using a standard high-fat, FDA Lest
rmaal.

+  To detsrmine the refative bloavallability RP 1824 130 mg oral capsules fallowing single doses
under fasting and fed conditions in healthy adults using a standard high-fat, FDA test meal.

s To determing the retalive bijvavaliability of Tricor™ 200 mg oral capsules following single doses
under fasting and fed conditions in healthy adults using a standard high-fat, FOA test meal.

Methodology: This was a randomized, singla-doss, open-label {aboratory biinded), 4-way crossover
study to determine the relative bloavailabliity of RP 1824 130 mg oral capsulas o Tricor™ 200 myg oral
capsiles under fasted and fed conditlons in healthy aduit subjects. The refative bioavallabitity of sach
fotmutation under fasted and fed cordltions was also assassed.

Number of Subjects {planned and anafyzed): Atutal of 32 subjects were enrollad in the study, and
30 subjects completed the study. All 32 subjects ware Included in the safety and pharmacokinetic (PK)
analyses.
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Wﬁmﬁ— [~ INDIVIDUACSTUGY | (FOR RATIONAL |
TABLE SYNOFSIS AUTHORITY USE ONLY)

Rellant Pharmaceuticals LLC
NAME OF FINISHED PRODUCT

REFERRING TO PART 1
OF THE DOSSIER
RP 1824
; Report No.: AAD2059
Vature: |-
RP 1824

Diagnosis and Maln Criteria for Inchision: All subjects enrollad in this study ware [udgad by the
Investigator fo be normal, healthy volunteers who met all inclusion and exclusion eriteria.

Teast Product, Duse, Duration, Mode of Administration, and Batch Numbar: The test product was
RP 1824 130 mp capsules, manufaciured by Ethypharm 8.A_, Lot No.- 002357, manufacture date:

10 Nov 2002. Subjects randomized to Traatmant A racelved a slagle oral dose of ahe RP 1824 130 mg
capeule taken with 240 mL of tap water following a 10-howr fast. Sublects randomized to Treatment B
received a sinigle oral dose of ofie RP 1824 130 mg capeule takeri with 240 miL of tap water followirig &
standardized high-fat meal. .

Reference Product, Dose, Duration, Made of Administration, and Batch Number: The reference
product was Tricor™ (fenofibrate) 200 mg micronized capsules, manufachured by Abbotf Laboratories, Lot
No.: 761172E21, expiration data: 01 Ape 2003. Subjacts randomized ta Trealment C raceived a single oral
dose of one Tricor® (fenofibrate) 200 mg micronized capsule taken vdth 240 mb. of tapy water following o
10-hour fast, Subjects randomized to Treatment [ raceivad a single oral dote of one Tricor® (fenofibrate)
200 my micronized capsule taken with 240 mL of tap water following a standardized high-fat meal.

Griteria for Evaluation:

Phatmacokinefics: The AUGy,, AUC g, AUC JAUC v, Cous, Trnaw by Kair CLo/F, 20d VdoF
pharmacokinetic parameters were calculated for fenofibric acld from the plasima soncantrations from the
32 subjects retalned for pharmasokinetic analyses. Descriptive statistics (including arithmetic mean,
standard deviation [SD], coefiicient of vatiation [C\1], minimum, maxlmum, median, gaometric mean, and
rumber of obsatvations) for plastia fenofibiic add cotwentrations at sach Ume paint and for
pharmacokinatc parameters ware tabulated by treatiment.

Bafety: Physical examinafion, madical and drug history, clinical laboratory tests, vital signs,
electrocardiogram (ECG), and adverse event assesaments were avaluated during this stody.

NAME OF COMPANY INGIVIDUAL STODY {FQR MATIONAL
TABLE SYNOPSIS AUTHORITY USE DNLY)
Beltart Phatmaceuticals, {LC
3 REFERRING TO PART 1
OF THE DOSSIER
RFP 1824
NAMWE OF ACTIVE [NGREDIENT | Report No.: AAD2058
Volume: |
FP 1824
Statistical Methads:

Phatirisicokinietics: Relative bicavaltabliities were determined using the parameters AUG,,, AUGC, ., and
Cmax for the following treatrnants:

Treatmnent B: RP 1824 130 myg (Fed)/Treatment Az RP 1824 130 mg (Fasted),

Trsatiment D: Tricor™ 200 mg (Fedy Treatment C: Tricor™ 200 mg (Fasted),

Teoatment B: RP 1824 130 myg (Fedy/Treatment D: Tricor® 200 myg (Fed),

Treatment A: RP 1824 130 mg (Fasted)/Treatment C: Tricor® 200 my (Fasted),

Treatment B: &P 1824 130 mg {Fed)Treatment G- Trlcor™ 200 my (Fasted), and

Treatment A: RP 1824 130 g (Fasted)/Treatment D Tricor® 200 mg (Fed)

Thie aralysis of vartance (ANOVA) modsl included seméq:;a. formulation, and percd as fixed effects and
sublect fiestod within saqtence as a random effect. The B0% confidence intervale for tha ratles were
detived by exponentiation of the confidence Intarvals (Cl) obtalnad for the difference betivaen drug
farmulation feast squares means (LSM) rasulting from the analyses on. the In-transformed pararmalers
AUGy4, AUCqr, 8nid C . If the 90% Cl for thse ratios of population laast-square geometrle means (based
o [i-transformed parsmeters) of fed and fasted treatmants fell within 80 — 125% for the AUCS atd Crax,

then the presance of a food effect was exduded. If the Gl for AUCs and C,,, fell outside e above limits,
then 4 food effect was assumed.
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RAME OF COMPANY INDIVIDUAL ST0DY¥ iFEn RATIONAL
TABLE BYNOPSIS AUTHORITY USE ONLY)
Reffant Pharmacetiticals 1L1L.C
HAME OF FINISHED PRODUCT REFERRING TO PART 1
OF THE DOSSIER
RP 1824
HAME OF ACTIVE INGREDIENT |Report No.: AAG2DSS
Volume: |
RiF 1824

Safete: Descriplive statistics {mean, standard deviation, minimum, maximum, and sample size) were
caleudated for conlinuous vardabibes (age, height, weight, and body mass index [BMI} and fraquancy counts
were tahulated for catagotical demographic variables {race} by randomized dosing sequence for sach
getder and overalf.

Advarse events (AEs) were codad using MadDRA (Varsion 5.1) and are summsrized by prefarcad term.
Nutnber and percsrtage of subjacls expedernsing each coded event, tolal aumber of each coded eveatdt and
8% a percentage of tolal advarse evants, and by severdly and relationshiy to study drug are displayed for
gach treatmant.

Laboratory valuies ware summarized using descriptiva statislics (mean, standard daviation, minimurm, -
maxiinum, and sample size) for conlinuous serum chamistry and hematology results at aach e point
(scraening and poststudy) and change from screening to poststudy values. The shift from screen to
poststudy was provided for each laboratory test for serim chamiatry, hematology, and urihalysis, Al sul-of-
rahge valies were listed by subjact for each laboralory parametor. Rechecks ware used in debarmination of
screan values. Poststudy vallies ware defined as the first observation oblsined at that Gme peint.

Sitting vital signa measuraments (systolic and diastalic blocd pressure and heait rate) were summarnized
using descriptive statistics (mean, standard devdation, minitmurm, maximum, and sample size) by time point
of callection and change from predoss for aach treatment group. Predoss was deflned as the last
ohservation obtained prior Lo desing for sach padod on Day 1 (ncluding rechaeks). Rechecks were not
included as postidose chsarvations. ‘

Shifts from soreening to poststudy resulls for physical examinations were tahulated.

ECG values were summarized using descriptive statistics (tean, standard deviation, minkmutn, rmaximum,
and sample size} at scresning and poststudy snd chanpe from scressing to postslody valzes. Rechecks
were used i determiination of serearidng values. Poststudy values ware defined as the flrst observation
obtained at sat line point.

APPEARS THIS WAY
ON ORIGINAL
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Reliant Fharmaceuticals, LLG
RR 1824

RP 18

[~ INDIVIDUAL S10UGY
TABLE SYNOPSIS

REFERRING TO PART 1
OF THE DOSSIER

Report No.: AAD205S

Q
AUTHORITY USE ONLY)

Vatume: }

SUNMMARY - CONCLUSIONS

EPharmacokinedic Resylts: The pharmacokinetic resulis for all paramelers and the rallos of LSM {with the
90% CI} darived from the analyses of the In-transformed AUC,, AUCy,, snd G, pharmacokinatic
paramaters far all compatisons of interest are tabulated balow.

