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. All 24 subjects are included in the intent-to-treat analyses but
( excluded from the per-protocol analyses.

(2) intent-to-Treat and Per-Protocol Analyses

~ Intent-to-treat analyses include data from all 62 subjects who received 1a-
' OH-D,. Per-protocol analyses include data on 38 subjects, and exclude
| . data on the 24 subjects identified above.

| Of the 104 patients enrolled in the study, 62 (55.6%) were
: admitted to the treatment protocol; 38 (36.5% of those enrolled,
61.3% of those admitted to protocol) were considered in the
analyses.

b. Memphis
1) Premature Terminations \
Fifteen (19.7%) of the 76 subjects who entered the treatment period were
discontinued prematurely from the study or were determined to be non-
evaluable.

Seven subjects were discontinued during Treatment Period 1 as follows:
two subjects (Subject Nos. 06106 and 13109) voluntarily withdrew, both
experiencing Gl symptoms; two subjects (Subject Nos. 15105 and 16111)
transferred to another dialysis unit; Subject No. 13105 had a
parathyroidectomy performed; Subject No. 18114 regularly received
' Basogel, an aluminum-based phosphate binder; Subject No. 19120 was
( discontinued for persistent hyperphosphatemia of dietary origin. Three of

the 7 should be considered “treatment failures.”

Four subjects were discontinued during Treatment Period 2 as follows:
three subjects (Subject Nos. 16115, 16127, and 18103) died as a result of
chronic medical conditions; one subject (Subject No. 17103) transferred to
another dialysis unit.

Four subjects (Subject Nos. 16117, 17101, 17110, and 18102) completed
the 32-week study but were determined to be non-evaluable based on an
average serum phosphorous greater than 6.9 mg/dL during the two
treatment periods. All 4 are considered “treatment failures.”

All fifteen subjects are included in the intent-to-treat analyses but excluded
from the per-protocol analyses.

(2) Intent-to-Treat and Per-Protocol Analyses

Of the 108 subjects enrolled, 76 (70.4%) wére admitted to the
atment protocol: 46.7% of those enrolled 7% of those

admitted to protocol) were subjected to per-protocol analyses.

c. Both Sites

- Of the 212 subjects enrolled in both locations, 138 (65.1%) were
C admitted to the study protocol; 96 (46.7% of those enrolled,
1.7% of those admitted to protocol) were subjected to per-
protocol analyses. There were marked differences in
discontinuations between the two locations.
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‘ 2. Enroliment Demographic Data

a. Los Angeles

TABLE 1: SUMMARY OF DEMOGRAPHIC DATA FOR CLINICAL STUDY NO. H-108-LA.
Patient Grou_p n Ageat PostHD Months on} Prior Rx Sex Race
Enroliment Weight HD wi/Caicitriol
at
Baseline
All Patlents Evaluated (T otal Pool)

Mean
sD

Al Patlents Not Randomlzed

Mean
SD

Mean
SD

Mean
sD

Mean
SD

Range

All Patnents Enrolled and Randomized To Drug

All Patnents Enrolled and Randomzed to Placeb

Range

All Inlent to Treat Patlents on Dmg

Y= 413 M= 481 = 262

420
538 [N=452 - - F=384 |A=68
0.2-359 nseal wgiaen

14.9
23-75

Range =10
R S R R A =R =3
All intent to Treat Patients on Placebo s S B e St x;
Mean 497 711 67.8 =26 M= 17 =19
158 . 186 - 591 F=15 =0
22-713 36 5-130.8 7-206 = 9
: ‘ F3EcEH=4
All Valld Complelers on Drug ey Z
Mean 54.0 73.9 36.5 =14 M= 10 =9
SD 143 218 38.2 F=7 =
Range 30-75 43.7-135.4 4-1 39 Y =7
%: SRRy Y 7 & =E2 = q
All Valid Completers on Placebo : =< 2 R
Mean ' 543 714 64.6 M=8 =15
SD 141 212 572 F=13 =0
Range 22-73 - 36.5-130.8 7-180 =4 -

The valid completer subjects were between 22 and 75 years old (mean + SE =52.0 +
1.9 years) and had been on hemodialysis treatment for at least 4 months (mean =+ SE
= 52.9 : 6.6 months). I note, however, that the patients randomized to
placebo had been on dialysis longer than those placed on active drug, which
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suqggests that they may have had longer lasting or more serious disease and
introduces a bias in distribution. Thirty-four subjects were male and 28 female;
36 were Afro-American, 19 Caucasian, and 7 Hispanic. Fifty-one (82.3%) of the
subjects had received prior treatment with oral or i.v. 1a,25-(OH),D,. Of these 62
subjects, 38 completed the study and were evaluable for statistical purposes. All 38
subjects received open-label treatment with the active test medication during
Treatment Period 1 (Weeks 1 - 15). Seventeen (44.7%) of these subjects received
continued active medication during Treatment Period 2 (Weeks 16 - 23) and 21
(55.3%) received placebo. A comparison of the treatment groups at baseline with
regard to physical and biochemical characteristics is shown in the table below.

The significant differences between the treatment groups included:

a) mean serum calcium was higher in those subsequently in the placebo
group (P=0.04). _

b)_those on placebo had been on dialysis for 64.57 + 12.47 months in
contrast to those on drug, 36.53 + months (P=0.09).

c) the patients subsequently assigned to placebo had lower serum fevels of
1,25-diOH Vitamin D, than did those to active drug (P=0.06).

Table 2: COMPARISON OF TREATMENT GROUPS
AT BASELINE (LOS ANGELES)

Characteristic " Active Treatment Placebo Treatment Difference
(n=17) (n=21) (P value)

Age 54.00 + 3.48 54.33 + 3.07 P=.94
Sex

Male - n=10 n=8

Female n=7 n=13
Race

African-American .n=9. n=15

Caucasian n=7 n=4

Hispanic “n=1- n=2
Weight (post hemodialysis) 73.88 + 5.28 7111 + 462 p=.69
Months on hemodialysis =~~~ - -~ -36.53 3 927 - 64.57 1 12.47 -p=.09
Prior treatment with calcitriol n=14 n=17
Phosphate binder dosage 1737.35 + 243.52 1367.67 + 138.03 p=.18
Plasma PTH 832.47 + 123.36 696.58 + 67.06 p=.32

~ Serum calcium 8.79 + 0.19 9.25 + 0.11 p=.04

Serum phosphorus 498 + 0.15 471+ 026 . p=41
BUN §9.29 + 3.65 5752:417 . . . p=.76
Serum creatinine - 10.14 : 0.78 1103: 070 .. . p=.40
Serum alkaline phosphatase . - .-222.59 £ 71.93 154.71 « 16.73 p=.32
Serum albumin ——4.07 £+ 0.08 --407+006 -~ - - -p=.89
Serum 10,25-(OH)2D2 - - - ---- --503:003 . - - :-606+005 - . o —-p=F2s
Serum 10,25-(OH)2D3 11941086 1066 + 0.36 p=.06
Serum osteocalcin . 7212+ 7.88 68.19 +.5.35 p=.68
Bone-specific alkaline phosphatase . 75.35 £ 30.22 4565 + 7.25 p=.30
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B. Memphis
TABLE 3: SUMMARY OF DEMOGRAPHIC DATA FOR CLINICAL STUDY NO.H-108-MEMPHIS
Patient Group n Ageat PostHD Monthson | Prior Rx Sex Race
Enrollment Weight HD w/Calcitriol

M=417
F=476 A

11.7 20.7
32-74 54.6-153.0

75.8 61.5
14.4 216 55.8
2795 3181225 7251 T

All Valid Complems on Placebo
Mean
SD 14.5 211 40.4
Range ' 271715 43. 4-132 S 7-148
By, BESE oSk S e e R % P

The valid completers at this site were similar to those at the LA site in that they were

between 27 and 75 years old and had been on dialysis for a similar length of time. The

emphi u wever, di show any difference between drug and placebo ups
een in the inti n dialysis. All subjects at this site, however, were Af
merican, in contrast to the racial n the LA
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Table 4: COMPARISON OF TREATMENT GROUPS
AT BASELINE
H-108 Memphis
- Characteristic Active Treatment - vPIacebo Treatment Difference
(n=231) (n=30) (P value)

Age 5513+ 2.13 48.37 : 265 p=.05
Sex ,

Male n=11 n=15

Female n=20 n=15
Race _

African-American n=230 n=30

Caucasian n=1 n=0
Weight (post hemodialysis) 83.13 £ 3.36 78.87 + 3.86 p=.41
Months on hemodialysis 53.65 + 9.18 51.97 + 7.37 = .89
Prior treatment with calcitriol n=26 n=28
Phosphate binder dosage 2052.58 :+ 205.47 2235.03 + 215.43 p=.54
Plésma PTH T 961.42 + 111.91 1009.43 : 94.00 p=.75
Serum Ca 9.02: 0.1 8.99 : 0.16 p=.86
Serum P 466 : 0.15 490 : 0.19 p=.33
BUN 59.94 : 3.19 60.47 + 2.63 p=.90
ngm Creatinine 11.90 : 0.52 12.58 + 0.70 p=.43
Serum alkaline phosphatase 208.29 £ 33.50 205.93 + 35.80 = .96
Serum albumin 4.05 £+ 0.05 407 £ 0.07 = .84
Serum 1a,25-(OH)2D2 5.01 + 0.01 5§27+ 0.19 =17
Serum 1a,25-(OH)2D3 10.80 + 0.53 10.17 £ 0.13 p=25
Serum osteocalcin 73241+ 7.87 81.28 : 6.57 p=44
Bone-specific alkaline phosphatase 57.98 + 8.63 70.70 + 15.00 p=.47

3. Medication

1. Dosing Compliance

Overall dosing compliance was above 80% for all evaluable subjects; mean (= SE)
compliance was 99.0 1 0.5%. :

All subjects initiated 1a-OH-D, dosing in the dialysis unit at the rate of 10.0 ug (four
~ 2.5 pg capsules) three times per week following hemodialysis.. This dosage was
adjusted, as needed, in order to bring the plasma PTH levels into the targeted range
(150 to 300 pg/mL., inclusive). Subjects whose plasma PTH levels fell below 150
pg/mL immediately suspended test drug dosing and resumed dosing at one level
below the previous dosage beginning at the mid-week hemodialysis of the following

L
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~week. Conversely, subjects whose plasma PTH levels rose from the targeted range
( ‘ of 150 to 300 pg/mL increased their test drug dosage by one level at the next
hemodialysis, provided that (1) the serum phosphorus level was < 6.9 mg/dL, and
(2) all dosage increases to levels greater than 10 pg per dialysis were followed by an
8-week evaluation period prior to further increases.

