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Table 18 (Continued): Summary of Study Drug Administration for All Treated Patients

(Cross Referenoe 10.1.9)
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Tabie 18 (Continued): Summary of Study Drug Administration for All Treatad Patients
(Cross Reference 10.1.9)
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Doses of [TRADE NAME)] and Calcijex were adjusted for each patient to achieve at least a 50%

reduction in serum iPTH levels from last baseline. At each dose level, Calcijex treatment group patients

received doses equal in volume to that for [TRADE NAME] group patients (calculated by individual

patient weight).

By the end of the sixth four week interval (Week 24), patients from both treatment groups had been

exposed to each of the six doses levels of study drug. s
APPEARS TH!S LY

Major Factor Affecting Efficacy, Serum iPTH ON OR1G N0

bk

The purpose of using an iPTH reduction endpoint of 50% in this study was to provide a reference point
to gauge the potential hypercalcemic and hyperphosphatemic activity of [TRADE NAME] and Calcijex:
a similar reduction in iPTH for all patients would suggest an equivalent treatment of the disease and any
differences in serum Ca and P (P, a factor in Ca x P product) would reflect the different effects of the
drugs.
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Table 19; All Trawted Patisnts With a 50 Perzent or Graster Decreass from Last Baseline in
iPTH Levela (Cross Refersnce 10.2.1.a)
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For all treated ﬁatieﬁts, the analysis of serum iPTH data indicates that the iPTH endpoint criteria between
treatment groups were not statistically different.

For all evaluable patients, the analysis of serum iPTH data also indicates that the iPTH endpoint criteria
were not statistically significant between treatment groups.

Figure 4; Plot of Mean + 3EM for Percent Change from Bassling in iPTH by Weekly IPTH Lab Draw
for All Trexted Patents (Crecs Reference Appendix 10.0, Figure 1s)
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The mean percent change from last baseline in iPTH levels for all treated patient groups was greater than
-50% by Week 15 for the [TRADE NAME] treatment group and Week 22 for the Calcijex treatment
group. At Week 15, the mean percent change remained approximately -35% of last baseline for the
Calcijex treatment group.

After achieving a mean 50% reduction in iPTH, both treatment group means stayed consistently below
the -50% reference line except at Week 29 when the reduction in iPTH was slightly less than -50% for
the Calcijex treatment group.
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The mean percent change from last baseline in iPTH levels for all treated patients was approximately -

60% at study end for the [TRADE NAME] treatment group and approximately -55% for the Calcijex
treatrnent group.

Table 20: Statistically Significant Percent Change from Last Bassline
in iPTH for All Treated Patients (Cross Reference 10.3.4.2b)
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Significantly greater percent reduction in iPTH occurred in the [TRADE NAME)] treatment group at
Treatment Weeks 15 ((TRADE NAME] mean percent change -53, Calcijex mean percent change -39, p=

0.038) and 17 ((TRADE NAME] mean percent change -58, Calcijex mean percent change -31, p=
0.016).

Figure 6: Plot of Mean + SEM for WPTH by Weekly iIPTH Lab Desw for AN Treated Patients
(Cross Reference Appendix 10.0, Figraw 2a)
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Table 21: Statistically Significant Change from Last Baseline In IPTH for All Treated
Patlents (Cross Referencs 10.3.4.2.0)
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Significantly greater absolute reduction in iPTH occurred in the [TRADE NAME] treatment group at
Treatment Week 17 ((TRADE NAME] mean change -405.4, Calcijex mean change -270.5, p = 0.021). A

between group comparison for last baseline mean indicates that both treatment groups were similar for iPTH
levels

The Figures and Tables above suggest that [TRADE NAME] reduced iPTH levels more rapidly than
Calcijex. To validate this observation, the number of days to the first period of four consecutive 50%
decreases in iPTH was analyzed by the Kaplan-Meier method. As shown below, there was a significantly
(p=0.0204) more rapid decrease in the patients who received [TRADE NAME).

Figure 6. Kaplan-Meler Curves for Time (Days) to First Period of Fowr Consecutive 80%
Oscreases in iPTH (Cross Reference Appendix 10.0, Figure 13a)
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Primary Efficacy Variables: Serum Ca and Ca x P Product
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Serum Ca and Ca x P levels were evaluated to determine whether the incidence of hypercalcemia and/or
elevated Ca x P product was lower in patients receiving [TRADE NAME] than in patients receiving
Calcijex.