Pharmmacokinetic Parameters for Fenofibric Acid Foliowing a Single Bose Under Fasted and Fed
(Standord High-Fat FDA Test Meal) Conditions - Arithmetic Moan (£ $1)

Paramater Treatment A Treatineiit B Treatiient © Treatment O
RP 1824 130 mg RP 1824 130 my Tricor™ 200 my Trieor® 200 my
{Fasted) (Fed) (Fastad) {Fed)
AUC,, 114853 (137964) 145562 {p48454) 169224 (+53436) 224330 (78897}
|_{ng-hvmt)
AUCour 118134 (238773) 148843 {+49315) 111235 (+55135) 228004 (:¥0604)
{ng-himt)
Gmax 4375 (1814} 9118 (2404} 3413 (22082} 12829 (£3373)
(ngiml)
Tam 4.84 (+1.26) 488 (31.10) 981 (x10.3) 585 {+1.28)
thy
ty 19.7 (£5.38) 183 (+4.80) 210 (+7.03) 19.0 (+5.50)
)
Kas 0.0378 (£0.0101) 0.0402 (£0.00590) 0.0382 (+0.0106) 0.0392 {+0.0105)
(1/h} ]
CLnF 1.25 (£0.452) 0.984 (+0.329) 227 (+1.25) 0.988 (+0.330)
(Lth)
v iF 33.7 (+10.1} 245 (£5.27) B82.1 (+22.9) 25 4 {16.37)
Ly

43



e 20 A—

[~ INDIVIOUAL 510DY |

OR N
TABLE S8YNOPEIS. AUTHORITY USE ONLY)
Reiiant Phannacauticals, L1C
: REFERRING TO PART 1
OF THE DOSSIER
RP 1824
NAME OF ACTIVE INGREDIENY | Report No.: AADZ05S
Volume: )
RP 180
Ratios (%) of LEM {90% ©f) for RP 1824 v& Tricor®
Parameter | B: RP 1824130 mg | A:RP 1824 130 mg | B: RP 1824 130 my | A: RP 1824 130 my
{Fed) {Fasted) (Fad) {Fasted)
ve 8 vs v5
D: THeat® 200 myg | ©:Theor®200mg | ©: Thco®200mg | D: Thcor® 200 mg
{Fad) {Fasted) {Fastad) (Fed)
AUCo: B4.7 (60.2-69.8) 1146 (106.5-123.3) | 1431 (133.1-1538) 51.9 {(48.2-55.8)
" AUCoum 84.9{80.3-89.8) 113.9{105.9-122.8) | 141.9 (132.0-1528) 52.1 (48 4-58.0)
Cuanax B9.5 (80.2-80.4) 1437 (124.4-188.0) | 3020 (281.8-348.3) 33.1{28.6-38.3)
Fed vs Fasted Ratios (%) of LSM (0% CI} for Individual Eormulations
Parameter B: RP 1824 130 mg {Fed) D: Tricor™ 200 mg (Fad)
vs vs
A: RP 1824 130 my (Fasted) C: Tricor® 200 mg (Fasted)
AUC,, 124 8 (115.0-124.3) 221.1 (205.8-237 .6)
AC o 124 6 (115.7-134.1) 218.8 (203.5235.2)
Cra 2102 (1581.8-242.9) 434.2 (3768.5-500.7)

APPEARS THIS WAY
ON ORIGINAL
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[NAME OF COMPANY |  INDIVIDUAL Si0DY |
TABLE AUTHORITY USE
Refiant Pharmaceuticals, LLC SYNOPSIS ONLY)

NAME OF FINSHED PRODUGT |  REFERRING TO PART 1

GF THE DOSSIER

RP 1824
BAME OF ACTIVE INGREDIENT | Report No.: ARD2059

Volume: L
RP 180

Safety Rosylfts: Of the 32 subjects dosad with study treatiment, 22 (88%) expatianted at least

1 reatment-amargant adverse avent (AL} dutlng the trial with 5 subjects raporting AES foliowing RP 1824
In the fasted state, 8 subjects following RP 1824 in the fed stats, B subjacts Tollowing Tricor™ in lhe fasted
#late, and 11 subjauts fallowing Tr{ou In the fad state. Headache was the most common AE reported
faﬂm\nng both RP 1624 and Tricor® adminlsization. OF the 49 treatiment-amergent AEs rapotted, 45 viers
wtitd In savarity am:t 4 ware moderata. The ihvestigator considered £0 of the 49 AES 1o be ratated fo

RP 1824 or Tricor™. Ne serfous adverse events {SAEs) occurred. Ohe subject was dropped from ihe study
by the Investigator dua to the AE of pragnancy, which was noted at chack-in for Petiod 3 and was
considerad unrelated to study reatment.

Thete were nd treatmant-ralatad trends noted with respect to laboratory values, vital sign méasummems,
electrocardiogeam racordings, or phiysical examination Gindings regarding subject salety.

«  Consimption of a standard high fat meal enhancad the axtent (AUC) and rate {Gag) of
bloavailability of fenafibric acid for both this RP 1624 130 mg and the Tricor™ 200 my capsules.

»  The food effect following a high fat meal observed for the RP 1824 130 my capsule was
approximately 2-fold lower than that abserved for the Tricor™ 200 my capsule. RP 1824 wxtent
of bicavaliability increased by 25% whila Tricor® increased by approximately 120%.

+  The extent of bicavailability of fencfitile acid following adiministration of a RP 1824 130 myg
capsule was sindlar to that of the Tricor® 200 myg capsule undar fasted conditions: howevar, the
rate of bloavaliabliity was different.

» Single oral doses of RP 1824 (130 mg) and Tricor™ (200 mg) administared under fasted and fad
condifions appearad fo be safe and wall tolarated by the normal healthy subijacts in this stu;iy
Adverse event incldence was Jess following both RP 1824 regimens compared to Ihe Trico
reglmens.

Date of the Report: 22 Saptember 2003

APPEARS THIS WAY
ON ORIGINAL
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Synopsis: Bioavailability at Steady State Study

BANE OF COMPANY INDWIDUAL STUDY {FOR RATIONAL
TABLE SYNOPSIS AUTHORITY USE ONLY)
Reliant Pharmaceuticals, LG
NAME OF FINIS! RODUC REFERRING TO PART 4
OF THE DOSSIER
RP 1824
NAME OF ACTIVE INGRECHENT | Report No.: AAGR0B0
Volume: |
RP 1824
Tithe of Study: A Randomized, Multiple-Dose, 2-Way Crossover Study to Assess the

Rolative Bloavallabliily of RF 1824 130 mg Capsutas Varsus Tricor®
200 mp Capsulas at Steady State in Healthy Adult Subjects oh a

Tharapautic Lifestyle Change Diet
Investigator:
Study Center: /
Publication {Referania): Not applicabla
Studied pariod: Phaze of davelopment: |
(Data-of first sereening)
10 January 2003
(Date of last campleted)
13 February 2003

Objectives: The objectve of s sludy was 1o compare the Falatlve bioavalabiity of RP 1624 130 tig
capsules relative to Trlcor® 200 mg capsules at steady state after maltiple dosing In heatthy subjects on a
Therapeutic Lifestyte Change (TLC) dist {Appendix A of the protocol [Appendix 16.1.1]).

Mathodology: This was a randomized, multipla-dose, open-labei (laboratory-biinded), 2-way erossover
study to determine and compare the bioavallability of RP 1824 130-my oral capsulas relative to Tricor™
200 g oral capsules in 28 healthy adult male and female sublects, immediataly following eonsumptior of
a TLC diet meatl.

Humber of Subjects {planned and anatyzed): A total of 28 subjects ware enrolled in the study, and
28 sublects complatad the study. There were 28 subjacts induded In the safety analysls and 24 subjacls
included in the pharmacokinetic analysis.

Disgnosis and Main Criteria for Inclusion: All subjecis enrolled in this study ware judged by the
[nvestigator to be normal, healthy volunteers who met alf intlusion and exclusion critaria.

Test Product, Dose, Duration, Mode of Administration, and Batch Number: RP 1824 130 myg
capsules, manufactured by Ethyphanm S.A, Lot No_: DO23567, manufacturad date: 11 Oct 2002, Subjacts
randomized to Treatment A raceivad a slingls oral dosa of one RP182¢ 130 mg capsule taken with 240 mL
of room femperaiure tap water daily for 7 days.