Beginning at Week 8, at the discretion of the Investigator, the dosage could be
increased by up to 5.0 pg per hemodialysis for plasma PTH values that were not in
the target range (150-300 pg/mL) and remained greater than 50% of the baseline
value (defined as the average of values obtained during Weeks -2, -1 and 0). This
increase was contingent on a serum phosphorus vaiue < 6.9 mg/dL at the time of the
determining PTH value. If the phosphorus level was > 6.9 mg/dL, a dosage increase
was considered based on the plasma PTH value obtained at the next opportunity
when the phosphorus was < 6.9 mg/dL. Alf dosage increases above 10.0 pg per
dialysis were followed by an 8-week evaluation period prior to considering the subject

“for another increase of up to 5.0 ug per hemodialysis, to a maximum dosage of 20.0
ng per hemodialysis.

The allowed levels of test drug dosages are shown below:

Table 5. Dosing Regimen Table

Dosage Level Dosing Regimen Number of Weekly Dosage (ug)
Capsules
('A A (Maximum) 20.0 ug after each hemodialysis session 8 60.0
B 17.5 pg after each hemodialysis session 7 52.5
c 15.0 pg after each hemodialysis session 6 45.0
D 12.5 pug after each hemodialysis session 5 375 | -
E (Initial Starting Dose) 10.0 ug after each hemodialysis session 4 30.0
F 7.5 ug after each hemodialysis session -3 225
G 5.0 ug after each hemodialysis session 2 15.0
H (Minimum) | 2.5 ug after each hemodialysissession - | 1 | 75

Subjects who developed marked hypercalcemia (serum calcium > 11.2 mg/dL) or
confirmed, marked hyperphosphatemia (two consecutive serum phosphorus values >
8.0 mg/dL) or a persistent serum calcium (mg/dL) X serum phosphorus (mg/dL)
product > 75.0 immediately suspended treatment. (“Persistent” was defined as
having a duration of three consecutive weeks.) Such subjects were monitored until
the serum calcium and/or phosphorus were sufficiently lowered (serum calcium <
10.5 mg/dL, serum phosphorus < 6.8 mg/dL, and serum calcium X serum
phosphorus product <70.0) and resumed test drug dosing at a rate which was one
level below the previous dosage.

‘ At the Investigator's discretion, the dosage of calcium-based dietary phosphate
C- : ‘ binders could be adjusted up or down to correct for moderate hyperphosphatemia
(serum phosphorus > 6.9 to < 8.0 mg/dL) or mild hypercalcemia (serum calcium >
10.5 to < 11.2 mg/dL), respectively. In the case of persistent mild hypercalcemia
and hyperphosphatemia when the phosphate binders could not be adjusted (i.e.,

L
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2

when serum calcium and serum phosphorus were both elevated), or of a serum
calcium (mg/dL) X serum phosphorus (mg/dL) product persistently > 70.0, the
dosage of test drug was reduced to a rate of one level below the previous dosage. In
such this case, attention was given to ascertaining the cause of the hypercalcemia or
hyperphosphatemia (e.g., dietary indiscretion or inappropriate dosage of calcium-
based phosphate binders).

As during the washout period, the dietary phosphate binders were adjusted at the
discretion of the Investigator to bring the serum phosphorus to a target range of 4.0
to 6.0 mg/dL.

If one of the dosage levels in the study was not optimum for maintenance dosing for a
given subject (i.e., maintaining the plasma PTH in the target range), the Investigator,
at his discretion, could vary the dosage administered at each hemodialysis according
to a defined schedule (e.g., 2.5 ug at the first weekly dialysis and 0.5 ug at each of
the subsequent dialyses) so that the total weekly dosage was optimized to the
subject's needs.

The average (+ SE) weekly prescribed dose progressively declined during Treatment
Period 1 from 29.7 + 0.3 ug for Week O to 16.1 + 2.3 pg for Week 16 (P < 0.001).
(The average prescribed weekly dose for Week 0 was less than 30.0 pg because five
subjects started dosing on the second or third hemodialysis of Week 0 rather than on
the first hemodialysis.) The average prescribed dose further decreased in subjects
who continued treatment with active drug during Treatment Period 2 from 19.0 + 4.1
for Week 16 to 15.3 + 3.8 at Week 23. However, the average prescribed dose for
subjects switched to placebo treatment rose from 13.8 + 2.4 ug for Week 16 to 28.5
+ 2.6 for Week 23.

The primary reasons for suspensions and subsequent decreases in prescribed doses
were over-suppression of plasma PTH (most common) and elevations of serum
calcium and/or serum phosphorus. In a few cases, dosing with test medication was
suspended for intercurrent iliness and restarted, when possible, at the same level.

The following tables show the average weekly doses of drug administered in the two

siudies during the open label and placebo controlled phases
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TABLE 6: AVERAGE WEEKLY DOSES (ng) - PERIOD 1

WEEK NO. | BASE | 1\] 2| 3] s 5 6 7] 8
LA,
Per N a8 38 a8 38 38 3sl 38 38 a8
Protoc | Mean 289 297 280 25.9 250 228 19.9 19.3 20.1
sD a1 16 49 82 75 75 101 11.4 135
SE 05 03 08 13 12 12 16 18
10.0-300 003001 1003001 763001 753001 003001 003001 004501 00450
LLT. N 62 61 80 §0 58 58 58 58 58
|_Mean 287 2871 2781 255 249 222 202 204 208
L_sD 38 50 50 85 86 91 106 11.4 137
SE 05 06 06 11 11 12 14 15 18
Per N 61 61 61 61 61 61 61 61 61
Protoc | Mean 28 292 28.2 240 242 223 214 214 241
SD a7 28 49 87 8.8 102 10.3 103 131
| SE 05 0.4 06 11 11 13 13 13 17
100200 003001 o0o300l 00200l 003001 003001] 003001 003001 0030
T N 76 76 76 75 75 73 73 73 72
280 280 69| 240 235 21.8 205 205 22.9
sD 46 59 3 8.8 96 104 108 114 139
( SE 05 07 08 10 1.1 12 13 13 1
WEEKNO. > | o 10 11| 2l g3l 14 15 | 16
LA
. Pe N a8 a8 a8 as a8 38 a8 a8
f pr |—Me 83l 1esl  —IexT—s7 | - 189" 16.3 163 142
otoc | SD 145 147 - 4541 - 155 15.1 13.0 136 122
_SE_ 24 2 24 25 25 24 22 2.0
Ra 00450 | o0o4s0! 00450l 00450 004501 004501 004501 00450
It N 55 55 55 54 53 53 53 51
T. _Me 197 187 183 18.4 198 167 17.5 14.8
_SD 150 153 148 150 15.1 13.0 142 12.8
_SE 2.0 21 20 20 2.1 18 19 18
|_Memph
Pe N 61 61 61 61 61 61 61 61
r Pr _ 249 254 _240 240 212 215 20,0 195
otoc - 1371 1451 152 142 144 150 452 16.3
E 18 19 20 18 18 19 21
R 004501 004501 00450] 004501 00450 ! 004501 004501 00450
Lt N 72 71 yal 71 71 val _ 69 _69
C Me_ 293 - 246 | — 2391 - 2371 2001 210 196 192
sD 14 4481 950l 143 145 15.0 15.0 16.1
_SE R % 2 B ¥ 18 17 17 18 1.8 1.9
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TABLE 7: AVERAGE WEEKLY DOSE (ug) - Period Il- Drug Group
WEEK NO_ 16 17 18 19 20 21 22 23 24
LA,
Per N 17 17 17 17 17 17 17 17
Protoc | pean 159 175 184 1.5 1786 17.9 18.4 153
SD 130 165 16.0 162 169 165 161 158
SE 32 40 a9 3.9 41 40 3.9 a8
R 00450 256001 006001 00600 006001 006001 256001 00600
LLT. N 26 26 26 26 26 26 26 25
| _Mean 160 171 183 167 166 17.1 18.4 132
{ _sp 133 148 15.4 155 146 144 148 15.0
SE 26 29 30 30 2.9 28 2.9 3.0
|_Memph