Although dose was reduced upon a single incidence of hypercalcemia for safety purposes, two
consecutive instances of hypercalcemia were chosen as an endpoint for analysis, to approximate the
clinical scenario of hypercalcemia upon which most dosing changes for Calcijex are actually based. The
same rationale led to choosing two weeks of Ca x P > 75 as a clinically significant end point.

The incidence of consecutively elevated serum calcium and/or calcium x phosphorus product was lower
in patients receiving [TRADE NAME] (18/110) than in patients receiving Calcijex (35/114), p = 0.012).
For all evaluablé patients, the same criteria showed significant difference (p = 0.040) with the [TRADE
NAME)] group showing a lesser incidence of consecutively elevated calcium and/or calcium x
phosphorus product.

Table 22: Summary of Calcium snd Calkcium x Phosphorus Product Elevation for All Treated
Pationts (Cross Reference 10.2.1.3)
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Table 23: Summary of Calolum and Calelum x Phasphorus Product Elevation In Relstion 1o
IPTH Endpoint for All Treated Patients (Cross Refecance 10.2.1.4)
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For all treated patients, the calcium and/or calcium x phosphorus product endpoint criteria in relation to
the iPTH endpoint were not significantly different in incidence between treatment groups.

For all evaluable patients, the analysis of serum Ca and P data also indicates that the Ca and/or Ca x P
product endpoint criteria in relation to iPTH between treatment groups showed no significant difference
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Figure 7: Piot of Mean + SEM for Parcent Change from Laat Baseline in Normalized Caicium by
Twice Weeskiy Lab Oraw for ANl Treated Patients (Cross References Appendix 10.0, Figure 3a)
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For all treated patients, the maximum mean percent change from last baseline in serum Ca was
approximately 12 percent at Lab Draw 44 (Week 22) for the [TRADE NAME] treatment group and
approximately 17 percent at Lab Draw 59 (Week 29) for the Calcijex treatment group

A serum Ca level of no more than 11.5 mg/dL was required for entry into the Treatment Phase. A
horizontal reference line at 11.5 mg/dL is shown on the plot. In this graph for all treated patients, the
treatment group means for Ca were approximately 9.0 mg/dL for [TRADE NAME] and 8.9 mg/dL for
Calcijex at last baseline. The maximum [TRADE NAME] group mean for Ca was 10.01 mg/dL at Lab
Draw 46 (Week 23).

For the Calcijex treatment group, the maximum mean for Ca was 9.98 mg/dL at Lab Draw 59 (Week 30)
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Table 24: Statistioally Significant Changes from Last Baseline in Calcium for All Treated
Patents (Cross Reference 10.1.4.2.5)
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A significant difference between treatment groups for the change from baseline in serum calcium begin
at Treatment Week 23 (p = 0.041) and is also observed at Treatment Weeks 24, 27, 28, 29, and 30

(maximum p-value = 0.030). The [TRADE NAME] group had smaller changes from baseline than
Calcijex.
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Figure ¥: Piot of Mean + SEM for Pereant Change from Bssstine In Caiclum ¢ Phosphons Product
by Twice Weekly Lab Draw for All Treated Patients (Cross Refatence Appondix 10.0, Figure Sa)
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For all treated patients, the maximum mean percent change from last baseline in serum Ca x P product
was approximately 30 percent at Lab Draw 39 (Week 20) for the [TRADE NAME] treatment group and
approximately 30 percent at Lab Draw 49 (Week 25) for the Calcijex treatment group.
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Figure 10: Fiot of Mean + SEM for Csiclum x Phosphorus Product by Twice Weekly Lab Draw for A
Treated Pationts
(Cross Reterwnca Appendly 10.0, Figure Ga)
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A serum Ca x P product level of no more than 75 was required for entry into the Treatment Phase. In the
graph for all treated patients, the treatment group means for Ca x P product were approximately 53
([TRADE NAME]) and 52 (Calcijex) at last baseline. The maximum [TRADE NAME] group mean for
Ca x P product was 61 at Lab Draw 39 (Week 20) and was 64 at Lab Draw 41 (Week 21) for the Calcijex
treatment group There was no significant difference between treatment groups in Ca x P product at any
weekly visit.