APPEARS THIS WAY
ON ORIGINAL
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[NAME OF COMPANY | INDIVIDUAL Si00Y | 0
TABLE SYNOPSIS AUTHORITY USE ONLY)

Reltant Phannacauticals, 1L1G
REFERRING TO PART 1
OF THE DOSSIER
RP 182

NAME OF ACTIVE INGRERIENT |Report No.: AADR060
Valume: |
RP 180

‘| Referance Product, Dose, Durstion, Mode of Administration, and Batch Number: Tricor™ (fenofibrate)
200 ing micronlzed capsules, manufaciured by Abbott Laboratores, Lot No.: 751172821, a:;piraﬁm data:
01 Apr 2003. Subjecls randomized to Treatment B received a singla oral dose of one Treor® (fenofibrate)
200 my micronized capstde taken with 240 mlL of room temperatiire tap watar daily for 7 days.

Critaria for Evaluation:

Ehannacokinetics: The AUC, «, Gua s, Troes sx, Gov so Gan, sz, Trin, s, Fi, Subng, and Chm, oo/F
pharmacokinatic (PK) parametars wera catoulated for fenalibric acid Trom the plasma concantrations from
the 4 subjects retained for PK analyses. Desctiplive siatistics {Including afthmetic mean, standard
deviation, costlieiant of vadation, minlmum, maximum, median, geometic mean, and sampls slre) for
pasinz fenofibric acid concentrations at sach time polnt and for pharntacokinalic parameders wars
tabulated by trealment.

Bafety: Physical examination, medical and diug histery, linicel laboratory tests, vilsl sigas,
electrocardiograim (ECG), and adverss event assessmants were evalasted durlsg this sidy.

Statistical Mathods:

Pharmacokinelics: The ralative bioavailability of RP 1824 130 mg capsulas {lest) versus Tricor™® 200 (113
eapsules (raference) after muiliple dosing, following consumption of & TLC diet mieal, wss detarmined by
compating the respective logiransformed steady state {AUC, w and Cra <) pharmacokinetic paranmstens.
Thie analysls of varlance (ANOVA) medel Incladed saquence, formulation, and period as fixed elfects and
subject hested within saquancs as & random effect. The 9045 confidence intervals Tor the ratlos were
darived by axponantiation of the confidenca intervals oblatned for the differance balwesn drag formulation
least-squares means (LSM) resulting from the analyses on the In-tansformad paramaters AUC, ., and
Crmax, sz. The LSM rafies and 90% confldance intervals for ths AUG, .. and Cax, « phaimacokintle
patarnelers ware Used &5 ah assessment of relative bloavailabiity.

Attainmsnt of steady state was evaluated through linear regression of the in-transformed trough levets of
fenofibric acid on Days 4, 5, 6, 7, and B against fime. The siopas of sach of the regressions were sxamined
for differences from zero at the « = 0.05 level of significanca for aach analysis. Steady state was conciuded
if the p-value of the slope batween the In-transformed rough levels of fenofibric ackd and the fimas were not
statisfically ditferent {p > 0.05).
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Safetys Descriptive statisties (nean, standard deviation, minimum, maximum, and sampls size) ware
caleulated for continucus variables {age, height, welght, and body mass index [EMID and Frequency counts |
were tabutated for catagorical damographic variables {race) by randomized dosing sequanc for sack
gander and ovanall.

Advarse events (Afs) were coded using MadDRA (Varslon 5.1) and are summarized by praferrad tarm.
Number and parcentage of subjacts axpetiencing sach coded avent, total niaibey of each coded event and
as a percentage of total adverse avents, and by severily and ratationship to study drug are displayed for
sach traatinent.

Laboratory values were suminanized uslng descdptive statlstics (mean, standard daviation, minlmurm,
maxinitm, and sample size) for continuous sevurm ehamistey and hematology results al sach tims point
(screwning and postshudy) and change from scheaning 1o posteludy valoes. The shift fom screan 1o
poststindy was provided for sach laboratary result for sarum chamistry, hematology, snd arinalysls. All sut-
of-range values weare listad by subject for aach laboratory paramater. Rachecks were usad ln determination
of seraen values. Poatstudy values were defined as the first chsarvation obitalned at that time poiit.

Sittlng vital signs measuirarments (systolie and dlastolic biood pressisne and heart rate) were summarized
using descriplive statistics {mean, standard daviation, minkmam, maxiawm, antf sampla size) by time polat
of collection and change from predosa for vach treatment group. Pradose was defined as the lest
abservation oblained prior to dosing Tor each pariad o Day 1 (intluding rechecks). Rechacks were not
Included as pestdose obearvations.

Shitts from sereaning to poststudy results for physical examinations were tabulated.

ECE valuas were sUmimarized using descriptive statistics (rmaan, standard deviatlon, minimum, maxioun,
and sampla siza) at screaning and postatudy and change Trom screening to postslody vahues. Rechecks
wara tisad in determination of screaning values. Poststudy valies wata defined as the first obeenvation
obtained at that fime point.

SUMMARY - CONCLUSIONS

Bharmacokinetic Resulls: The ratios of LSM (with the 30% confidence intervals) for the AUC, ss, Crrax, e,
and Cav, 5. pharmacokinetic parametars wers 88.4% (84.0-83.0%) and 81.7% (85.1-88.7%), and 88.4%6
(84.0-93.0%), respectively. The mean T, values at steady state for the RP 1824 130 mg (Fed) and Tricor®
200 my (Fed) treatments were 4.896 and 5.343 hours, respectively.

The analysis of rough levels of fenofibric acid established that steady state was attained by Day 8 for both
treatments.
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Arthmatic Mean (£5D) Phammacoknelic PArsmetars 1o Fenolibne acid Followitg

Multipla Dasiryg in Healtlyy Sabjects on a TLC Diat

Parametar Treatmant A Treatreant B
RP 1824 130 my (Fed) Tricor® 200 mg (Fad)
AUC, o {ng-himl) 182889 (+53669) 204988 (+50045)
[N 128584 (+2685) 13810 {£2781)
) 4 896 (:0.978) 5343 (+1.281)
 Gou o A0 ~7620 (:2236) G541 (22123}
Oy e fbaifimi ) 4858 (+1850) 5878 (+1860}
Ten sath) 24.0 {:0.0482) 24.0 (20.0378)
Fi (%) 110 (+39.1) 976 {+38.1)
Swang (%) 202 (X181} 161 (£120)

Cly fF (Lh) 0.777 (x0.28%) 1.0% (+0.293}

Safaty Ragylts: A total of 17 of the 28 subjects dosed (61%) experienced at least 1 traatment-sinsrgent
AE during the tial. Haadache was the most comimon AE raported following both treatmants. All of the AEs
weta mild In severity and no serous adverse events (SAES) occutred. One stbjest was discontinued from
the study due to ah AE of vamiting, cotisidared unretated to study drog.

Thare wars no treatment-relaled trends noted with respect to vital slgns, ECI5, or physical exarminations
ragandirg mject safety. Clinieal laboratory results, including Bvar funcion tasts, remained uralfectad
daring the tral.

Lonclysion: The ratios of LSM and the 80% confidence intervats derived from the analysas of tha In-
transformad pharmacokinetic parameaters AUC, 88, G, 88, and Cav, ss for fanofibric acid in plasma were
within BO and 125%. Based on these results, the RP 1824 130 mg capsules and the Tricor® (fenofibrate)
200 my capsules are sxposure aquivalent after multiple dosing, immediately following constumption of a
TLC dist mesal.

RP 1824 130 mg capsules were safe and well tulerated at steadly slate atter multiple dosing in healthy
subjects on a TLC diet

Liate of the Report: 18 Saptember 2003
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Tithe of Study: A Randomized, Single-Dose, 4-Way Crosaover Study to

Detarmine and Cormpare the Relative Bivavaltability of
RP 183 130 my to Tricor® 200 my Urdie Fasted Conditions and
Following Gonsumption: of & Therapeutlc Lifestyle Chanpe

Meal in Haalthy Adult Subjects
Investigator: e o
Study Center: —
Publication {Reference): Not apphicable
Studied pariod: Phase of devalopment: |
(Date of first enrollment)
30 Becembar 2002
{Date of last completad)
01 March 2003

Objectives: The chjecives of this study were as Tallows:

+ To determine the relalive bivavaliablilty of RP 1824 130 my oral capsules to Trieor™ 200 my oral
eapsules under fasting conditions and immadiately Tollewing consumption of a Therapeutic Litastyle
Change {TLL) diet meal in healthy adults.