Per N 31 31 a1 31 31 3 31 231
Protoc | pean 193 19.4 173 164 186 183 162 16.4
SD 167 155 137 142 149 15.9 16.4 156
SE 30 28 25 26 27 29 2.9 2.8
Ranae | 00600 ! 006001 006001 006001 006001 006001 006001 00600
LLT. N az 36 a6 36 6 35 as 35
| Mean 182 183 165 156 174 18.1 16.5 155
| sD 16.0 151 13.3 14.0 148 155 16.4 154
SE 26 25 22 23 25 26 28 26

TABLE 8: AVERAGE WEEKLY DOSE (ug) - Period li- Placebo Group

WEEK NO, + | 16 | 12 18 | 10 | 20 | 21 | 22 23 24
LA
Per N 21 21 21 21 21 21 21 21
Protoc | mean 129 154 180 214 22.9 24.4 277 280
| sD 116 12,6 125 131 136 136 133 121
SE 25 28 27 29 a0 30 29 26
Range | 00450 00450 00450 oos00) ooso0! 0og00 ! 006001 00600
LLT. N 27 26 26 26 26 25 25 25
13.9 16.3 185 213 215 231 26.1 258
! sD 12.4 139 136 140 134 139 13.9 135
SE 24 27 27 28 26 2.8 28 27
_Memph
Per N 20 a0 30 30 30 ) 30 30
Protoc Mean 198 215 226 238 26.5 212 282 283
| sb 16.1 18.1 1.8 123 12.8 160 12.7 163
| sE 29 a3 a3 a2 a3 29 a2 30
00450 ooe00! oosoo! 0os00l 006001 006001 00600) 00600
LT N 2 31 a1 a1 < 3 30 30
| Mean 203 214 222 235 258 26.8 282 28,3
3 163 18.0 171 17.0 1 150l 177 163
__SE 2.9 32 32 a1 a2 29 a2 30
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C. Phosphate Binder Dosages

The phosphate binders during this study were calcium carbonate and calcium
acetate. The daily doses of phosphate binders were calculated from the subjects’
reports of intake, There were inconsistencies between the sites’ reporting of binder
dosages and the dosage units available for the brand of product. If the
inconsistencies were not resolved, dosages of elemental calcium were derived
from the content listed in the Physician’s Desk Reference 1997.
1 find no record of how many “inconsistencies” occurred nor of how often imputed
estimates of calcium intake were used. Thus, the table listing “calcium intake”
contains data of questionable validity and these data certainly do not warrant the
statistical precision or even analysis presented. Unfortunately, this also opens to
question the significance of the efficacy data for the investigational drug!

(1

Baseline:

Week 16:

Week 24:

In the Los Angeles Study, the estimated intake of phosphate binder
averaged 1533 + 135 (mean + SE) mg of elemental calcium/day at
baseline (as shown in the tabie below). At the end of Treatment Period 1
(Week 16), the average phosphate binder dosage was 1847+ 179 mg of
elemental calcium/day. The change was statistically significant (P =
0.026). The average phosphate binder dosages remained unchanged in
both treatment groups during Treatment Period 2, ranging from 1987 + 280
mg and 1728 + 235 mg of elemental calcium/day at Week 16 to 2119 + 296
mg (P = 0.294) and 1703 + 178 mg (P = 0.873) at Week 24 for subjects
receiving active drug and placebo, respectively. No significant difference
was observed in binder doses between active and placebo treatment
groups at Week 16 (P = 0.480) or at Week 24 (P = 0.217). In view of the

questionable estimates of calcium intake, the conclusions drawn

by the Sponsor are not warranted and the statistical analysis is not
valid. :

Table 8: L.A. : Milligrams of Elemental Calcium per Day

Treatment Period 1 : Treatment Period 2
Active Placebo
n 38 17 21
mean 15331 17374 1367.7
‘SD - B828.8 1004.1 632.5
SE 134.5 243.5 138.0
mean 1847.1 1986.9 1728.3
SD 1091.2 11528 1051.0
SE 1784 . 279.6 235.0
P-vaiue Baseline: 0.026 0.161 0.092
P-value comparison to placebo: 0.480
mean 2118.6 1702.5
SD 1219.2 815.7
SE 295.7 178.0
P-value Week 16 0.294 0.873

P-value comparison to Placebo: 0.217
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(2)

Baseline:

Week 16:

Week 24:

In the Memphis Study, as shown in the table below, the phosphate binder dose
level averaged 2,142 : 148 (mean : SE) mg of elemental calcium/day at
baseline. At the end of Treatment Period 1 (Week 16), the average phosphate
binder dosage was 2,340 + 162 mg of elemental calcium/day. This change during
the 16 weeks of open-label treatment with 1a-OH-D, was statistically insignificant
(P =0.210). A decrease in average phosphate binder dosages was observed in
subjects receiving active drug in Treatment Period 2, from 2,305 + 207 mg of
elemental calcium/day at Week 16 to 1,911 + 245 mg at Week 24 (P < 0.006).
For subjects randomized to placebo, there was an increasing trend in average
phosphate binder dosage from 2,375 + 255 mg of elemental calcium/day at Week
16 to 2,696 + 369 mg at Week 24 (P = 0.296). No significant difference was
observed in phosphate binder doses between active and placebo treatment
groups at Week 16 (P = 0.831) at Week 24 (P = 0.080). See comments under

Section (1) above. The observations in the Memphis Study are,
furthermore, different from those seen in the LA Study.

~ Table 10: Memphis: Milligrams of Eiemental Caicium per Day

Treatment Period 1 " Treatment Period 2
Active Placebo
n 61 31 30
mean 21423 2052.6 2235.0
SD 1155.8 11440 1180.0
SE 148.0 2055 2154
mean 2339.7 2305.1 2375.4
SD 1267.8 1149.8 1398.4
SE 162.3 206.5 255.3
P-value Baseline: 0.210 0.460 0.304
P-value comparison to placebo: 0.831
o mean o 19107 2696.4
sD : 1366.5 2023.3
_ SE . 2454 360.4
P-value Week 16 0.006 0.296
P-value comparison to Placebo: 0.080

4. Laboratory Assessments

There was significant intra- and inter- individual variation in laboratory measurements during the
washout period and during the two treatment periods. Such variation was expected in this
population where concomitant illnesses and complications related to renal disease are common.
Variation in laboratory measurements occurred most frequently in hematologic and electrolyte
parameters, probably due to hemodialysis itself. Laboratory abnormalities in individual subjects
were not discussed unless attributed to the use of the test medication or related to a serious
adverse event. True assessment of safety of the drug based on laboratory studies

-canno
uestion

done with confidence, particularly in view of the small numbers of subjects,
le validi ndomizatio nds uration of observation.
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_ a. Plasma PTH Results
( (1) Los Angeles Area
Table 11: Per Protocol Patients - Placebo Group
Subject s k) 5 s “ 3 2 4 °

Per-protocol Analysis (All Evaluable Subjects; Last Vaiue Carnied o End &SW)

N 2% 21 21 21 21 21 21 21 21
Mean 5116 605.81 €56.87 654.54 719.62 797.89 €96.2 683.86 717.74
sD 38272 . 385.9 338 361.12 375.05 420.84 31353 38583 288.67
SE 83.52 8421 73.76 788 81.84 91.84 €8.42 842 62.99
(‘“ Subject Base 1 2 3 4 5 6 7 8 9

Per-protocol Analysis (Al Evaiuable Subjects; Last Vakse Carmied to End of Study
N

)
21 21 21 21 21 21 21 21 B 1] 21
Mean 696.58 511.24 430.68 399.11 428 288.51 36245 352.41 33225 349.4
SO 307.31 330.13 335.63 325.56 25233 28556 x4 40 307.81 969.27
SE 67.06 7204 £24 71.04 55.06 57.95 7278 74.85 67.17 80.58
P vs. Base <001 <001 <001 <001 <001 <001 <001 <001 «<.001
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Subject . 10 1" 12 13 1“ 15 16 17

18 19

Mean 341.67 342,35 340.07 350.96 290.71 333.89 317.81 4731 56322 563.84
SD 162.83 231.59 1908.03 204.61 140.96 23041 2536 299.76 346.73 320.92
SE 35.55 §0.54 4321 44,65 2.5 50.28 55.34 65.41 75.66 71.78
P vs. Base <.001 <.001 <001 <.001 <.001 <.001 <.001 0.001 0.072 0.134

Pur-protocol Analysis (Al Evalusble Subjects; Last Valus Carmied $0 End of Study)

N 21 21 21 21 21
S0 353.83 41272 397.32 352,44 356.34
SE ) a2 90.08 8.7 76.91 71.78
P vz Base 0.06 0.987 LX) orre 0.801
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Table 12: Per Protocol, Active Group
Subject 8 -7 L] 5

Per-protocol Analysis (ARl Evaiuable Subjects; Last Vaius Carried 1o End of Skudy)

N : 17 17 17 7 17 17 17 17 17

Mean §78.66 630.44 705.77 704.87 T746.78 747.01 758.05 818.91 868.1

SD 413.72 330.47 £71.82 44428 368.98 4137 3619 467.69 §78.81

SE 100.34 80.15 115.89 107.75 89.49 100.34 87.78 113.43 140.38

P vs Base . . . . . . . . .