APPEARS 1o 5 WY
ON Jeiainl




NDA No. 20-819 Paracalcin Injection (Abbott Laboratories) MEDICAL OFFICER'S REVIEW L.Lutwak PAGE No. 61

Figure 11: Piot of Maan + SEM for Percent Change from Basefine In Ws by Twica Weeldy
Lab Draw for ANl Treated Patients (Cross Reference Appandix 10.0 Figure Ta)
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For all treated patients, the maximum mean percent change from last baseline in serum P was
approximately 15% at Lab Draw 39 (Week 20) for the [TRADE NAME] treatment group and
approximately 13 % at Lab Draw 49 (Week 25) for the Calcijex treatment group.
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Figurs 12: Plot of Mean + SEM for Phosphosus by Twice Weekly Lab Draw for Al Traated Patients
(Cross Reference Appendix 10.0 Figure 8a)

— I3 1 HTLTTTT
!

741

MEASTUSDLTY
§

BEST POSSIBLE COPY

447
p APPEy{k ¥ a'iir tyy
] Y AR AR |
s 0!‘\ Uk\lmm»u.
]
u:wwwmmm
1357 8144112232233 333%44444535385E668
[ 135790135791 3456708135721 3570713138
Twics Weetty Lab Draw
Trastrst Group dmanm—— -NOR —— Cabclriol
@ Lab driw 1 i the Daseline |ab d b

Noe: Hnlwm&u-dﬂi

In the graph above for all treated patients, the treatment group means for P were approximately 5.8
mg/dL for both treatment groups at last baseline. The maximum [TRADE NAME] group mean for P was
approximately 6.35 mg/dL, at Week 11 (Lab Draw 21) and 6.70 mg/dL at Week 21 (Lab Draw 41) for the
Calcijex treatment group.

Table 25: Statistioally Significant Changes from Last Baseline in Phosphorus for ANl
Treated Patients (Cross Reference 10.3.4.2.a)
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A significant difference between treatment groups in the change from baseline in P occurred at
Treatment Week 11 (p = 0.021).




NDA No. 20-819 . Paracalcin Injection (Abbott Laboratories) MEDICAL OFFICER'S REVIEW L.Lutwak PAGE No. 63

Change From Baseline in iPTH, Calcium, Calcium x Phosphorus Product, and Phosphorus Values
For each treatment group, an analysis of changes from last baseline to Treatment Week 16 and Follow-up
evaluation in chemistry determinations was performed for all treated patients.

A complete laboratory profile was to be obtained at Treatment Week 96 and Follow-up (per protocol).
For analysis, the Week 16 laboratory draw was defined as the lab draw obtained closest to Week 16 for
patients who had at least 14 weeks of treatment. The Follow-up lab draw was identified as such by the
site and was not used for the Week 16 determination.
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Tabie 26: Changes from Basaeline to Week 16 Lab Draw and Follow-up in Efficacy Related
- Chemistry Dstarminations for All Treatsd Patients
(Cross Reference 10.3.4.3.2)
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inast 14 wecks of bemtment

a resulty bamed Upon & oro-wy ANOWA,

ST end ™ indcabe stetivical ssonilicance C2-alied) 8t the 005, 0.01. ered 0.007 kevels reapeciivedy
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Table 26 (Continuad): Changes trom Baseline toa Week 16 Lab Draw and Fallow-up In EMcacy
Ralated Chemistry Determinations for All Traated Patlents

(Crass Reference 10.3.4.3.2)
Setween Group Comparieans for
Group Lact Gameling Lasb Qvorw Change from Changa Banelire
Basebne
S Rangs Hean Ramge Maaa SE [ - Muah P
() valae (5E) vahm
| Treatment Week 18: #7TH (poml) | APPEARS TH Wi
Capiol TOB 94 e 3] SN B 4753 2343 -3 031 L
Neo8 — — (49.958) 20101 ON {RIGINA
Calcen TALTS 4587.58 o AT M
N=79 e R
Follow-up: IPTH (ppiml) ]