+ To determing the retative bioavaliablilly of RP 1824 130 mg oral capsules under fasting conditions and
immediately following consumption of a TLC diet meal in healthy adults.

» To determine the relative bicavailabllity of Tricor® 200 mg aral capsiles under fasting conditions arid
immedistaly foliowing consumplion of a TLC diet meal in healthy adulls.

Methodology: This was a sandomized, singte-dose, open-labal (laboratory binded), 4-way crossowar
study to determina the refative bioavailability of RP 1824 130 mg oral capsules to Tricor™ 200 mg oral
capsules under fasted and fed conditions in healthy adull subjects. The ratative bioavallablllty of aach
forrautation under fasted and fed condltions was also assessed.

Number of Subjects (planned and analyzed): A total of 32 subjects ware enrolled in tha study and
29 subjects completed the study. There were 30 subjects included [n the pharmacokinetic (PK) analyses
and 32 subjedts incladed In the satety analysis.

Diagnosis and Main Criteria for Inclusion: All subjacts enrolled in this study ware [udped by the
investigator to be noraal, healthy volunteers who met all inclusion snd exclusion crteria.
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Test Product, Dose, Duration, Moda of Administration, and Batch KMusmber: The tast produst was
RP 1824 130 mp capsules, manufacturad by Bthypharm S.A, France, Lot No.: DO2357, expiration date:
not providad. Subjacts randomized to Treatmant A racstved a single orat dose of one RP 1824 130 mg
capsule taken with 240 mL tap water under fasted conditions. Subjects randomirad to Traatnent B
recaived a single oral dose of one RP 1824 130 mg capsule taken with 240 mL of room tamparature tap
vaater follovdng a TLE meal.

Reference Product, Dese, Duration, Mode of Administration, and Batch Number: The reference
produset was fanofihrate mironizedTricor® 200 mg capsutes, manufactured by Abbatt Laboratories, Lot No.:
TEHIT2EX. Subjecs randamlized to Treaimant C recelved a single oral dose of one Tricor® 200 my
capsule takan with 240 mL tap water under fasted conditions. Subjects randomizad to Treatment D
received a sitigle aral dose of ohe fanofibrate micronized Tricor™ 200 my capsuts taker: with 240 mil. of tap
walar following a TLC diet meal.

Criteria for Evaluation:

Phannacokinetics: The AUCw, AUCqar, AUCiyAUCkxe, Gmax, T, ts, Kai, CLFE, and WdnE
phannacokinstic parameters ware ealculated for fenolibric ackd from the plasmas concentrslions from the
30 subjects retained for PK analyses. Daseriptive statistics {nchiding arithmstic mean, standard deviation
[SD, coafhiciant of variation [CV], minimum, maximum, median, geometric mean [GM], and rumbear of
vhsacvations [NJ) for lasma fenofibrc acld concentrations at sach time polnt and for pharmacokinetic
pararriaters ware tabulated by treatment.

Safaty; Physical examinafion, madical and drug history, cinlcal laboratory tests, vital signs,
alectrocardiogean (ECG), and adverse event assessmants were svaluated during this study.

Statistical Methods:

Phanpacokinetics: Relative bivavallabilities were determined using the paramiters AUCHs, AUGo.ur, and
Crmay for the following treatinants:

Traatment B: RP 1824 130 mg {Fed)/Treatment A RP 1824 130 my {Fasled),

Traatment D: Tricor™ 200 mg (Fed) Treatment C: Tricor® 200 my (Fasted),

Treatment B: RP 1824 130 mg (Fed)/Treatmarnt D: Tricor® 200 my {Fed),

Treatment A: RP 1824 130 mg {Fasted)/Treatment G: Tricor® 200 mg {Fastad),

Treatment B: RP 1824 130 mg (Fed) Mreatment C: Tricor® 200 mg (Fasted), and

Treatment A: RP 1824 130 mg (Fasted)/Treatment D: Tricor™ 200 my (Fed).
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Phanmacokinetics continued: Tha analysis of variance [ANOVA) model incladed saquance, formudation,
and paciod as fived effects and subject nestad within ssquancs as a random effect. The S0% confidence
intervals (Cl) for the ratios wera derived by exponentiation of the Gls obitained for the differance batwean
drug formulation least-squares means (LSM) resutting from the analyses on the In-transformed paraneters
AUGo:, AUGow, ad Cag. If the 20% €I for the ratios of population laast-square gesmetrle means {based
o Indransformed pararmeters) of fed and fasted treatments fell within 80 — 125% for the AUCS and Crar,
then the presanca of a food affect was excluded. 1f the S0% Gl for AUCE anit Gy Rl outside the above
livnits, 1han a food effest was assumed.

Safety: Descriptive statisties (mean, SD, minimum, median, maximum, and N} were calculated for
cottinlous variables {age, haight, welght, and body mass index [BMI]) and frequency counts were
!abtﬂi;}e& for categorical demographie varlable (race) by randomized dosing sequance for ssch gendar and
overail.

Advarse events (AEs) were coded tsing MedDRA (Varsion 5.1) and are summarized by preferrad tern.
Number and parcentage of subjects axperiending each roded event, tolal numbar of each coded svent and
a3 a parcanlage of total advarse events, snd by severily and relatioiship to study drug are displayed for
sach treatimant.

Labaratory values ware siminanized using descriptive stallalles {mean, SD, minimum, triadian, maximumn,
and N for sontinuous serim chemistry and hematology rasutts at each fime point (screening and post
shidy) and change from sereaning bo post study valies. The shilt from screen to post study was provided
Tor each laboratory result for serum chemistry, hematology, and urlnalysis. All oul-of-range values ware
listad by subject for each laboratory parametir. Rechecks wera usad In determination of screaning vaiuss.
Post study values were defined as the fisst obsarvation sbitsined at that tine polnt.

Sitting vital signa measurements. (systolic and diastolic blood pressure and hesit rate) were summarized
using descriptive statiatics (maan, 8D, minlmum, median, maximam, and N by e poitt of collactlon ard
change from predose for each frealment group. Predose was defined as ihe last observation ebtainad prior
1o dosing for sach period on Day 1 (Including rechedks). Rechecks were not Included as postdose
abservations. )

Shitts fram screaning fo post study results for physical examinations were tabufated,

ECG valuas were surmmarized using descriptive statistics (mean, SD, mintmur, madian, maximum, and N}
at soreening and post study and change from sereening to post sludy values. Rechacks wara used in
determination of sereaning values. Post study values were defined as the first observation abtained at that
time point.

APPEARS THIS waY
ON ORIGINAL

52



NAME OF COMPANY INIVIDUAL STUDY R N&

TABLE SYNOPSIS AUTHORITY USE ONLY)
Radfant Pharmacmiticals, LLT ’

. REFERRING TO PART 1

OF THE DOSSIER
RP 180
BAME OF ACTIVE INGREDIENT |Report No.: AAD2063

Valume: |

RP 180
SUMMARY - CONCLUSIONS

Pharmacokinetic Resulis: The phatmacokinatic results for all parameters and the ratlos of LSM (with the
80% Cf} derived froum the analyses of the In-transformad AUC,, AUG, 7, and Gy pharmacokinatic
paratnaters for all comparisons of intarest are tabulated balow.