P v3 Plac 0.432 0.02¢9 0.965 0.965 0.734 0.646 0.584 0.183 0.734

Subject Base 1 2 3 4 5 [} 7 8 [}

Per-protocol Analysis (All Evaluable Subjects; Last Value Carried 1o End of Swudy)
N

17 17 17 114 7 17 17 17 17 17
Mean 8247 603.32 611.42 £30.98 460.58 470.18 46229 464 46 4225 4683
S0 §08.61 966.05 535.46 496.78 41963 517.94 502.44 535.47 49241 54676
SE 123.36 88.78 120.87 120.49 101.78 125.62 121.88 12987 119.43 13261
P va Base . <0.001 <001 <001 <001 <001 <001 <001 <001 0.001
P vs Plac 0.668 0.397 0.334 0.ax2 0217 0.194 0.848 0.668 0928 0.894
Subject 10 1

102 37y 4127
1103 1027.1 1039.5
1105 __822 557
2101 834.4 16237
2105 1204 203.1
2110 1704 255.9
2113 581.7 2519
3106 3132 352
5101 597.8 190.5
. 5105 2686 2936
( : 5106 306 162.7
8105 1835.5 1730.
10108 3787 2465
10109 e 180.4
20114 144.7.
21102 554 25

21108 1313 25
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Subject

e e e e

10 11 12 13 14

MWMMB(MEMW;LMVMWMWdM)

N 17 17 17 17 17
Mean 437.65 4367 37424 360.82 383.09
sD 394.37 51564 422.04 348.19 4168
SE 95.65 125.11 102.36 84.45 101.09
P vs Base <.001 <.001 <.001 <.001 <001
P vz Plac 0.825 0179 0.334 0.365 0.8941

Subject 20 21 2 2

wwmmw(mznmsm;mvmwmmdsm)
N

17 7 17 17
326.51 336.14 399.92 395.48
35379 352.81 380.86 365.87

85.81 85.57 92.37 88.74
<001 «<.001 <001 <.001
<.001 0.001 0.004 0.001

15

7
423.69
391.36

<.001
0.668

24

16

LI I BEST POSSIBLE COPY:- - -

17

17
IS
383.36

<.001
0.008

Page 38

18

17
39857

131.52
<.001
0.003

APPEARS THIS WAY ON ORIGINAL

19

17
366.66
398.07

<.001
0.003
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Table 13: Los Angeles: Serum PTH, All Subjects- Placebo Group

Subject ¥ K - 5 -« 3 2 -1 0

intent-to-Trest Analysis (All Treated Subjects; Last Vaiue Carried to Discontinustion)

N 3" N N N . 2 2 2 2 2
Mean 547.83 602.52 632.78 663.91 840.32 874.31 803.68 a7 377
S0 391.15 3495 326.24 343885 69527 626.65 60233 805.77 - 23
8E 70.25 [~X¢4 58.6 8267 12291 110.81 106.48 142.44 166.38
P vs Bass . . . . . . . . .
intant-to-Treat Analysis (Al Trested Subjects; Last Vaius Carriad 1o End of Study)
N 31 31 3 3 2 2 b+ 2 2
Mean 547.83 802.52 63278 053.01 840.32 874231 803.68 [ <~ R e Q.T7
o] 391.15 3495 2624 348.95 69527 626.85 a2 33 805.77 4123
SE 7025 «en 586 6267 12.91 110.81 106.48 14244 166.39
P vs Base . . . . . . .

( . Per-protocol Analysis (Al Evaluable Subjects; Last Value Carried to End of Study)

TN 21 21 21 1 21 21 2 21 21

Mean 5116 605.81 856.87 654.54 71962 767.89 696.2 683.86 T17.74
§D 3272 3859 338 961.12 375.05 420.84 313583 385.89 28867

SE 83.52 64.2% 7a78 788 81.84 91.64 842 842 62.99
P vs Base . . . . . . . .
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5 -4

Subject 8 -7 €
li-lﬂrﬂinlAnobnb(AlRln&mnh'dSuﬁ.dzﬂ:slvou-Canidu:Diauihuibm
N 49 48 47

Mean 465.57 508 46 $36.34

SD 366.59 332.52 230

SE 5237 48 47.12

P vs Base

Subject Base 1

1101

21168
21106.
21107.
21108.
21110,
21113

ilurldnttmnlllwunyﬁn(ﬁl'Talllld!hliu:ﬁs;Lll!\hi‘nt:lnilulalil::riinllir».
N 32 31 0 %
Mean 847.1 744.18 2.%3 647.36
s0 T65.46 9463 £26.51 §70.45
SE 135.32 169.96 169.16 177.18
P vs Base 0.003 <001 «<.001
tntent-to-Treat Analysis (Al Treated Subjects; Last Valus Carmiad to End of Stuxdy)
N 32 2. .. 32 2
Mean 847.1 T44.54 a1 640.61
SO 765.46 $30.91 898.59 940.81
SE 135.32 164.58 158.85 16628

P vs Base 0.003 <001 <001

47 48
5701 702.96
340.84 627.8
49.73 90.61
2 3

E)

48
T708.81
575.65

83.08

0
546.36
80541
147.05

<001

54593
T80.82
138.05

<001

-2

47
677.74
547.81

7991

621.83
109.92 |
<001

-1

671.7%
12264
<001

$43.01
€51.89
11526

<.001

Page 40

950.76
92728
161.42

30
478.08
57467
104.92
«<.001

481.91
5§58.73
98.77
«<.001




e e et

L oo T T BESTPOSSIBLE COPY. L. .
NDA No. 20-862 HECTOROL la-hydroxy-vitamin D, L. Lutwak Page 41
Subject Base 1 2 3 4 5 € 7 8 9
NWW(MEMW;L&V“WQB\GGSW)
N 21 21 pal 21 21 21 21 21 21 21
Mean 696.58 511.34 430.68 309.11 33428 286.5 36245 352.41 33225 349.4
sD 307.31 330.13 33563 325.56 252.33 265.56 3334 34303 307.81 369.27
SE 67.06 T2.04 T3.24 71.04 §5.06 57.95 T2.75 7485 67.17 80.58
P vs Base . <001 <001 <001 < 001 <001 <001 <001 <001 <,001
Intert-to-Treat Analysis (AR Randomized Subjects; Last Velue Carried to Discontinuation)
N 2 b 3 I 30 20 20 30 30 30 30 29
Mean 847.1 T44.19 £892.33 647.36 546.36 497.07 54325 5741 478.08 543.48
sD 765.46 946.3 §26.51 970.45 805.41 640.31 671.71 843.56 §74.67 89567
SE ' 13532 169.96 169.16 17718 147.05 116.9 12264 154.01 104.82 166.32
P vs Base . 0.003 < 001 <001 <001 <001 < 001 <001 <.001 «<.001

APPEARS THIS WAY ON ORIGINAL
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Subject -. 10 " 12 13 14 ) .15 16 17 18 19 i

M&TMW(MTM&MMVMWbW)
29

N 2 2 29 2 2 29 26 26 26
Mean 569.87 §78.81 670.59 486.68 8532 5938 826.5 629.42 7558 729.5
1] 1078.8 1131.64 1“227 638.7% 1083.41 1134.07 87218 833.08 970.29 860.66
SE 200.33 210.14 211 118.62 201.18 210.59 161.96 163.38 180.29 168.79
P vs Base <001 <001 <001 <001 <001 <001 <.001 <001 0.097 0.038
intent-to-Treat Analysis wtu&mumc-mnemum
N 2 2. 2 2 = b -] 2 2 kv 32
Mean 564.903 S73.03 85621 489.73 549.82 586.62 82563 629.61 732.37 710.82
SD 1026.91 1077.09 1420.04 609.71 1121 1070.48 830.78 768.18 890.01 793.3
SE - 181.53 190.4 251.03 107.78 18229 190.83 146.86 1358 157.33 140.24
P vs Base <001 <001 <001 <001 <001 <001 <001 <.001 0.053 0.023
Per-protocol Analysis (Al Evalusble Subjects; Last Vaius Carvied 10 End of Study)
N 21 21 21 21 21 21 2 21 21 21
- Mesan 341.67 34235 340.07 359.96 280.71 333.89 317.84 4731 563.22 663.94
C sD 162.93 23159 198.03 204.61 148.96 230.41 2536 299.76 346.73 326.92
- 8E - 3555 50.54 4321 44.65 25 §028 5534 65.41 75.66 71.78
P've Base <.001 <001 <001 <001 <001 <001 <.001 0.001 0.072 0.134
MTMM(MW&MMV“WbW)
N . 29 2 2 F-J 29 29 2 26 26 26
Mean $69.87 578.81 670.59 405,00 8532 583.8 526.5 62042 7559 729.5

s
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Subject . 10 11 12 13 14 15 16 17 18 19
SO 10788 113164 149227 638.79 1083.41 1134.07 B872.18 833.08 970.29 860.66
SE 200.33 210.14 A 118.62 201.18 210.59 161.96 163.38 190.29 168.78
P vs Base <001 <001 <.001 <001 <.001 <001 «<.004 <.001 0.097 0.038

APPEARS THIS WAY ON ORIGINAL
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Subject . 20 21 22

20113,
20116
21103

21107.

