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The sponsqr has subti$ted,the results if six double-blind controlled clini&l studies a.,’ .~. : m. LL “. fTable ,) “3d ;1 ;o;p‘eniaber PwD$tudy to sup’$&ti~fhe &&;%.L& s&f&.g.a;asia~in 1(j mg 
for-oTC use; ,n’if&ti;on; f&‘~~-“~goi hag sub&tigd*‘a-dual use. itudieG and a label 

I._ #.xI ,_ ..h .._. _- .r C_,,~ co.mprehension study to ‘suppo.. tf-f Rj(“iobf(=-&~& request; these stu-&eg’gQ~ G&i-$ 

reviewed by the OTC B&i&i&~ re\;iew’$roup’(HF&725). All Geti &i6a6y &dies were kl.“^. I__ I.... 
submitted in the original prtiv&titifi NDK (f9-898) and fhtirefor& ti&&“&eh’~evi&&d ’ 
previously by FDA and are not reviewed in detail ‘here. Only data for the first 2 studies listed 
(27201-2 and 27201-42) was available from the sponsor. 

Table 1. Double-blind cc 
Treatment groups (N) 

27201-2 PRAV 5mg BID (74) 
PRAV IOmg BID (63) 
PRAV 20mg BID (68) 
PlA (101) 

2720142 PRAV 5mg QD (26) 
PRAV 1 Omg QD (26) 
PRAV 20mg QD (26) 
PRAV 40mg QD (23) 

1 PLA (49) 

- 

27201-89 1 PRAV IOmg QD (73) 
PLA (38) - - - 

Japanese PRAV 5mg BID (47) 
#4 1 PRAV 106 BID-(43 

1 PLA (24) 
Japanese 1 PRAV IOmg QD (144) 

#5 1 ClinofibrateZOOm$ Tlb 

ml trollqd efkac 
Demographics 

-75% male 
mean age 52 
mean TC -305 

-50% male 
mean age 54 
mean TC -296 

Gender NA 
mean age 58 
mean Tc -265 
-28% male 
med age -55 
mean TC -286 
-34% male 
med age -55 
mean TC -275 
-38% male 
med age -55 
mean TC -281 

safety stu 
Duration 

12 weeks 

8 weeks 

8 weeks 

8 weeks 

16 weeks 

16 weeks 

ies for Pravastatin IOmg 
LDL’ Results of 10 mg dose * 

Mean (SD) 
Baseline 236 (59) 
Week 8 %Change -19% (11) 
Week 12 %Change -16% (12) 

Baseline 231 (43) 
Week 8 %Change -22% (15) 

Baseline 187 (NA) 
Week 8 %Change -18% (NA) 

Baseline 202 (48) 
Week 8 %Change -24% (NA) 

Baseline 191 (4.3?) 
Week 12 %Change -22% (NA) 

Baseline 199 (3.9?) 
Week 12 %Change -26% (NA) 

The sponsor defines the targeted OTC population as individuals with total cholesterol 
flC) of 200 to 240 and with no historv of heart disease (see Appendix 1, the back panel of the 
proposed OTC package which outlines the target OTC population). The sponsor claims that 

1 LDL-C was calculated using the Friedetiald formula. Blood samples were drawn after a IP-hour fast. 
2 Results for the first 2 studies are reviewer’s results; for remaining studies, sponsor’s results are presented. 
Question marks indicate values reviewer considers questionable. 
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Table 2. Wt 

subjects not at NCEP goal levels for TC (<200) and LDL (~130) will reach these levels through 
usage of IO mg OTC based on their expectation of approximately a 20% LDL decrease from 
baseline. 

This specific OTC population was not studied in the 7 aforementioned studies. 
Nevertheless, this reviewer believes an examination of results for subjects with TC of 200-240 
seems reasonable since subjects may self-select OTC use based on TC alone. To examine this 
subgroup, this reviewer combined the data from Studies 27201-2 and 27201-42 and evaluated 
the LDL response based on baseline TC (Table 2). With only 1 patient in the subgroup of 
interest, it is impossible to draw any conclusions regarding the LDL response to pravastatin IO 
mg in patients with TC under 240. 

tek,,8 LDL by baseline total cholesterol (TC) for Studies 27201-2 arid 272014? combined ., 
I Placebo I PravlOmg, 1 

Mean (SD) Mean (SD) 
TC 201-240 

N 6 1 
Baseline LDL 165 (16) 147 
% Change LDL +14% (13) 4% 

TC 240-275 
N 29 25 
Baseline LDL 194 (11) 192 (15) 
% Change LDL +2% (12) -17% (IO) 

TC 275300 
N 31 22 
Baseline LDL 211 (14) 208 (12) 
% Change LDL +4% (11) -20% (13) 

TC 300-340 
N 25 
Baseline LDL 24:;21) 238 (16) 
% Change LDL -5% (12) -21% (13) 

TC >340 
N 
Baseline LDL 3213757) 

22 
312 (60) 

I. % Change LDL +0.3% (11) -22% (12) 

In addition, this reviewer looked at LDL changes by baseline LDL subgroups (Table 3). 
The lowest group (139-160 mg/dl) would seemingly be the targeted group since a 20% change 
in LDL (the magnitude of effect the sponsor claims for the 10 mg dose) would result in values of 
LDL below the NCEP goal (~130). Again there are too few patients in this subgroup to draw 
any conclusions about the effect of the IO mg dose on LDL’s under 160. 