Pharmacokinetic Parameters. for Fenofibric Acid Following & Single Dose Uader Fasted and Fed
{Therapeutic Lifestyle Change Meal) Candiions - Arithmetic Mean {£5D)

"~ Farameter Trestment A: Yreatment 5. Tresiment G. "Trestment 0.
RP 1824 130 mg RP 1824 130 mg Tricor™ 200 mg Tricor® 200 mg (Fad)
) {Fasted) {Fed) [Fastad)
AUCs; 128031 (£31875) 130400 {+38628) 123780 (+48252) 58532 (H43760)
{ng-hSmk) - T
AbCoyw 128020 (+33000) 132387 (R40251) 120768 (D) 62332 (+45500)
{ngmL})
Cra 4403 {+1303) T5E5 (+1583) 2734 1312) 7554 (£2034)
{ngfmL)
Toax 473 {31.58) 429 (0.532) 8.37 (+5.58) 4 58 |+0.508)
th
th 231 #7532 23.0 36.22) 271 (H17.8) 23.3 (£56.81)
th)
[ 8.0324 {£0.00913) 0.0324 {+0.00880) 0.0315 {10.0117) 0.0321 {00087}
{1¢h)
CLalF 1.08 {£0.330) 1.08 {0,302} 1.80{+1.28) 1.37 (10 584)
L/h
v, JF 35.6 (£14.4) 30 (211.7] 64.5 (236 1) 45 (119.4)
i)
Ratios {%) of LSM (80% CI} for RP 1824 s Tricor®
Parametec B: RF 1824 140 mg A RP 1824 130 mg B: RP 1824 130 mg Ac RF 1824 130D mg:
(Fed) (Fastad) (Fad) {Faatad)
P Ve vE o B
D: Tricor” 200 mg {Fed)| €: Tricor™ 200 mg C: Tricor™ 200 mg D: Tricor™ 200 mg {(Fed)
(Fasted) {Fasted)
Aoy B33 (75.5 - 91.4) 1052 (950 115.5) | 1084997 1201} | 801 (73.0 67.8
AUCr 832 (75.8 — 91.0) 1025 (93.5 — 1124) | 1065 (97.1— 116.7] B0.1 {731 — 57 8}
[ 108.7 (80.5 - 123.51 168.9 {144.6 - 197.2) | 298.7 (253.2 - 345.3) £0.4 {51.7 — 70.4)
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, Fed vs Fasted Ratios (%) of LSM {80% €} for Individual Formulations
Farameter B RP 1824 130 my (Fed) D: Tricor® 200 mg (Fed)
s ) v8
A RP 1824 130 my {Fastad) G: Tricor® 200 my (Fssied)
AUGay 1040 (847 - 1141 1354 (1157 — 1.2
AUCo st 103.8 {94.8 — 113.8) 127.8 (116.7 - 120.9)
[ 1751 (149.0 — 2048} 270.7 (2385 — 326.7)
peglts: OF the 32 subjects dosad with study treatment, 14 (443} expatianced at least

Safetv Results:

1 reatment-amargent adverse evant (AE) during the trial with 4 subjects following RF 1624 under fasted
conditions, § subjeets following RP 1824 under fed conditlons, & subjects following Tricor® under fasted
eatiditions, and 5 subjects following Tricor™ under fed condilions. Headache was the most common AE
raparted during the trial, All of the 43 treatiment-amargent AEs were mild or moderate in severily. The
Investigator considered 2 of tha 43 AEs {losan stoals amd somnolence) to be “possibly® related to study
deug and cohsiderad tha remaining AEs to be “unlikely” of “unrelated” to study deug. No serous adverse
avents (SAEs) oceutred and no subjects discontinued the sl die to AEs.

No ellnically relevant trends ware noted with regard to the laboratory, vital sign, efectrocardiogram, and
physical exsmination findings.

Conclusion:

»  Following consumption of a TLCG meal, e magimuim plasma concentration (Cray of fenofibic
acid from the RP 1824 130 my capaules was 105.75% to that of the Trlcor® 200 mg eapsules:
the ralative axtent of bloavalabillty (AUC:) was 83.2%.

»  Under fasted condifions, the relative extent of bloavaflsbliity {AUC) of fanafibric acid following
administration of RP 1824 130 my and Tricor® 200 mg capsules was 102 5%. The Cuy, of
fenofibric acid was 55.9% greater for the RP 1824 130 my capsules.

+  Consumption of a TLC meal did not affect the extent of bioavallabllity (AUG, ) of fenofibric acid
for the RP 1824 capsules (103.9%); consumption of a TLC meat affected the axtent of
bloavailabfilty for the Tricor™ 200 my capsules (127 956).

+» Consumplion of a TLC meal affacted the rate of bboavailability (5.} for both the RP 1824
{75.1%) and Tricor™ 200 mg capsules (179.7%): the food affect was mora than 2-fold fower for
the RP 1824 130 mg capaules as compared to the Tricor™ 200 mg capsules.

Date of the Report: 08 Octonber 2003
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Tithe of Study: A Randomized, Open-Label, Single-Dose, 3-Way Crossover Study to
Detanmine the Relative Bloavaiiability and Dose Proporionality of RP
1824 43 myy, 87 my, and 130 my Capsules Under Fasting Condifions
in Healthy Adult Subjects

Investigator: ‘ p—

Study Center T i

Pablication {'Refamﬁua): Not applicable

Studiad period: Phase of development: |

{Date of first sereaning)

24 January 2003

{hate of last completad)

08 March 2003

Objective: The objestive of this study was o determine the relative bloavallablilty and dose proportionality
of RP 1824 43 my, 87 myy, and 130 myg capsules following slngla-dese sdimindstration it healthy adults
undar fasting conditions.

Methodology: This was a randomized, single-dose, open-label {labotstoty blinded), 3-way crossaver
study to determina the refative bloavailabllity and dose proportionallty of RP 1824 (dosed as single 43 mg,
87 my, and 130 mg capaules) orally administered under fasting condifions te 30 healthy adult male and
female subjects.

Number of Subjects {planned and anadyzed): A tolal of 30 subjects, 19 males and 11 fomales, were
enrolled In the study, and 28 subjects, 19 males and 10 femates, completed the study. There were

30 subjects included in the safety anafysis and 28 subjects induded In the pharmacokinetic analysis. The
2 subjects not included In the pharmacokinetic analysis wara Subject 14, who withdraw consent due 1o
personal reasons, and Subject 28 who was sxcluded due to a vomiting episoda 8.5 heurs after dosing in
Pariod 1.

Diagnosis and Main Criterda for Inclusion: Al subjects enrolled it this study were judged by the
Investigator to be normal, healthy volunteers who mat all inclusion and axcluston cfiteria.
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Test Product, Dose, Duration, Mode of Administration, and Batch Numbes: Subjects rahdomized to
Treatment A raceived a slapls oral dose of ane 43 myg vapsule of RP 1624 (Lot #D02379). Subjects
randomized to Treatmarnt B raceivad a single oral dose of ane BY myg capsute of RP 1824 {Lot ¥D02380).
Subjects randomizad to Traatment C recelved a single oral dose of one 130 mg capsule of RP 1524
(Lot # DO23ST). Al trealimeants wara administened after a 10-hour fast with 240 mL of water.

Reference Product, Dose, Duration, Mode of Administration, and Batch Number: Not applicable.

Critaria for Evaluation:

gkineticss The AUCo:, AUCoum, AUCH¥AUCm, Gmax, T, e, Ko, Gl and Vdo/F
phamacakinatic {PK) parameters wede caleulated for fenofibric ackd frotn the plastna concantrations from
the 28 sibjects petained for PK analysss. Deseriptive statistics {Including arifheetic mean, standard
deviation [SD], coafficiant of varation [CV], mintmum, maximum, mediah, geometric mean, and sample
size [N]) for plasima fenoflbric acld concentrations at vach ime point and for phartmacokinefic paramaters
viere tabulated by treatment.
Safstyy Physical examination, madical and drug history, dinical laboratory tests, vital signs,
elecirocardiogram (ECG), and adverse event (AE) assessments wero avaltisted during this study.

Siatistical Methods:

Bharpmcokinetics: The relative bloavallabliity of the respective RP 1824 capsules sdministered under
fasted conditiohs were estimated using mixed model analysis of varianca {ANOVA), appropriate for &
3-umy crossover design, analyzing dose-narmalized (to the 43 my doss) and In-transformed AUG,,
AUGpm, ahd O values. Relative bloavailabliity was expressed as the ratios of Lest (87 my or 130 mg
capsule) to referance (43 my capsule), along with the associated 90% confidence intervals {CH) and the
appropriate pairwise eslimates. The ANOVA model included sequenice, Tormulation, and period as flxed
effacis and subjact vithin sequence as a random effect Puolnt estimates and 90% Cls for differences in
median Ty values were caletlated Bsing honparametele technlgues. A power model (ragression of In-
trahaformed data) was used for assassment of dose proporfionsiity.
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Sufoty; Deseriptive stalistics (mean, SD, minimun, maximum, and N} were caleulatad for contitwions
vanables (age, halght, weight, and body mass index [BMI]) and frequency counts were tabulated for the
categorical demogeaphie varable: (race) by randomized dosing sequence for sach gender and ovarall.