21108,

21110. .
21113 ’ o ' Tt

intert-to-Treat Anaiyais (Al Treated Subjects; Last Vakue Carried 1o Discontinustion)

N 26 25 25 25 24
Mean 916.42 71663 709.67 73282 6r2.57
80 1081.13 403.66 397.53 41871 356.93
SE 21203 80.73 79.51 074 7208
P vs Base 0.853 0.045 0.969 0.845 0.698
M%TMMMBWTWSM:WVMWUB“GM) )
N 2 TR X2 R
Mean 862.8 663.54 . 85834 B8 - 8217 Toe - e i
SD 09282 © - 1007.05 - 100595 - 100982 - B -
SE 17583 = 1802 . me 178.53
P va Base 0.878 0804 . = 0969 0.839 ]
PﬂMWNM&MLﬂV‘.C‘MbEﬂ!dM R
. N 21 21 21 21
. Mean 700.35 707.37 687.04 708.86
: sD 358, 41272 397.32 352.44
SE na 90.06 86.7 76.81 .
P vs Base 068 0.887 0.88 0.778 0.801

intent-to-Treat Ansiysis (AN Randomized Subjects; Last Value Canvied 1o Discontinuation)
N 26 25 -] 25 24
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Subject a 20 2 2 2 24

Mean 916.42 71663 709.97 73282 672.57

SO 1081.13 - 403.66 397.53 41871 693 - -

SE 212.03 80.73 79.51 874 T T286 T

P vs Base 0.853 0.845 0.969 0.845 0.698

Table 14: Los Angeles, All Subjects - Active Group, Serum PTH
Subject L} -7 £ ) £ - 3 2

-1 0

10101
10105

10108

10108

20105

20106

20107

20109

20110

20111

20112

20114

21101

21102 |
21104

21105

21109

21111

21112

Interk-to-Treat Ansiysis (AN Trested Subjects; Last Vaiue Carrisd % Discontinuation)
N

0 0 30 30 30 0 0 30

Mean 55349 814.34 €90.1 650,17 877 73621 745.36 76724 062,86

. 8D 41626 2258 425.56 380.7 27 435.07 397.02 422.82 49463

- SE 76 58.9 nr 69.51 e 04 T72.49 n2 90.31

* PvsBase . . . . .- . . . .

P vs Piac 0.784 0.463 0.602 0828 0.496 04789 0.855 0804 0.849
(ntent-to-Treat Ansiysis (Al Treated Subjects: Last Vaius Carried 1o End of Study)

N 30 0 30 30 0 0 0 30 0

Mean §53.49 614.34 €20.1 €80.17 8.7 T2 74536 76724 862.86
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Subject -8 3 ¥ ¥ -

sD 41626 x22.59 425.56 380.7 392.27

SE 76 58.9 mni 69.51 71.62

P vs Base . . . . . .
P v Piac 0.784 0.468 0.602 0.828 0.496

Per-protocol Anslysis (All Evaksable Subjects; Last Valus Carried to End of Study)

N 17 17 17 17 - 17

Mean §78.66 630.44 705.77 T04.97 746.78

-10] 413.72 330.47 477.82 44428 368.96

SE 100.34 80.15 115.89 107.75 89.49

P vs Plac 0.432 0.29 0.965 0.865 0.734

iIntent-to-Trest Analysis (ARl Randomized Subjects; Last Vaius Carried  Discontinustion)

N 53 51 81 50

Mean 453.07 485.15 $51.72 §39.79 557.38

8D 403.64 351.84 424.14 396.07 397.94

SE 55.44 4927 $0.39 5§6.01 56.28

P vs Base . . . . . .
P vs Plac 0.822 0.888 0.86 0.447 0227

3

435.07
7043

0479

7
7471.01
4137

100.34

0.646

49

441.33
63.05

0.254

2

397.02
T72.49

0.855 )

17
758.05
361.83

87.78

0.584 )

7
58428
43827

63.63

0.249

Page 46

494.63
90.31

0.849
17

578.81
140.38

0.734
31

84265
499.16

0.882
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Subject Base

1

2

C inteni-to-Treat Analysis (All Treated Subjects; Last Vaiue Carried to Discontinustion)
30

3 4

N 30 30 29 o]
Mesn 797.18 588.51 560.84 489.09 426.85
8D 443.75 375.51 463.72 449.47 359.42
SE 81.02 68.56 84.66 83.47 67.92
P vs Base . . «<.001 <001 <001 <.001
P vs Plac 0.966 0.674 0.699 0.552 0.638
Intent-40-Trest Analysis (All Treated Subjects; Last Value Carried to End of Study)
N 30 o] ko] 30 0
Mean . 79748 588.51 560.84 486.11 440.04
s0 44375 375.54 453.72 441.96 35536
SE 81.02 68.56 84.66 80.69 64.88
P vs Base . <001 <001 <001 <001
P vs Plac 0.966 0.61 0.661 0.505 0.955
Per-protocol Analysis (All Evaksable Subjects; Last Value Carried to End of Study)
N 17 7 17 17 7
Mean 832.47 603.32 611.42 530.98 460.58
80 508.61 366.05 53546 496.78 419.63
SE 123.36 88.78 12087 120.48 101.78
P vs Base . <001 <.001 <.001 <.001
P vs Plac 0.668 0.397 0.334 0.432 0277
Intent-to-Treat Analysis (AS Randomizad Subjects; Last Value Carried to Discontinuation)
N 30 ko] 30 29 28
Mean 797.18 $88.51 560.84 489.09 426.85
SO 443.75 375.51 463.72 44947 355.42
SE 81.02 68.56 84.66 &3.47 67.82
P vs Base . <001 <001 «<.001 <001
P va Plac 0.966 0674 0.699 0.552 0.938
1 12 13 14

Subject 10

41581
45522
87.61
<.001
0.6

440.5
80.42
<.001
0.788

17
470.18
$17.84
125.62

0.001
0.194

415.81
45522
87.61
<001
0.63

15

409.19
438.66
84.42
<.001
0291

432.35
425.49

<.001
0.435

17

502.44
121.86
<.001
0.848

409.19
438.66
84.42
<001
0.291

16

a7
416.2
460.88
88.7
<001
0.421

438.66
445.72
81.38
<.001
06

17
§35.47
126.87

<.001
0.668

4162
460.88

<.001
0.421

17

Page 47
] 9
26 26
406.17 445 62
418.33 465.07
82.04 91.24
<001 <001
0.557 0.879
30 0
416.56 450.75
406.54 447.57
T4.22 81.72
<.001 <001
0.605 0.832
17 17
42225 468.3
432 41 546.76
119.3 132.61
<001 0.001
0.929 0.8954
26 26
406.17 44562
41833 48507
82.04 91.21
<001 <.001
0.557 0.879
18 18
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. Subject 10 11 12 3 14 15 16 17 18 19
(A_‘ 21105,
21109
21111,
21112

intent-to-Trest Anslysis (All Treated Subjects; Last Vaiue Carried to Discontinuation)

N 26 26 24 24 24 24 24 24 24 24
Mean 37348 404.42 38117 357.69 385.85 42351 384.31 326.6 365.6 356.55
8D 347.09 437 398.71 307.686 367.66 358.38 397.78 323.04 460.82 353.34
SE 68.07 857 81.39 628 75.05 73.18 812 65.94 94.06 7213
P vs Base <.001 «<.001 <.001 <001 <001 <001 <001 <.001 «<.001 <.001
P vs Plac 0213 0.576 0.137 0233 0914 0.872 0719 0.003 <001 <001

intent-to-Trest Anatysis (All Treated Subjects; Last Value Cartied to End of Study)
30

N 30 30 30 30 b o] 30 30 30 30
Mean 38824 415.04 384.52 360.46 382.88 41311 381.75 335.58 366.79 359.54
] 344.97 423.17 381.78 3307.7¢ 358.19 348.21 380.99 320.52 433.65 344.51
SE 62.98 71.26 69.7 568.19 65.03 676 69.56 58.52 79.17 629
P vs Base <001 <.001 «<.001 <001 <001 <001 <.001 <.001 <001 <.001
P vz Plac 0.255 0.852 0.103 0.162 0.681 0.788 0.487 0.001 <.001 <001
Per-protocol Analysis (All Evaluable Subjects; Last Vakse Camied 1 End of Study) :

N 17 ” 1”7 17 17 17 17 17 17 17
Mean 437.65 436.7 J74.24 360.62 383.09 £23.69 386.66 333.95 3957 366.66
8§D 354.37 515.84 422,04 348.189 4168 391.36 452.38 383.36 542.26 398.07
SE " 9565 12511 102,36 84.45 101.09 84.92 109.72 8288 131.82 96.55
P vs Base <.001 <001 <,001 <.001 <.001 <001 <001 <,001 <.001 <.001
P vs Plac 0.825 0.779 0.334 0.365 0.941 0.668 0.894 0.008 0.003 0.003
intent-to-Treat Analysis (Al Randomized Subjects; Last Value Carried to Discontinuation)

N 26 26 24 24 . 24 24 24 24 24 24
Mean 373.48 404 42 /.7 357.69 385.85 423.51 384.21 3266 5.6 356.55
sD 347.09 437 398.71 ‘30766 T 3766 358.38 397.78 323.04 460.82 353.34
SE 68.07 85.7 081.38 628 . 7505 73.15 812 65.94 ©4.06 72.13
P vs Base <.001 <001 <001 C 7 <001 <001 <.001 <001 <.001 <001 «<.001
P vs Plac 0.213 0.57¢6 0.137 0233 0.914 0.872 0.718 0.003 <001 «<.001

APPEARS THIS WAY ON ORIGINAL
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Subject 20 21 22 2 24

intert-to-Treat Analysis (Al Trested Subjects; Last Value Carried to Discontinuation)

N 24 24 24 2 21

Meen A7 322.01 37453 37769 404.39
SsD 320.51 29883 | 33024 32774 262.94

SE - 6542 . 6102. .. €741 .- G088 57.38
P vs Base <001 <.001 <001 <001 T <001

P vs Plac <.00t «<.001 <001 <00 ©.008
intent-to-Treat Anatysis (Al Treated Subjects; Last Valusd Carried 10 End of Skxdy)