Table 3. Week 8 LDL by baseline LDL for Studies 27201-2 and 27201-42 combined 
I I Placebo I Prav 10 mg I 

LDL Baseline 139-160 
N 
% Change LDL 

LDL Baseline 160-220 
N 
% Change LDL 

LDL Baseline ~220 
N 
% Change LDL 

Mean (SD) Mean (SD) 

2 2 
+23% (17) -3% (10) 

59 48 
+4% (12) -19% (IO) 

82 45 
-2% (11) -22% (12) 
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The data then from these 2 studies does not provide evidence that the 10 mo dose will 
reduce LDL to NCEP ooal levels in the taroeted OTC population. 

The sponsor collected LDL data in one of their actual use studies (PREDICT). This 
study is described in detail by the medical reviewer and the OTC Biometrics reviewer, In 
PREDICT patients were randomized to OTC or prescription (RX) use of pravastatin. The.dose 
could be titrated at the discretion of 1 
PREDICT are shown in Table 4. The 
patients treated with 10 mg of prava! 
subjects in this trial considered eligit 
details regarding patient disposition i 

Baseline TC 
TC ~200 

N 
Baseline LDL 
% Change LDL 

TC 200-240 
N 
Baseline LDL 

REDICT LDL Mean Re 
0 

None IOmg 

41 11 
103 106 

+lO% +l8% 

113 105 
134 148 
+3% -13% 

65 117 
179 670 

-11% -20% 

the 
!ti 
St; 
)le 
in 

3 treating physician. The Week 24‘LDL results for 
argeted OTC population showed a decrease of 13% for 
atin. (This group of 105 subjects is less than 10% of the 
I for OTC treatment; see the medical officer’s review for 
PREDICT.) 

a20mg 

NA 

11 
156 

-13% 

23 
174 

-14% 

40 mg 

NA 

3 
151 
-8% 

6 
179 

-20% 

None 

62 
110 

+13% 

140 
133 
+1% 

;Jgo 
-8% 

NA 

114 
149 

-17% 

161 
171 

-21% 

laseline and Dose. 

NA NA 

About 56% of the OTC subjects treated with 10 mg of pravastatin for 24 weeks reached 
the NCEP goal of less than 130 mg/dl; the percentage was higher in the subjects randomized to 
prescription pravastatin (68%). 

Table 5. % of 10mg subjects reaching NCEP goal of LDLe130 
Baseline TC OTC Rx 
TC 200-240 56% 68% 
TC ~240 45% 49% 

The sponsor did not submit clinical endpoint data for the OTC 10 mg dose. Previously 
clinical endpoint trials (T’able 6) have been done using the 40 mg dose of pravastatin. 

’ Study 

woscoPs 
Primary Prevention 

CARE 
Secondary Prevention 

Table 6. Clinical End 
Primary Endpoint 
(Risk Reduction) 

Time to CHD death or 
non-fatal Ml 

(31%) 
Time to death due to 

MI or CHD 
(24%) 

LIPID Time to CHD death 
Secondary Prevention (24%) 

Bint Trials for Pravastatin 1 
Entry Criteria 

No history of CHD 
Men 45-64 yrs. 
LDLrl55 
MI w/i 3-20 mos 
Men+Women 21-75 yrs 
TCc240 
LDL 115-174 
History of Ml or angina 
Men+Women 31-75 yrs 
TC 155-271 

10 Iw 
Baseline Lipid 

Mean 
TC 272 (23) 
LDL 192 (18) 

TC 209 
LDL 139 

TC 219 (32) 
LDL 150 (29) 

I 
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This reviewer examined the primary efficacy variable results by subgroups based on g 
baseline TC in CARE and LIPID; two large secondary-prevention clinical endpoint studies of 
pravastatin 40 mg previously reviewed by this reviewer. A third large endpoint study 
(WOSCOPS) had no patients with TC of 200-240 (targeted OTC level). At a dose 4 times the 
OTC dose, clinical benefit is evident for patients with T0200 but not with TC<200 (Figures 1 
and 2). 

Figure 1. Kaplan-Meier curves for the primary endpoint by baseline TC in LIPID 
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Figure 2. Kaplan-Meier curves for the primary endpoint by baseline TC in CARE 
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Reviewer’s Overall Comments 

The efficacy results from two clinical trials do not demonstrate the efficacy of the 10 mg 
dose of pravastatin in an OTC population since only 1 patient in these trials had a baseline total 
cholesterol of 200 to 240 (the level being targeted for OTC use). A significant LDL decrease of 
13% was seen in subjects treated in one of the sponsor’s actual use trials (PREDICT); 
however, less then 10% of patients eligible for OTC use actually contributed to this estimate. 
This reviewer concludes that there is insufficient data to establish the efficacv of IO mo of 
pravastatin-in ‘an OTC population. 

Clinical endpoint data is also lacking for the IO mg dose.. An examination of clinic& endpoint -bl& frdni 2 isrsxe .s.6cdtidg+ ‘$re\r6h.dn’ trials of .40 ms ‘pravakt$tih gusgeg{g a 

clinical benefit for patients with’s history of CHD 5nd TC of 260-240; these r&ults‘do not 
extrapolate to-a primary prevention OTC populzition being treated with 10 mg. 

The clinical data reviewed here does not suggest a significant clinical benefit for patients 
treated with IO mg OTC. 

Joy 0. Mele, M.S. 
Mathematical Statistician 

Concur: 

Ed Nevius, Ph.D. 
Director of DOB2 

Todd Sahlroot, Ph.D. 
Team Leader 

. 
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Appendix 1. Sponsor’s Proposed Back Panel of OTC Package 
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