AEs were coded using MadDRA {Varsion 5.1) and are summarized by prelerred terin. Numbar and
percertage of subjacts axpariancing each coded event, tobal number of aach coded eveat and as a
pereantages of total AEs, and by severity and relationshilp o stidy drug ave displayed for each fraatment.

Laboratory values were sumimarized using descriptive statistics {mean, 8D, minimum, maximumm, and N)
for continuous serum cheristry and hamatelogy results at sach tine point (sereaning and post study) and
change from screaning to post study valuss. The shift fromm screan to post study was provided for sach
laboratary result Tor senim chamistry, hematalogy, ahd urinalysis, All out-of-range values were listed by
subject for each laboratory paramater. Rechacks ware Lsed in detarmmination of seraen values. Post stody
valies were definad as the first obsarvation obtained at that tie point.

Sitting vital signs measuraments (zystolic and diastolic blood pressure and heart rate) were sUmmarized
using deseriptive stalisties {mean, standard deviation, minimiin, maxdmwim, and sample size} by tie point
of collection and charige from pradosa for each treatinent grodp. Predose was defined as the last
cbservation obiained prior 1o desing for aach period on Day 1 {intluding rechecks). Rechecks were not
Included as postdoss obaervations.

Shifts from seresning to post study resulls for physical axaminatlons were tabulated.

ECG values were summarized using descriptive statistics (mean, SD, minimum, maximum, and M) at
screaninig and post study and change from screening to post stidy values. Rechecks were used in
determination of sereening values. Post study values ware defined as the first obeervation obtained at that
time point.
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TABLE SYNOPSIS AUTHORITY USE ONLY)

Raitant Pharmaceuticals, LLG
] REFERRING TO PART 1

QF THE DOSSIER
RP18M
NAME OF ACTIVE INGREDIENTY | Repert No: AAD2061

Volume: §

RP18M
SUMMARY - CONCLUSIONS

prasetited in the fallowing tables.

Phammacokinetic Results: The results far all phamacokinelic parameters, the raios of least squates
maan {LSM) {with tha 80% Cl) darived from the analysis of the Intransformed AUC,,, AUy, and Cry,
paramatirs for tha comparisans of interest, and the results of the nonparameatiic analysis of T are

Arithinatic Mean (£50) Pharmacokinetic Parameters for Fenofibric Acid Following Single 43 my,
a7 mg. and 130 myg Dosaes Under Fasted Conditions

A ent &,
RP 1824 13 m 'Fssted RF 1824 BY Fasted RE 1BEI 130 r|1 Fss!ad
& X S [ Toapas i
; 3 } EFLERE iiE??} 1ﬁ?42jﬁ19ﬁ1
: T —AUIG [E16TRE Mt%?jj -
32 (1381 LE e
g0y 0.5 (5 5 g g £

0.0356 {(+0.007 21 .13 X (D7
0,544 10.333) ;
5.8 (21.00) LXELE

Ratlos (%) of Dose-Normalized LEMW {90%, Ci)

Faramater B A T804 87 mig (Fasted) mg 85
y8
Az RF 1824 43 my {Fagted) ARPiﬂZ#d&m Fast
e . — 8 7
_mtﬁ. - —O%A) TR T Bi5
Canx BE.T (78.5 - 534) MTTTG_EFS;———

Summary of Results for Nonparametric Analysts of T,

: 2 F
e K R I e B
Difference Ditference Difference
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Rdlam Pharmasauticals, e

BANE OF FINISHED PRODUCT REFERRING TO PART 1

OF THE DOSSIER
RP 18N
NAME OF ACTIVE INGREDIENT | Report No.: AADR061
Volume: t
RP18M

Dosa wopertionality was evaluated for the AUCu and G phartmacekinetic parameters using a power
modal approach. For both AUG, , and G, & statiztizal linaatity was damanstrated betweean the
In-transformed parameter and the In-transformed dose. The 85% Cls for the slope of the Indransformed
AUCH and G, were 07995 (0. 7437-0.8554) and 0.8040 {0.7065-0.9018), respactivaly using the
protocol-dafined statistical methodology.

Safety Results: OFf tha 30 subjects dosed with RP 1824, 20 (67%) axperlenced at lsast 1 theatment-
emergant AE during the trial with 11 subjects following the £3 mg dosa, & subjects following the 87 myg
dose, and 13 subjects following the 130 mp dosa. Thus AE Incidence did not appear o prograssivaly
Increasa with rising RP 1824 dose. Headache wass the most comman AE reported, following all threa

RP 1824 dosas. All of the 58 treatment-emargent AEs were mild or modarate In saverity. The Investigstor
conslderad 8 of the 58 AEs to be ‘possibly® related to study drug: these were gastrointestinal (GU in natore
and includad abdominal pain, dyspepsta, nausea, and vemiting. No serious adverse events [SAEs)
sceurred and no subjects discontintied tha tial due 15 AEs.

There were no treatment-relalad trends nobed with respect to laboratory values, vitsl sign measuremards,
aelectrocardiogram reaults, of physical axamination findings regarding subject safaty.

Ganclusion; Following adiminkstration of the RP 1824 43 mg and 87 my capsules under fastad eomdiions,
the 30% Cls of tha ratios of LSM for the dose-norimalized In-trahsformad paramaters AUC and ALGy for
Tenofibric acld were within 80-125%. The ratio of LSM for the dese-normalized In-transforimed parameter
Crmax Was within 80-125%, but the 90% C) fall culsida the lower EmiL

For the RP 1824 43 mg and 130 my doses under fasted conditlons, the $0% Gls of the ratios of LSM for
the dosa-narmalized In-transformed paramatars AUGg.:, AUCqsms, and Gre wWere fiot within 80-125%.

AUCq+ and Co, values searied W Increase in a statictieally Insar manner with increasing doses of RP
1824. Although dose proportinnality with the threa strengths could not ba concludad using the protocol-
dafined statistical methodolagy, the statistical linear relationship abeerved (p-vatue < 0.05 for AUC,, and
Cray} balwasn increasing dose and fenofibric acld axposure, supports a conclusion of predicable drug
exposure with incramental dosage strengths of RP 1824 Importantly, the slopas of point estimates for
AUCq.« st Gy Bre each within 0.80 and 125, Therefore, based on a clinical diffarence of no more than
20%, the PK parameters AUC,, and C,,, may be considered dosa proportional.

RF 1824 administered in singte aral dosss up to 130 mg appeared to ba safe and well tolerated by the
hasithy male and female subjects in this study.

Date of the Repart; 18 Saptember 2002
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Synopsis: Dose Equivalénce Study:

NAME OF COMPANY INDIVIDUAL STUDY (FOR NATIONAL
TABLE SYNOPSIS AUTHORITY USE ONLY)
Reliant Pharmaceuticals, LLC
NAME OF FINISHED PRODUCT REFERRING TO PART 1
OF THE DOSSIER

RP 1824

NAME OF ACTIVE INGREDIENT | Report No.. AA02062
Volume: |

RP 1824

Title of Study: A Randomized, Open-Label, Single-Dose, 4-Way Crossover Study to
Determine the Dose Equivalence of Multiple RP 1824 43 mg Capsules
Relative to RP 1824 87 mg and 130 mg Capsules Under Fasting
Conditions in Healthy Adult Subjects

Investigator: e

Study Center: o

/"

Publication (Reference): Not applicable

Studied period: Phase of development: |

{Date of first screening)

06 January 2003

(Date of last completed)
05 March 2003

Objectives: The objective of this study was to determine the dose equivalence of RP 1824 at doses of
43 mg x 2 capsules, 43 mg x 3 capsules, 87 mg x 1 capsule, and 130 mg x 1 capsule in healthy adults
under fasting conditions.

Methodology: This study utilized a randomized, open-label, single-dose, 4-way crossover design with a
> 14-day washout between dosing days.

Number of Subjects (planned and analyzed): A total of 32 subjects were enrolled in the study and
27 subjects completed the study. There were 32 subjects included in the safely analysis and 29 subjects
included in the pharmacokinetic (PK) analysis.

Diagnosis and Main Criteria for Inclusion: All subjects enrolled in this study were judged by the
Investigator to be normal, healthy volunteers who met all inclusion and exclusion criteria.