N 0 30 - 0 ko 30
Mean .27 331.91 N 367.83 3813
s0 318.57 301.51 325.78 31474 2654
SE 58.16 55.05 59.48 57.46 48.46
P vs Base <001 <001 <001 <001 «<.001

P vs Piac <001 <001 <001 <001 - . <001

Per-protocol Analysis (Al Eveluable Subjects; Last Vakus Cartied 1o End of Study)

N 7” 17 7 7 ”
Mean 326.51 336.14 . s85.48 b <
SD .7 ] 380.88 36587 28959
SE 85.81 essT | Ry T es4 7024
P v Base <.001 <001 <001 <.001 «<.001
P vs Pisc <001 0001 "~ 0.004 0.001 0.012
intent-to-Trest Analysis (AR Randomized Subjects; Last Velus Carried to Discontinustion)

N 24 24 24 7 b~ 2
Mean 7 322.01 374.53 37769 404.39
8D . 320.51 296.93 33024 3271.74 26294
SE 65.42 61.02 67.41 89.88 5738
P vs Base <001 <001 <001 <001 <001

P vs Plac <001 <001 <001 <001 0.008

Page 49
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( At baseline, mean (+ SE) plasma PTH was 757.4 + 66.4 pg/mL (range of 289.1 to 2299.6 pg/mL).
Mean PTH decreased after starting drug, yielding statistically significant reductions (P <0.001) at
Weeks 1 through 16. The range of values at Week 16 was 75.4 to 2011.7 pg/mL. At Week 24, after 8
additional weeks of either drug or placebo, the range was 58.7 to 1331.4 for those receiving drug and
136.6 to 1346.7 for those on placebo.

The Sponsor interprets the data as demonstrating that 34 (89.5%) of the subjects reached the
pre-determined target PTH range of 150 to 300 pg/mL during treatment with 1a-OH-D, after 7 to
93 days of therapy (mean + SE = 27.5 1 3.7 days).

Because the number of subjects for whom data are available are small, the
values for each subject were examined. .

During the washout phase, 5 subjects had values within the “target” range for
at least 2 measurements after the start; 4 of these were subsequently in the
placebo group and 1 in the drug group.

During the second phase (16 of open-label druq), 21 of the 34 subjects who
had a PTH level within the “target” range subsequently had values above the
range with values thereafter above and below. Of the 34 subjects who
achieved “target” values at any time, 14 had values above the range at least
once during the 3 last 3 weeks of treatment. Therefore, the value given for
“time to show efficacy” is not clinically meaningful.

During the third phase (double-blind, placebo-controlled), 15 of the 17
subjects who continued on drug had PTH levels above the target range at least

once. Of the 21 switched to placebo, 2 remained below the target range for
. | the entire period.
~- The Sponsor claims further that all of the 38 subjects (100.0%) achieved PTH suppression of

> 30% on or before Week 8 of the study, with response occurring after 7 to 56 days of therapy
(mean + SE = 15.5 + 2.0 days). The average dose of 1a-OH-D, administered to achieve > 30%
PTH suppression was 9.9 + 0.1 (mean :+ SE) pg per hemodialysis, ranging from 0.0 to 10.0 pg.
By the end of Treatment Period 1 (Week 16), mean plasma PTH was reduced to 348.6 + 57.2
pg/mlL from a baseline of 757.4 + 66.4 (P < 0.001). The mean reduction in plasma PTH, relative
‘to baseline, was 52.9 + 4.6% (P < 0.001). The mean plasma PTH level at Week 16 for subjects
randomized to active drug was 386.7 + 108.7 pg/mL. By the end of study (Week 24), plasma
PTH remained unchanged (suppressed) at 394.3 + 70.2 pg/mL (P = 0.911). In contrast, the
mean plasma PTH at Week 16 for subjects randomized to placebo drug was 317.8 + 55.3
pg/mL, and rose to 662.3 + 77.8 pg/mL at Week 24 (P < 0.001).

I note, however, that 24 of the 38 patients who had achieved a 30% reduction
in serum PTH levels by week 8 had subsequent rises in the concentrations
within 1 to 8 weeks following the reduction. Furthermore, some of the
“responses” noted, while impressive numerically when expressed as "%
decreases,” are of no clinical significance. As examples:
Subject 1103: baseline, 1235.3; Week 8, 840.8, 30% reduction.
Subject 3106: baseline, 758; Week 7, 283.9, 62.5% reduction; Week 8,
14, 21.9% uction from baseline and 81.3% increase from
previous week!
Subject 8105: baseline, 2299.6; Week 5, 1275, 55% reduction.

in subjects randomized to active drug (n=17), the change in mean plasma PTH from a baseline
C ) ‘value of 832.5 + (SEM) 123.4 pg/mL to 394.3 + 70.2 pg/mL at Week 24 was significant (P <
10.001). For subjects randomized to placebo (n=21), the change in mean plasma PTH from the
‘mean baseline level of 696.6 + 67.1 pg/mL to 662.3 + 77.8 pg/mL at Week 24 was statistically
insignificant. Significant differences in mean PTH were noted between treatment groups
‘beginning at Week 20 through Week 24 (P < 0.050).
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. - Inview of the small number of subjects studied, the effects of the drug in each
(_ subject were examined in addition to the differences between means (as
reported). There was large variability in serum PTH levels, not only from
patient to patient, but also from week to week in the same patient. High
~ variability is to be expected in this category of patients, but demands a larger
- number of study subjects for clinical validity. The following table lists the
number of subjects at specific time points in the study who achieved “target”
levels of PTH; these are evaluated according the group to which they had been

randomized.
PTH (pg/mL) <150 150-300 300-500 >500
WEEK No.
P A P A P A P A
(-8 3 0 5 3 5 7 10 S
(-4 0 0 1 1 8 5 12 9
0 0 0 3 1 4 5 16 11
+4 3 2 5 5 12 6 3 3
+8 5 4 11 8 3 1 3 4
+12 2 3 9 8 8 3 2 2
+16 6 2 7 10 5 1 5 4
+20 (111 4) 1 6 2 5 4 4 16 2
+24 (111 8) 1 2 3 5 5 8 14 2
( | Subjects in the “target” range of PTH values include some on drug and some on

placebo. There are insufficient numbers of individuals to perform sub-group
analyses. Those who have responded to calcitriol in the past may be more or
less likely to respond to hectorol. The responses noted in the Table above
suggest an imbalance in the groups. The group receiving placebo at week 16
had more subjects with higher PTH levels at weeks (-8) to 0 and fewer who
achieved “target” levels on drug by week 16.

., APPEARS THIS WAY ON ORIGINAL
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| I
C (2) Memphis Area '

Table 15: Serum PTH: Memphis Area - Active Drug Group - Per Protocol

Subject ) Ed -7 - -5 -4 -3 -2 . -1 o

Per- 1A lysis (A}l Evalusble Subj

Last Value Carvied 10 End of Study)
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( . Subject Base 1 2 3 4 ] 6 7 8 9

Per-protocol Analysis (All Evaluable Subjects; Last Value Carried 1o End of Study)

N A AN 3 31 31 3 31 k<31 31 31

Mean 961.43 887.59 671.21 707.49 626.1 627.98 5376 545.19 §31.84 5§26.17

SD 623.09 766.37 502.13 621.98 5§23.88 648.24 558.84 581.84 476.91 621.53

SE | - 111.91 137.64 90.19 ARRRA] 64.09 116.43 100.37 104.5 85.65 111.63

P vs Base N 064 <.001 0.001 <.001 0.001 «<.001 <001 <.001 <.001

P vs Plac 0.523 1.000 0.965 0.653 0.237 0.622 0.250 0.179 0.582 0.161
Subject 10 1" 12 13 1“4 15 16 17 18

Per-protocol Analysis (All Evaluable Subjects; Last Value Carmied to End of Study)
N ‘ 31 3 3N 31 31 31 31 3 k1) 31
Mean 436.46 421.56 348.06 357.05 374.33 395.03 402 45 446.24 347.15 383.85

SD 481.17 426.59 344.02 478.13 380.74 425.01 405.24 41231 339.54 319.48 -
SE 86.42 76.62 61.79 . 85.87 68.38 76.33 7278 74.05 60.98 57.38
P vs Base <.001 «<.001 <.001 «<.001 <.001 <.001 <.001 <.001 <.001 <.001

P vs Plac 0.772 0T 0.084 0.029 0205 0.856 0.653 0.071 <.001 0.011
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( - Subject 20 21 2 3 24

Por-protocol Analysis (All Evaluable Subjects; Last Vaiue Carried 10 End of Study)
N

3 31 31 31 31
Mean 376.97 34821 271.64 304.43 373.09 .
SD 364.34 296.28 209 28493 380.57
8E .65.44 53.57 41.47 51.17 68.35
P vs Base <.001 <001 «<.001 <.001 <,001
P vs Plac <001 <001 <001 <.001 <.001

Table 16: Per Protocol - Placebo

Subject 2 k4 S B - 3 2 A °

6102

Per-protocol Analysis (All Evaluable Subjects; Last Value Carvied to End of Study)
30 b ]

N 0 30 30 30 30 0 30
Mean 8356.13 961,43 7282 1283 920.82 92748 %6267 1019.54 1062.21
8D 57231 8105 456.72 847.52 §81.59 §32.96 68738 §89.21 841.27
SE 104.49 94.85 8.39 29.96 120.79 11656 103.58 107.57 98.82

P vs Base . . . . . . . . .