Caphral 87511 e »5@ 2500 M2 " q.808 3481 [Y-rr
K= e e “s a7 (54 580
Caltex 872 T M7 04 | e M5
Ne104 R . i

) MWHMLﬂDw_hhbmﬂrdmhﬂtﬁﬂmlmdM‘Iefornﬁmﬂl

19aM 14 widks of iogtmaent,

9 remuts e wen & ore-way ANOVA

™ amd ™ ndicat - (2 dnilad) ot the 5.05, 0.01, arst 0.001 levois, reapartivaly

A between group
companson for changes from last baseline mean to Week 16 and Follow-up evaluation demonstrated

no statistically significant differences between treatment groups. Summary of Efficacy Results:
Four-hundred-and-twenty-five patients were enrolled into the study, with 224 randomized (110

[TRADE NAME], 114 Calcijex). Patients receiving [TRADE NAME) (18/110) had a significantly (p

= 0.012) reduced incidence of hypercalcemia and/or elevated Ca x P product relative to Calcijex

(35/114) in all treated patients. [TRADE NAME] significantly (p = 0. 0204) reduced iPTH levels

more rapidly than Calcijex, but to the same degree. APPEATS Vviis v -

Brief Summary of Adverse Events ON Chiuils f\ L

For adverse events reported after the Treatment Phase began, there was no statistically significant
difference (p = 0.807) between the number of patients reporting one or more adverse events between
treatment groups. 93% (102/110) of [TRADE NAME] treatment group patients and 91% (104/114) of
Calcijex treatment group patients were reported to have at least one adverse event after the Treatment
Phase began. (104/114) of Calcijex treatment group patients were reported to have at least one adverse
event after the Treatment Phase began (p = 0.807). [TRADE NAME] treated patients had a greater
incidence of adverse events within the Body System Digestive System than the patients receiving
Calcijex (p = 0.029). Also, within the Body System Hemic and Lympbhatic, there was a greater incidence
of the COSTART term Ecchymosis (p = 0.027) in the [TRADE NAME] group. There were no
statistically significant differences in incidence between treatment groups for any other Body System or
COSTART terms. The [TRADE NAME] treatment group had a statistically higher incidence of events in
Body Systems Cardiovascular System (p = 0.027) and Nervous System (p = 0.027) than the Calcijex
treatment group. There were no statistically significant differences in incidence between treatment
groups for the remaining Body System or COSTART terms.

APPL2RS T
Safety | ON J=lal . ‘
In this comparative study, [TRADE NAME] displays a safety profile consistent with previous placebo
studies.
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The only COSTART term that was statistically significant (p=0.027) was Ecchymosis. This was reported
only in five patients who received [TRADE NAME] (patient numbers 3113/314, 11124/1119,
16107/1603, 21139/2124, and 23101/2302). None of these patients was thrombocytopenic. Two
instances occurred at dose level 1 after two doses and the other three at dose level 3 after 30 to 33
injections. In the latter group, the medical complaint ranged from severe ecchymosis to slight
ecchymosis, discoloration of the thigh. The patient with severe ecchymosis was a 77 year old female who
terminated the study one month later because of possible metastatic adenocarcinoma and still had the
ecchymosis. It was considered not related to study drug by both the investigator and the Abbott medical
monitor. In the other patients the

events cleared up and were also considered not related to study drug.

One death, patient 21141/2129, was considered possibly related to study drug by the investigator. The
admitting event was mild elevation of liver enzymes, possible myocarditis of unclear etiology,
pulmonary edema, and cardiac arrest. The patient expired from adult respiratory distress syndrome
secondary to intra-abdominal sepsis after three doses of [TRADE NAME].

Another patient (11128/1123), who was hospitalized for a seizure and subsequently died of a cardiac
arrest was considered possibly related by the Abbott medical monitor but not by the Investigator. The
patient had received Calcijex.

Patient 8108/803, a 57 year old female was diagnosed with breast cancer on 11 Dec 96. Biopsy revealed
poorly differentiated ductal cancer. The investigator considered there was a possible relationship to study
drug and drug was discontinued. The patient had been placed on [TRADE NAME] therapy on 02 Jul 96
and discontinued therapy on 14 Dec 96 on dose level 5 although she had previously received nine doses
at dose level 6 and a total of 71 doses.