Test Product, Dose, Duration, Mode of Administration, and Batch Number: The test product was
RP1824 administered in 43 mg, 87 mg, and 130 mg capsules. RP 1824 capsules were manufaclured by
Ethypharm S.A., France. Lot numbers were D02379, D02380, and D02357 for the 43 mg, 87 mg, and

130 mg capsules, respectively. Manufacture dates were 11 October for D02357 and 11 December 2002 for
D02379 and D02380. Subjects were to receive 4 single oral RP 1824 doses: Treatment A: 2 x 43 mg RP
1824 capsules; Treatment B: 3 x 43 mg RP 1824 capsules; Treatment C: 1 x 87 mg RP 1824 capsule;
Treatment D: 1 x 130 mg RP 1824 capsule. Each RP 1824 dose was administered with 240 mL of tap
water.
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[BANEOF COMPANY | WNOMVIDUALETUDY |
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Reliant Pharmaceuticals, LLG

BAME OF FINISHED PRODUCT, REFERRING TO PART 1

OF THE DOSSIER
RP 180
NAME OF ACTIVE INGREDIENT | Report No: AADZ082
Voluma: |
RP 180

Rafarence Product, Dose, Duration, Mode of Administration, and Batch Number: Not applicable.

Criteria for Evaluation:

Phanmacokinetins: The AUGes, AUCaar, AUC#AUCoxe, Cmax, T, ts, Ka, GLo/F ated Vi F
pharmacokinatic parametars wara calcudated for fenafibric ackd from the plasma concentrations from the
28 subjects ratained for PR analyses. Degcriptive statistics {nchiding arithmetic mean, standard deviation
[SD), coatficlant of variation [CV], minlmum, maximum, median, gesmetic mean [GM}, and numbar [N]} for
plasma fenofibric acid coneshirations at each time point and for pharmacokinallc parameters wera
tabulated by treatment.

Safaty: Physical examination, madical and drug history, dinical laboratery tests, vital signs,
adectrocardiogram (ECG), and adverse svent {AE) assesaments wete evatiisted dusing this shidy.

Statistieal Mothods:

Pharmacokineties: Dose adquivalence after single desing was determined uslag the pharmacokinstic
paramaters AU, AUC) y, and G Tor the following treatinenta:

Treatnent A: RP 1824 2 x 43 my (Fasted)Treatment C: RP 1824 1 x 87 mg (Fastad),
Traatment B: RP 1824 3 ¥ 43 my (Fasted)Treatment D: RP 1824 1 x 130 mp (Fasted).

The analysls of varancs (ANOVA) modal included sequence, formulation, and petiod as fixed effects and
subject hested within saquence as a random elfect. The 90% confidence intervals (CI) tor the ratios were
danved by exponantiation of the Cl abtained for the differetce betwaen drug formulation feast squares
means {LSM} resulfing from the analyses oh the In-rarsformed panatmetars AUGo., AUSLu, and S, I
the 0% Cl for the ralios of least-square GM (based an (ntransformad parameters) of test and refsrenca
treatments fell within 80 — 125% for tha AUCS and G, then dose equivalence was concludad.
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[RAME OF COmMPANY |

Reliant Pharmacauticals LLC

RP 1824
BAMEQOF ACTIVE INGREDIENT
BP 1824

Report No.: AAD2062
Volume: }

TABLE S8YNOPSIS

REFERRING TO PART 1
OF THE DOSSIER

AUTHORITY USE ONLY)

treatment.

cbearvations.

tme point.

Descriptive statistics (mean, SO, minltiuim, maximuim, and N} wene caleulated for comtinucus
variables (age, height welght, and bady mass index [BMI]) and fraqueticy courits were tatiulated foe tha
categorital demographte variable (race} by randomized dosing sequance for each gender and overall.

Adverse events wera codad using MadDRA (Version 5.1) and are summarized by preferred term. Nomber
and perceritage of sublects experiencing each codad event, total nmber of each cuded event ahd as &
percentage of total adversa events, and by severity and refationship 1o study deug are displayed for each

Laboralory values were summatized using deserdptive statistics (meaan, SO, minimum, madian, maximtm,
and N} for continuous sarum chemistry and hamatology results at each time point (seresning and
poststudy) ard change from scresning bo poststudy values. The shift from sereening bo poststady was
provided for aach laboratory result for surum cherlatry, hamatology, and urinalysés. Alf out-of-range values
were listed by subjact for each laboratory parameder. Rachecks were used tn determination of scraening
values. Poststudy values were dafined as the first obsarvation obtained at that time point.

Sitting vital signs measurements (systolic and diastolic blood praseurs and heart rate) were summarized
using desctiptive statistics (mean, 5D, minimum, median, maximum, and N) by ima peint of coffaction and
change from predosce for sach traatment group. Predose was dafined as the last observation obtained prior
1o dosing for each periad on Day 1 (including rechecks). Rachecks were not included as postdose

Shifts from screening fo poststudy resulls for physical sxaminatlons were tabulated.

ECG values were summarized using descriptive statistics (mean, 5D, minimum, madian, maximum, and N)
at scraening and poststudy and change from screening to poststudy values. Rachecks were used in
daterminafion of screening values. Poststudy values were defined as the first observation obtained at that

NANE OF COMPANY

Rei;am Pharmacenticals, LLC

RP 1824

NAME OF ACTIVE INGREDIENT
RP 1824

TAELE SYNOPSIS

REFERRING YO PART 1
OF THE DOSSIER

Fepaort No.: AAD2062
Volume: |

(FOR NATICNAL ‘
AUTHCORITY USE ONLYY)

SUMMARY ~ COMCLUSIONS

0% Cl) detived from the

i The pharmacokinetic results for all parameters and Lhe ratios of LSM (with the
analyses of the In-transformed AUC,, AUC, ., and G, pharmacokinetic
paramaters for all comparfsans of interest are tabulated balow.

Phamacokinetic Parameters for Fenofibric Acid Following a Single Dose Under Fasted
Conditions - Arithmetic Mean {£SD)

Parameter Treatment A- Treatment B: Treatment C: Treatment D
RP 1824 2 1 43 mg RP 1824 3« 43 mpg RP 19241x67mg | RP16241x 130 mg
Fasted| Fast Faster Fasted)
AlCeq B217 (Eéir—; 41} 1 1) £
{ng-hmL}
AICope 84285 (£32385) 122505 ($55095} 84930 (£31645) 118808 {+46160)
{ng-/m£t}
[P 3660 (21252) 4722 (£164T) 3343 {2060) 4766 (+1388)
ngfmi}
i,,,u 3,50 (£2.04) 4,73 (43 .68F XX W] 65 (11.08)
(hi
Ty 20.2 (35.56) Z1.5 (£13.4) Z0.4 (36.80) Z1.1 (£7.25)
{hi
Ka OB R0T07) | D356 (001007 | U.0371 (20.0106) | D.0%50 (20.0100)
{1h)
cLL)TIIF 1.18 (06,491} 1.23 (£0.455) 118 {£0.474) 1.28 {£0.4786)
(E/h]
Va7 314 (£].63) 38,7 (20} 5 (Z7.00) 345 (2056
(L .
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NAME OF COMPANY . INDIVIDUAL STUDY OR
TABLE SYNOPSIS AUTHORITY USE ONLY)
Reliant Phanmacauticals, LLCG
: ] REFERRING TO PART 1
OF THE DOSSIER
RP 1824 :
NAME OF ACTIVE INGREDIENT | Report No.: AAG2082
Volume: |
RP 18
Ratios of LSM {80% Cl) for Fenofibric Acid
Paramater ATRP 1824 X X 43 mg (Fasted) B RF 1824 S x 49 my (Fesbed) |
C: RP 18241 :3? my {Fasted) D RP 1824 1 :fsn mi [Fasted)
AUCh. O8.4% ?9&6% - 103.4%} 101.3% (95.4% — 108.3%
AlCant 1 — 1U3. 1% Y. L 9% —
Cap 108.5% {05.5% — 119.6%) BT.3% (8B4 — 107 1%}

Sufety Resyite: A total of 18 of the 32 subjects dosed (50%) exparienced at least 1 treatment-amargerit
AE during the tial. Fewer stibjects reported AEs following the single 130 mg eapsuba compared to the
other treatmeants. Headache was the most common AE reported. All of the AEs were mild in wovetity, no
serlous adverse avents (SAES) oceurred, and o stibjects were discontinued due to AEs.