APPEARS THIS WAY ON ORIGINAL
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Subject Base 1 2 3 4 ] [ 7 8 ]

Per-protocol Analysis (All Evaluable Subjects; Last Value Carried to End usmeﬁ

N 0 30 30 0 30 30 30 30 30 30
Mean 1008.73 801.97 s%R.18 $67.47 793.86 711.43 784.42 T45.42 768.19 671.66
SD 614.57 4989 568.63 §31.31 $56.98 7848 1038.79 1025.31 1094.48 645.01
SE 93.95 01.09 103.45 118.63 119.84 143.28 189.29 1872 199.82 117.76
P vs Base . <.001 <.001 <001 0.008 <.001 0.001 <.001 0.002 <001

Per-protocol Analysis (ARl Evalusbie Subjects; Last Value Carvied to End of Study)

N 30 30 30 30 30 30 30 30 30 30
Mean ‘ 84096 &34 501.72 4T8.43 ;2 45493 45405 2239 750.49 621.22
1] 578,89 §28.82 $00.¢9 488.01 801.51 42093 385.48 83266 £39.23 453
SE 108.29 26.49 9141 85.08 158 78.88 7038 ”.2s 845 8271
Pvs Base <001 <001 <001 <001 <001 <001 <001 <001 <001 <001
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Per-protocol Analysis (All Evaluable Subjects; Last Vaiue Carried to End of Study)

N 0 3 30 30 30
Mean ’ 828.04 861.31 822.45 T47.4 871.88
] 700.84 848.18 €28.04 $68.34 €23.56
SE 127.96 118.34 114.66 103.76 113.85

P vs Base 0.004 0.002 0.003 <.001 0.065

Table 17. Memphis Area: Serum PTH - Active Drug, All Subjects

Subject L 7 £ L] -4 3

-1

Page 56
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Intent-to-Treat Analysis (Al Treated Subjects; Last Value Carried to Discontinuation)

N 41 L)) a“ 41 a“ 41 B 3 | 41 41
Mean 753.58 755.88 811 989.95 874.57 801.18 954.38 $86.96 965.09
o] 467.38 417.14 451.63 72586 516.66 574.18 650.48 665.33 §51.9
SE 7299 65.15 70.53 113.36 80.69 8967 101.59 103.91 86.19
P vs Base . . . . . . . . .

P va Plac 0.506 0.221 0.583 0.822 0.734 0.154 0672 0.54 0.888

intent-to-Treat Analysis (All Treated Subjects; Last Value Carried to End of Study)
41

N 41 “" 4 41 41 41 M« 41
Mean 753.58 755.88 am.71 $69.95 874.57 801.18 954.38 966.96 985.09
sD 467.38 417.14 45163. = 72586 516.65 . 57498 . .. 65048 665.33 551.9
SE 7289 85.15 7053 113.36 80.69 89.67 101.59 103.91 86.19
P vs Base . . . . . . . . .

P vs Plac 0.506 0.221 0.583 0.a22 0.734 0.194 0672 0.54 0.888

Per-prolocol Analysis (All Evaiuable Subjects; Last Vaius Carried 1o End of Study)
N

3] N i 3 31 31 31 k! 3
Mean 737.36 T22.86 a7 983.35 820.77 T783.49 $37.66 998.15 963.55
( SD 488.34 37485 424.46 81258 510.83 634.75 709.37 721.54 612.67
SE 87.71 67.34 T76.24 145.94 91.75 114 127 .41 129.59 110.04
P vs Base . . . . . . . . .
P vs Plac 0643 0.125 0.514 0.908 0.817 0.244 0.504 0.612 0.a23

. M%TMW(MMMW;WV&.WNW)
N 83 83 82 52 51 50 50 50 41
Mean 671.51 686.56 T156 885.12 781.69 T31.09 887.03 218 985.09

sD 474.13 448.66 467.73 69588 $16.69 §59.75 657.99 668.7 551.9
SE 65.13 61.77 64,06 $6.5 7235 79.16 .05 84.57 86.19
P vs Base

068 oess 0044 0.2 0624
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Subject Base 1 2 3 4 5 6 7 8 ]

intent-to-Treat Ansiysis (Al Trested Subjects; Last Value Carried to Discontinustion)
N 41 40

41 L. 40 40 40 40 40 40
Mean 973.88 908.48 676.08 701.9 638.98 646.4 576.18 618.55 §78.83 §94.62
sD 567.04 710.24 497.59 592 18 $27.17 606.32 536.32 §73.06 489.28 622.85
SE 88.56 110.64 78.68 K363 83.35 8587 848 9061 77.36 98.5
P vs Base . 0.048 <001 <001 <.001 <.,001 <.001 <.001 <001 <.001
P vs Plac 0.806 0.774 B4 0.888 0.448 0.8905 0.36 0.422 0,707 0.38
Intent-to-Treat Analysis (All Trested Subjects; Last Value Caried to End of Study)
N L} 41 L)) L) 41 41 41 41 41 41
Mean 973.88 908.48 704.56 728.75 6658.37 €756 607.11 648.44 609.69 625.09
SD 567.04 71034 524.00 611.33 553.52 62723 565.38 597.34 521.97 645.32
SE 88.56 110.94 81.85 85.47 86.44 97.96 683 8328 81.52 100.78
P vs Base . 0.048 <001 <001 <001 <001 <.001 «.001 <001 <.001
P vs Plac 0.806 0.774 0.971 0.766 0.561 0.962 0.454 0513 0.703 0.387
Per-protocol Analysis (All Evaiuable Subjects; Last Vaius Carried to End of Study)
N 3 3 3] 31 31 N 3 31 31 31
Mean 961.43 2887.59 671.21 707.48 626.1 627.98 5376 545.19 531.84 §26.17
SD 623.09 766.37 50213 621.98 523688 648.24 £58.84 581.84 476.91 621.53
SE 11191 13764 80.19 11714 $4.08 116.43 100.37 104.5 8565 111.63
P vs Base . 0.064 <.001 0.001 «<.001 0.001 «<.001 «<.001 <.001 <001
P vs Plac 0.523 1.00 0.965 0883 0337 0622 025 0.179 0.582 0.161
intent-to-Treat Analysis (Al Randomized Subjects; Last Vehus Casried to Discontinuation)
N 41 4 L 40 40 40 40 40 40 40
Mean 973.88 908 48 676.08 7019 808 64654 §76.18 61855 578.83 554.62
SD 567.04 710.34 49759 592 18 527.47 006.32 §36.22 §73.06 489.28 62285
SE 88.56 110.84 7868 <X~ .35 95.87 848 90.61 77.36 885
P vs Bass . 0.048 <001 <001 <001 <001 <.001 <.001 <.001 " 0.001

P vs Plac 0.806 0.774 084 0.698 0.448 0.905 0.36 0422 0.707 0.38
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intent-to-Trest Analysis (A Trested Subjects; Last Vaiue Cartied o Discontinuation)
40

N 39 39 39 38
Mean 500.83 49821 443 442.15 457.02
SD 471.72 449.98 41043 497.78 437.52
SE 75.53 72.05 65.72 78.71 70.88
P vs Base . <.001 «<.001 <.001 <001 <.001
P vs Plac 0.865 0.737 0.45 0.126 0.484
intent-to-Treat Analysis (Afl Trested Subjects; Last Value Carried to End of Study)

N 41 41 41 41 4
Mean §33.69 528.02 475.5 474.69 499.06
SD 516.24 486.94 45622 5325 477.4
SE 80.62 76.05 7125 83.16 74.56
P vs Base «<.001 <001 <.001 <001 <.001
P vs Plac 0.971 0.798 0.429 0.128 0.533
Per-protocol Analysis (All Evaluable Subjects; Last Vaiue Carried to End of Stuxdy)

N 31 31 kal N 3
Mean 436.46 421.56 348.06 357.05 374
sO 481.17 426.59 344.02 478.13 380.74
SE 86.42 76.62 61.79 85.87 * 68.38
P vs Base <001 «<.001 <,001 <001 <001
P vs Plac 0772 oT17 0.064 0.029 0205
Intent-to-Treat Analysis (Al Rendomized Subjects; Last Vakue Carried to Discontinustion)

N 40 39 39 39 38
Mean 500.93 488.21 443 442.15 457.02
sD 477.72 449.98 41043 497.78 437.52
SE 75.53 7205 65.72 7974 70.98
P vs Base <001 <.001 <001 «.001 <001
P vs Plac 0.865 0.737 045 0126 0.484

449.39
43235
T70.14
<001
079
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31

40524
T2.78
<.001
0.853

7
476.13

73.08
<.001
0813

§01.53
437.13
T1.86
<001
0.162

41

470.71
7361
<.001

0.18

31
44624
412.31

74.05

0.071

$01.83
437.13
71.86
<001
o162
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‘a7 37
4232 4529
408.63 371.76
67.18 61.12
<.001 <001
0.001 0.079
4 41
48326 450.07
452.91 420.84
70.73 65.72
<.001 <001
0.001 0.088
31 31
347.15 a83.65
339.54 319.48
60.98 5§7.38
<001 «<.001
<001 0.011
37 37
4232 4529
408.63 371.76
67.18 61.12
<.001 «<.001
0.001 0.079
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intent-to-Treat Anslysis (Afl Treated Subjects; Last Vahse Carried to Discontinuation)