Except for patients experiencing hypercalcemia, the only other patient prematurely discontinued due to
an adverse event had received [TRADE NAME] for two months and was at dose level 2. This was a 42

year old female (5103/506) who developed myoclonic jerks. unsteady gait and veering to the left. None
of these events suggested a safety concern.

Other adverse events, including changes in chemistry and hematology values, were not clinically
significantly different in occurrence between treatment groups nor were there any apparent trends
suggesting a study drug relatlonshlp ~

APPEARS THIS WY

Conclusion ON URLG H.

There were statistically (p = 0.012) fewer instances of elevated serum calcium and/or calcium x
phosphorus product in patients receiving [TRADE NAME], while [TRADE NAME] safely reduced
iPTH levels significantly (p = 0.0204) more rapidly than Calcijex in end-stage renal disease patients on

hemodialysis.
APPEARS THIS WAY

ON ORIGINAL
Study 95034

Title: Phase III Study: A 24-Week Comparison Between 19-Nor and Intravenous Calcitriol
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Study Objectives

The objective of this study was to determine the safety of [TRADE NAME] in ESRD patients
undergoing hemodialysis, and to determine whether the incidence of hypercalcemia and/or elevated
calcium x phosphorus product (Ca x P) level was lower in patients receiving [TRADE NAME] than in
patients receiving Calcijex ® . Efficacy was to be based on the incidence of hypercalcemia and/or
elevated Ca x P. The evaluation of safety included changes from last baseline in laboratory tests and
physical examinations, and the incidence of adverse events.

Protocol, Inclusion and Exclusion Criteria, and Treatment for this study were the same as in Study
95028 (Section 7.3.1.2.5 above) except for the duration of the study. Study 95034 was conducted as a
comparative, double blind, randomized, multicenter study to determine whether there was a lower
incidence of hypercalcemia (normalized serum Ca greater than 11.5 mg/dL) and/or elevated Ca x P
(greater than 75) in ESRD patients receiving [TRADE NAME] than in patients receiving Calcijex. After
randomization, patients were administered [TRADE NAME)] or Calcijex three times a week, at 48- to 72-
hour intervals (at the end of each of the patient’ s regular hemodialysis sessions), for 24 weeks. The
doses of [TRADE NAME] and Calcijex were to be escalated every four weeks for a maximum of 5 dose
escalations or until one of the following conditions occurred:

+ 50 percent decrease in serum iPTH level (from last baseline as determined on first day of Treatment
Phase)

* hypercalcemia (serum Ca greater than 11.5 mg/dL)

- all serum Ca x P levels within a consecutive two-week period are greater than 75

* decrease in serum iPTH to below 100 pg/mL after two consecutive weeks of study drug administration

on a given dose level APPELES T ‘ax:\ Hiny

Disposition of Patients ON UGt oAb )

Prior to breaking the blind, an efficacy or “evaluable” subset of patients was determined. After all data
was entered and patients were classified, the blind was broken.

Use of an Efficacy or “Evaluable” Subset of Patients

The following guidelines were used to classify patients as being evaluable for the statistical analysis
prior to the breaking of the blind.

1. A patient was to have achieved a Ca level of >11.5 mg/dL, or a Ca x P of > 75 or a decrease in iPTH
of > or = to 50 percent from last baseline during Treatment to be considered evaluable.

2. If a patient inadvertently received a dose of calcitriol (or other Vitamin D therapy) during Treatment,
the patient data was analyzed up to the point of receiving the Vitamin D therapy. All data after that point
were not analyzed.

3. A patient must have had an iPTH level of at least 300 pg/mL at randomization in order to be
considered evaluable. .

4. Patients were to be considered evaluable if Ca x P < 75 and/or Ca < 11.5 mg/dL. at randomization.

5. If a patient was supposed to be either dose increased or dose decreased and was not, the patient was
still considered evaluable.

6. If a patient was supposed to be dose reduced because they had met an endpoint, but was discontinued
from the study instead, the patient’ s data was still considered evaluable up until the point of
discontinuation.
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7. If a patient had received I'V/oral prednisone during Treatment, the patient was still considered
evaluable. A distinction was not made between long and short-term use.