Thare viere 3 silbjects (9%) with Alanine aminotransferase (AST) o creatine kinsse (CK) slavations
Tollowing desing that were documented as AEs. The nvestigator congiderad all of these occurrances
unrelated to study drug and probably exerelse-Induced. All clinical laboratory mean paramaters remained
within refaranca ranga.

There ware no treatment-related trands noted with respect to vital sighe, ECG, or phystcal examinations
raganding subjest safety.

Conclusion: Sinple RF 1824 doses of 43 mg x 2 capsules are dose aquivalent % slpla RP 1824 doses
of 87 my x 1 capaule under fasting conditions. Simitarly, single RP 1824 doses of 43 nyf X 3 capsules are
dose eduivalent to single RP 1824 doses of 130 my x 1 capsule under fasting conhdltions.

Single RP 1824 doses of 43 mg x 2 capsules, 43 mg x 3 capsules, 87 mgx 1 capsule, and 130 mg x
1 eapsule administered under fasting conditions appeared to be safe and well tolerated by tha tieatthy male
and femals subjects in this telal.

Date of the Rapqm 10 September 2003

APPEARS THIS WAY
ON ORIGINAL

63



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jayabharathi Vaidyanathan
9/8/04 09:20:28 AM
PHARMACOLOGIST

Hae-Young Ahn
9/8/04 11:06:20 AM
BIOPHARMACEUTICS



Office of Clinical Pharmacology and Biopharmaceutics
New Drug Application Filing and Review Form

General Information About the Submission

Information Information
NDA Number 21-695 Brand Name RP 1824 -
OCPB Division (I, II, HI) 1] ' Generic Name Fenofibrate” ™4 ¢s ol 2o.et
Medical Division 510 Drug Class Lipid lowerirlg
OCPB Reviewer Wei Qiu, Ph.D. Indication(s) Type lla, lib, IV, and V hyperlipidemia
OCPB Team Leader Hae-Young Ahn Dosage Form capsules
Related IND(s) -654 2H9 Dosing Regimen 43,87, and 130 mg
Date of Submission Dec 1, 2003 Route of Administration | Oral
Estimated Due Date of OCPB Review Sponsor Reliant Pharmaceuticals
PDUFA Due Date Priority Classification 505(b)(2) standard
Division Due Date

Clin. Pharm. and Biophar'(_n. Information

“X if included | Number of Number of Critical Comments If any
at filing studies studies
submitted reviewed

STUDY TYPE

Table of Contents present and
sufficient to locate reports, tables, data,
etc.

Tabular Listing of Al Human Studies

HPK Summary

Labeling

Reference Bioanalytical and Analytical
Methods

XKIXIX([>

1. Clinical Pharmacology

Mass balance:

Isozyme characterization:

Blood/plasma ratio:

Plasma protein binding:

Pharmacokinetics (e.g., Phase i) -

Healthy Volunteers-

SRR
s vl

single dose:

multiple dose:

Patients-
single dose:
multiple dose:
Dose proportionality - : 2 i
fasting / non-fasting single dose: X 1
fasting / non-fasting multiple dose:
Drug-drug interaction studies - E . £
In-vivo effects on primary drug:
In-vivo effects of primary drug:
Mutual:
In-vitro:
Subpopulation studies - B 7
ethnicity:
gender:
pediatrics:
geriatrics:

renal impaiment:

hepatic impairment:

Meta Analysis:

PD: o] g
Phase 2:
Phase 3;

PK/PD: b

Phase 1 and/or 2, proof of concept:
Phase 3 clinical trial:

Population Analyses - g B

Data rich:

Data sparse:

Il. Biopharmaceutics

Absolute bioavailability:

Relative bioavailability -

solution as reference:




alternate formulation as reference:
Bioequivalence studies - ] E
traditional design; single / multi dose: X 4
replicate design; singie / multi dose:
Food-drug interaction studies: : X

Two BE studies (FF2 and FF4C
evaluated food effect)

Dissolution: X
{IVIVC):
Bio-wavier request based on BCS
BCS class

Ill. Other CPB Studies
‘Genotype/phenotype studies:
Chronopharmacokinetics
Pediatric development plan
‘Literature References

Total Number of Studies B 5

Filability and QBR comments
“Xifyes ' Comments

Application filable ?

Comments sent to firm ?

QBR questions (key issues to be 1. Relative bioavailability compared with Tricor micronized capsules
considered) 2. Dosage form equivalence

3. Food effect

4. Dose proportionality
Other comments or information not Since no clinical trial was conducted with the subject of this NDA submission, it is
included above desirable to conduct DSl inspection on the pivotal BE study.

Protocol FF4C

Title of Study: A Randomized, Single-Dose, 4-Way Crossover Study to
Determine and Compare the Relative Bioavailability of RP 1824 130 mg to
Tricor® 200 mg under Fasted Conditions and F ollowing Consumption of A
Therapeutic Lifestyle Change (TLC) Meal in Healthy Adult Subjects

Clinical Site: —
Analysis Site: Eopnd
e,

Primary reviewer Signature and Date

Secondary reviewer Signature and Date

On Dec 1, 2003, Reliant Pharmaceuticals submitted an original NDA 505(b)(2) for RP 1824 fenofibrate capsules, 43, 87,
and 130 mg for the treatments of Type Ila, IIb, IV and V hyperlipidemia.

There were 5 PK studies conducted in support of this application

( I. _,'5 FF4C A randomized, single-dose, 4-way crossover study to determine and compare the relative bioavailability of RP
=7 1824 130 mg to Tricor® 200 mg under fasted conditions and following consumption of a Therapeutic Lifestyle Change
(TLC) meal in healthy adult subjects
2. FF3 A randomized, multiple-dose, 2-way crossover study to assess the relative bioavailability of RP 1824 130 mg
capsules versus Tricor® 200 mg capsules at steady state in healthy adult subjects on a Therapeutic Lifestyle Change
PR (TLC) diet
{ 3. FF2 A randomized, single-dose, 4-way crossover study to determine and compare the relative bioavailability of RP
' 1824 130 mg to Tricor® 200 mg under fasted conditions and following consumption of a standard high fat FDA test
meal in healthy adult subjects -
4. FF4B A randomized, open-label, single-dose, 4-way crossover study to determine the dose equivalence of multiple RP
1824 43 mg capsules relative to RP 1824 87 mg and 130 mg capsules under fasting conditions in healthy adult subjects



5.

FF4 A randomized, open-label, single-dose, 3-way crossover study to determine the relative bioavailability and dose
proportionality.of RP 1824 43 mg, 87 mg and 130 mg capsules under fasting conditions in healthy adult subjects

The pharmacokinetic results of RP 1824 are summarized as follows:

1.

(FF4C) Under fasting condition, RP 1824 130 mg and Tricor® 200 mg capsules were equivalence in terms of AUCt or
AUCinf, however, RP 1824 exhibited 68.9% higher Cmax. Under low-fat fed condition, RP 1824 130 mg had 17%
lower AUCt or AUCinf while Cmax was equivalent. Food (low-fat meal) had no effect on AUCt or AUCinf for RP
1824 but increased Cmax by 75%.

(FF3) The RP 1824 130 mg capsules and the Tricor® 200 mg capsules were BE at steady state following consumptlon
of a TLC diet meal.

(FF2) As in study FF4C, under fasting condition, RP 1824 130 mg and Tricor® 200 mg capsules were equivalent in
terms of AUCt or AUCinf, however, RP 1824 exhibited 43.7% higher Cmax. Under high fat fed condition, RP 1824
130 mg had 35% lower AUCt or AUCinf and 30% lower in Cmax. High fat meal increased AUCt or AUCinf by 25%
and Cmax by 110% for RP 1824 130 mg capsules.

(FF4B) Under fasting condition, two 43 mg RP 1824 capsules were BE to one 87 mg capsule in terms of AUCH,
AUCinf and Cmax. In addition, three 43 mg RP 1824 capsules were BE to one 130 mg capsule in terms of AUCt,
AUCinf and Cmax

(FF4) The dose-normalized AUCt and AUCinf from RP 1824 87 mg capsule were similar to those of the 43 mg
capsule under fasting condition, however, the 90% CI of the dose-normalized Cmax was not within 80-125%. Dose
proportionality was not established using power model.

The following dissolution method was proposed:

Apparatus: USP Dissolution Apparatus 2 (paddles)

Rotation: 75 rpm
Medium: 25 mM Sodium Dodecyl Sulfate (SDS) 722 =

3"106
& = —

— > were used to hold the capsules.
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