N 36 a5 35 as 35
Mean 44263 447 .19 363.34 ¢ 39543 459.78
SD 413,37 419.06 o629 381.66 443.02
SE 68.89 70.83 61.34 64.51 7488
P vs Base <,001 <001 <.001 <.001 «<.001
P vs Piac <.001 «<.001 <001 «,001 <001
intent-to-Treat Analysis (All Treated Subj Last Value Carried o End of Study)

N : 41 41 41 4 41
Mean 480.5 478.22 408.65 434,04 488.97
8D 450.53 45224 415.51 426.87 470.55
SE . 70.36 70.63 64.89 66.67 7349
P vs Base <001 <001 <001 «<,001 «<.001
P vs Piac <001 <.001 <001 <.001 < 001
Per-protocol Analysis (Al Evalusble Subjects; Last Valus Carrisd to End of Saxty)

N 3 31 31 31 31
Mean 376.97 348.21 271.64 30443 373.09
SD 364.34 298.28 2209 284.93 380.57
SE 65.44 53.57 a1.47 5147 6835
P vs Base <001 <.001 <001 <001 <001
P vs Plac «<.001 <001 <001 <001 <001
ntant-to-Treat Analysis (Al Randomized Subjects; Last Valus Carried o Discontinustion)

N 3% 35 35 3 35
Mean 44263 447.18 B3I 39543 459.78
8§D 413.37 418.06 ;629 381.66 443.02
SE 68.88 7083 61.34 64.51 7488
P vs Base <.001 <.001 T <001 <001 <001
P vs Piac <001 <001 <001 <001 <001

Table 18: Serum PTH: Memphis Area, Placebo Patients (All)

Subject i E € 5 - 3 2 -1

Page 60
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intent toTreat Analysis (Al Treated Subjects; Last Vaius Castied 1o Discontinustion)

N 35 35 35 35 35 35 35 35 35
Meoan 8562 932.81 863.6 953.39 ©50.72 045.05 960.35 1024.18 1002.28
SO 858.65 510.85 45392 562.54 626.91 604.99 535.34 §66.53 533.63
SE 94.43 85.35 76.73 85.09 105.97 102.26 90.49 85.76 80.2
P vs Base

intent toTreat Analysis (All Trested Subjects; Last Vaius Carried to End of Study)

N a5 35 35 3% as s 35 35 35
Mean 856.2 3291 8686 651.39 950.72 945.05 ©60.35 1024.18 1002.38
sD 558.65 610.85 45382 562.54 626.91 604.99 53534 566.53 §33.63
SE 04.43 86.35 7673 85.09 105.97 10226 90.49 85.76 902
P vs Base

Per-protocol Analysis (Al Evaiuable Subjects; Last Vaiue Carried 1o End of Study)
N 0

30 30 0 0 0 30 30 30
Mean : 835.13 961.43 sr2:2 9123 ®20.52 827.46 96267 1019.54 1062.21
8D 57231 5195 456.72 547.52 6159 63296 567.35 589.21 54127
SE 104.49 94.85 8339 $9.96 120.79 11556 103.58 107.57 98.82
P vs Base . . . . . . . . . :
intent to Trest Anslysis (Al Rendomized Subjects; Last Vaiue Carried toDiacontinustion)
N 54 53 53 2 52 51 s1 49 35
Moan ‘ 70827 757.15 TR 790.14 T84.52 001.63 803.09 855.98 1002.38
SO 571.08 546.11 485.31 571.19 82728 603.00 547.01 $88.63 53363
SE 7 75.01 €566 %21 699 84.44 76.60 84.09 90.2
P vs Base

6102
6105




. .BEST POSSIBLE COPY-: - - - - -

NDA No. 20,862 HECTOROL 1a-hydroxy-vitamin D2 L. Lutwak Page 62

Mean 990.43 796.96 710.51 689.36 7562 €80.81 793.58 755.65 805.72 802.64
SD 488.25 484.57 543.09 606.08 626.64 748.87 995.40 $81.83 1103.03 1051.84
SE 62,53 81.91 e 10245 105.82 12843 17328 170.81 184.89 185.86
P vs Base <001 <001 <001 0.001 <001 <001 <001 0.008 0.002
intent toTreat Analysis (Al Treated Subjects; Last Vaiue Carried 1o End of Study)
N 35 35 35 35 35 35 35 35 35 35
Mean 990.43 796.96 710.51 689.36 7562 684.22 mes 7371.16 788.01 786.20
] 48825 484.57 543.09 606.08 626.64 738.77 969.46 $55.58 1057.38 1008.76
SE 8253 81.94 91.80 102.45 105.82 124,88 163.87 181.52 178.73 170.51
P vs Base <001 <001 <001 0.001 <001 <001 <.001 0.003 0.001
Per-protocol Analysis (All Evakssbie Subjects; Last Valus Casried to End of Study)
N 30 0 30 0 k2 0 E 0 0 30
Mean ' 1008.73 801.97 696.18 ©67.17 793.86 EARK <] T94.42 745.42 768.19 671.56
] 514.57 496.90 566.63 833.31 656.96 784.80 1036.79 1025.31 1084.48 645.01
SE 8385 91.09 103.45 11563 119.94 14328 10929 1872 199.82 117.76
P vs Base . <.001 <001 <001 0.008 <001 0.001 «,001 0.002 <.001
intert to Treat Anaiysis (AR Randomized Subjects; Last Vaiue Carried toDiscontinustion)
N 35 35 35 35 35 M n 3 2 k-3
Mean. . . . 99043, 79696 71051 689.36 7562 650.81 793.58 755.65 805.72 802.64
: SD 488.25 484.57 543.09 606.08 626.64 748.87 995.40 961.83 1102.03 1051.84
SE 82853 81.9t fne 102.45 105.82 128.43 173.28 170.91 194.89 185.96
PvsBass <001 <001 «001 0.001 <001 <.001 <001 0.008 0.002

Subject 10 11t 2 13 “ 15 16 17 18 19
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intend toTreat Analysis (Al Treated Subjects; Last Value Carried to Discontinuation)

N 2 2 kvd 32 2 2 k 4
Mean 644.05 603.79 §31.12 527 .41 51181 469.51 485.91
sD 834.21 936.09 549.84 559.91 §01.68 428 62 443 41
SE 147.47 165.48 9720 96.98 88.68 mwn 78.39
P vs Base <001 <001 <001 <001 <001 <001 <001
Interd toTreat Analysis (Al Trested Subjects; Last Vaius Caried to End of Study)
N 35 35 33 35 s B as
Mean 641.20 604.39 531.95 834.55 §2029 481.61 496 61
SO 800.18 897.02 630.90 540.45 45875 418.10 431.53
SE 135.25 151.62 89.74 9135 [.-A )] 70.67 7284
P vs Base <001 <.001 <001 <001 <001 «<.001 <001
P’MM&(MEM&M:MVMWBM:’&M
N 30 30 0 20 0 k] 0
Maan 540.96 473.14 s01.72 476.43 49926 454903 454.05
§D §76.69 52852 $00.69 466.01 $01.51 42083 38546
SE 10529 $6.49 91414 05.08 91.58 885 70.38
PvsBase <001 <001 <001 <001 <001 <001 <001
fntent to Treat Analysis (Al Randomized Subjects; Last Vehue Carrisd toDiscontinustion)
RS N 2 2 2 2 p -4 2 2
( N Mean 644.05 603.79 53112 827.41 511.81 469.51 485.91
’ sD 8421 $36.09 549.84 §59.91 801.68 42862 443.41
SE 147.47 165.48 9720 98.98 88.68 75.77 78:39
P vs Base <001 <001 <001 <001 <001 <001 <001

-4
62923
526.51

.07
«<.001

627.65
$508.40
85.94
«<.001

622.39
£32.68
725
<001

620.23
526.51
83.07
<.001
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32 a2
T41.77 618.04
524.67 447.63

8275 79.13
<001 <.001

35 a5
736.03 617.42
508.13 434.04

85.89 73.37
<.001 <001

30 30
750.49 621.22
53923 453

98.45 8271
<001 <.001

32 kv]
14977 618.04
524.67 447.63

275 78.13
<001 <.001
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APPEARS THIS WAY ON ORIGINAL

intent toTreat Analysis (Al Treated Subjects; Last Valus Carried to Discontinuation)

N 2 2 31 3 0
Mean 844.99 87262 845.48 2% 8r1.88
§D 712.18 85279 635.54 515.82 623.56
SE 125.90 115.40 11415 103.42 11365
P va Base 0.011 0.007 0.011 0.001 0.085
Intert 10 Treat Analysis (All Trested Subjects; Last Value Carried 1o End of Study)

N 35 a5 s 35 35
Mean 824.91 850.17 81468 746.38 853.08
] ©87.44 6227 61086 552.42 60290
SE 11620 106.87 1027 $3.38 10191
P vs Base 0.004 0.002 0.002 <001 0.040
Per-protocol Analysis (Al Evaluable Subjects; Last Vaius Carrisd 1o End of Shudy)

N 30 ") 30 0 0
Mean 028.04 861.31 8246 747.40 87188
sD 700.84 648.18 €28.04 568.34 623.56
SE 12796 118.34 114.66 102.76 11385
PvsBase . : 0.004 0.002 0.003 <001 0.085

C,' ntent to Treat Analysis (Al Randomized Subjects; Last Vel Carried toDiscontinuation)

N R 2 N 31 0
Mean 844.99 o262 849.48 77238 871.88
SD 71218 e52.79 63554 575.82 62356
SE 125.90 115.90 11415 10042 11385

P vsBase . 0.011 0.007 0.011 0.001 0.065