8. If a patient’ s dialysate Ca concentration was not 2.5 mEq/L for greater than 3 consecutive dialysis
sessions, all data from that point forward were excluded.

Complete efficacy analyses were performed on all evaluable patients.

Patients unevaluable for not meeting a protocol-specified endpoint for Ca, Ca x P, or iPTH were:
[TRADE NAME]: Treatment patients numbers 405, 608, 812, 816 and 1306

Calcijex: Treatment patients numbers 607, 801, 811, 1203, 1701, 2002, 2006 and 2302.

Patients unevaluable for not meeting Enrollment iPTH criteria were: o

[TRADE NAME]: Treatment patient number 508 B N
Calcijex: Treatment patients numbers 604, 2006, 2105 and 2305. UN it
Patients with data excluded as unevaluable after receiving inadvertent doses of Calcijex after the
Treatment Phase began were:

[TRADE NAME]: Treatment patient number 603 (July 18, 1996).

Calcijex: Treatment patients numbers 506 (August 21, 1996), 601 (June 6, 1996), 1406 (July 31, 1996),
1702 (October 9, 1996), and 1809 (May 23, 1996).

APTL
Ul viaias
Protocol Deviations
In reviewing the data for all patients, deviations from the protocol were identified. The deviations noted
did not compromise safety analyses. Deviations were divided into the following categories:
1. Admission Criteria Exceptions made against protocol-specified criteria.

2. Study Drug Administration Exceptions made against protocol-specified criteria for dosing due to
miscalculation or timing.

3. Concurrent Medications Exceptions made against protocol-specified restrictions.

4. Clinical Laboratory Laboratory values not obtained, missing due to sampling or laboratory error, or
values not obtained at protocol-specified times.

5. Premature Termination Terminations that occurred due to circumstances other than the successful
completion of a study criteria.

99. Other Study procedures or parameters not recorded or measured at the protocol-specified times.

Deviations by Category

Category Number of Deviations APPES TS i

1. Admission Criteria 79 ST

2. Study Drug Administration 723 Uil il .

3. Concurrent Medications 28 - -
4. Clinical Laboratory 650

5. Premature Termination 14

99. Other 287 "

Three hundred of the 330 total enrolled patients had a deviation. o )
Ul o e
Efficacy Evaluation
The efficacy of [TRADE NAME] in all treated patients was characterized by the followmg parameters
- the incidence of hypercalcemia
and/or
- the incidence of elevated Ca x P level

APPEs T L
Data Sets Analyzed b won b
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The primary data set analyzed for efficacy and safety was all treated patients. There were 197 patients in
the all treated patients data analysis (98 [TRADE NAME], 99 Calcijex) and 180 patients in the all
evaluable patients data set (92 [TRADE NAME], 88 Calcijex). Analysis for all enrolled patients was also
performed (excluding efficacy analysis) and was presented in the Appendices.

Demographic and Other Baseline Characteristics _
Descriptive statistics were used to summarize gender, race, age, height, weight and vital si gns by
treatment group. Statistical tests were performed to compare the two treatment groups with respect to
these variables. A one-way ANOVA was used to compare treatment groups for continuous variables

(age, weight, height, temperature, blood pressure and pulse) while a Fisher’ s exact test was used for
categorical variables

Table 8 presents a summary and comparison of demaographics for all treated patients.

Table §: Demographics for All Trested Patiants
(Cross Reference: 10.1.1.a)

Towml Capthrol Caicijex pvalue’
N=1%7 N=98 N=$9
number parcert  number pevoent  number  percont

Gender _ .

Male 101 51 ® 40 53 54 0.570 RIS

Female 9% ag a0 L] 48 as i oy O
Race

Canucasian 24 12 2] ] 15 15 0275

Black 155 79 78 80 7 78

Hiapanc 17 9 n 11 6 L]

Othar 1 1 o 0 1
Age (years)

18- <35 rl 1" 10 10 12 12

3. <68 120 61 8 50 82 63

65- <80 5 b 28 29 2 23

> 60 a 2 2 2 2 2

Mean x5 d, 53.80 21500 5580 + 14 O 2MA0ris13 0.057

Range S AP pLang T DN
Height (em) LR

Mean 2 s d. 188.8 1 12.36 1706 x 1095 1890z 1963 0351 ON otz 0

Rangs B ’ _
Weight (kg)

Moan + o.d. 81.10 2 21.47 82.50 + 20.44 79.80 £ 21.90 0338

Range

’ P-vasue comparmg wsmstant groups i from B 2 72 Flahvar s Bxact wart dor QEncir s racs {C-pvommian varss ron-
Camszasian) or 3 oreway ANOVA fr sge. height, ared waight.

The analysis of demographic data indicated that the gender, race, and mean age, height, and Weig_ht
values were not significantly different between treatment groups.
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Table 7: Prestudy Vital Signs for All Treated Potients
(Cross Refeconce 10.1.1.0)

Total Capthvol Cakijex pvalue’
N 187 N=83 N=99
number number number
Temperature (“C) _ T
Mean = 1.0, 3630 » 058 3840405 36.30 » 0.80 0.458 L
. Rage :
Systolic BP (mm o
Hg)
Mean = 5.d. - 15292888 1584 + 30.64 . WMT.A 2580 a.0a7"
Range
") IR
Meaan + 5 d 8290+ 18,90 8430 2 1842 815021520 0.247
Range B
Puise (bpm)
Mesn gt d. 84.00 2 13,10 B4.90 £ 12.13 8310+ 13.99 0342
" Range

" Paiue companng reatrent groups is from @ cne-way ANCIVA,

The analysis of prestudy vital sign data indicated that the mean body temperature, mean diastolic blood
pressure, and mean pulse values were not significantly different between treatment groups. The
difference in the mean systolic blood pressure between the two treatment groups was statistically
significant (p=0.007). For each treatment group, patient medical history was summarized by the count
and percentage of normal and abnormal findings for each medical history variable.

AppEAN” T

oo

pepprrmo
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Tabia 3: Summary of Patient Mediaal History for All Trestad Patients
(Cross Refereance 10.1.2.0)

Capthrof Calchex
N=98 N =99
ramber of peartent of number of percant of
PRt with patents with patients with patients with
abnormal abnormal abnommasl sbnormal
Body Syssem medical history  medical histary | medical history  medical history
Respiratary 36 3?7 a4 FT)
EanvEyes/Throat 30 3 45 i 4“4
Gagtrointestnal M B 7 7
Hepalic/Raral at 62 £ &
Ganito-Unnary/Reproctuctive 50 51 47 47
Nervous Sysiem 5 8 59 a0 Apo
EndacnneMetabobe: 24 28 a2 - e
Hermatopoietic/L yrmphatic k] 40 k] ¥
Dermadologic a2 63 &1 az
Musclosk elertal n kvl 25 25
Surgical 21 Al 14 14
Psychiatnc ] 80 75 7
Allgrgies 80 &1 6 &1
Dealysis Ancaes 12 12 12 12
Table 3: Summary of Patient Cardi ular/Cernbray lar History for
All Traated Patients (Cross Reference 10,1.4.0)
Capthrol Calcijex
N=5% N=9 W on
MUMDG O DROONES  pemort of DA | MUTEMN Of paliNS peroent of panerts C
W ouitive Nalory  with posiive history | with poalive histery  with poNve Matory -
Hypertension -] o7 90 "
Congettive Mean Fmiure 3 23 30 b o]
Myocardsal Infarction 18 16 13 13
Valvalar Dysfunction Fal n 20 Fatl
Arthythmigs/Conducuon 3 R 2 a2
Cardiomyopathy 10 10 11 11
Stroke 14 14 1 11
Vascular Chrooase ) 27 24 24

The following Table presents a summary of renal disease and dialysis information for all treated
patients. B

pone

proee
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AR (U SUMMEBTY Of RENAl USeEse AN WEETYSEF INTEIMMATION ror
All Trestsd Patients
(Cross Reference 10.1.3.a)

Capthred Calciex
N=%8 N =99

number peroont number  peroed

Treatments Patient has Recaived’

Orel Calcitnal C] 8 9 9 ’
Qal Dihydratachysierol 1 1 0 ] ApPpry 5 {
Calcyex o7 81 82 . 1 : At
No Vitamin D Analegs ) 9 3 12 1 IR N
Length of Time Patient has been on
Dialysis
Less than one year i) 18 ™ 24
Omne year but lesk than five years a8 49 =0 51
Flve yoars but less than von yours 28 29 " 14
Ten years or longer 4 4 10 10
Major Cause of Chronic Renal
Failure’
Focal Glomerucsclersis 5 3 9 ] At)r':‘w B {
Membrancproiiferative glomarulonephntis 0 0 3 2 _— o (' St
wdiopathic Crescemtic Glomerulanephritis 0 0 1 t (VRIS YRS
Olabetes 54 8 ] 21
Post-infactious Glamarulonaphntis 1 1 1 1
Systomic Lugus Erythematosus 2 1 2 1
Angigesic Nephropativy 1 ] 2] o]
Refiux Nephropithy wrth Pysionepiritic 0 0 1 1
Potycystic Kidney Dessasa 5 3 a 2 _
Medguilary Cystic Dvmaase 1] [+] 1 1
Hypertension ) 44 88 46
Renal Vaacular Disaase a o] 2 1
OQbstructive Uropathy 0 ] 1 1 APPEF,‘E“'; T,
Unknown 8 4 ] [\] O'” o . -4
Othar® 1" 7 n 15 L
A panant By PGVO reconed Gre. MG AN N, OF MO PO VRAMIN 0 Tosmwent
* A patwrrt may herve Mo fian ane cmse of o enal feka,
% The spacicamon for CiNer s given 1 Agpandix 101,32,
Thm annhimin af the lanadin af Hetm m sabimnd o Pownm mm o mboen e b e i L1

The analysis of the length of time a patient had been on dialysis was not significantly different between
treatment groups (p = 0.494),

The next Table presents an analysis of these changes from Enrollment to the last baseline evaluation, for
all treated patients, for those chemistry variables used either directly (Ca, Ca x P, and P) or indirectly
(iPTH), in the efficacy evaluation. Statistically significant values are indicated with asterisks.

APPEARS TH'3 WAY
ON Oriainal
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Tabls 11: Analysis of Changes from Enrciiment to the Last Baseline Evaluation in
Chemistry Datarminations Related to Efficacy for All Treated Patients (Crozs Reference

10.3.4,1.9)
. Setween grous compar i son for
Trontmerd ghag Envolirvent Fal kmsofine Change from Charge Ervalimers
moan moan Ervolwvnam moan (5E) maen (&)
rarga) {rang®} maan vt pahue”
(EE}
il Caeiten (meycl) * ' ]
Capttrol 31 867 0 -0.12(0.1) Q15(0.1% e o e
neas (oon~ 02e 024 APPEN N 3
Calcijex; TR ses 02 ) ’ H Ol;‘: Lo
8 e~ [ O
I Carciom x Posgnone” |
Captiwol 55.44 5211 QLY .08 2. 25 26200
g3 0se o
Cascljex CrE.7] o -3.36(1,685)
negs
[ Prosshonas (mgrdl) |
Capthrol 5% 576 D2A0D .01 0.2 0.12/00.2%
g} 0.97 a9
Cacijex LYY LY 02 I .
n=gs (.19 APPEARS T 5 o
r ETTr ] ON ORiuliois
Cagivol 178 €083 am 0.07 (31.31) 46,44 (5217
nags (2225~ 0.90 o
Cadrijex £ 10 S Bl 8063

=37 (2.0~

| P-volue ba1ad LDON @ orne-way ANCVA
" Co vakse normalged b an skumin of 4 D gL
* 7T nsicals staliost Sirvicanor (2-tailed) of e 0.05, 0.01, of 0.001 Iewels respeciively.

A between group comparison for changes from Enrollment mean to last baseline evaluation indicates that
both treatment groups were not significantly different prior to study drug administration for Ca ,Ca x P,

P, and iPTH levels. APPEARS TH!S WAY

Efficacy Results and Tabulations of Individual Patient Data ON ORIGINAL
Per the protocol, laboratory draws were to be obtained twice a week during Treatment for Ca, P, and
albumin (Ca x P was subsequently reported) and once a week for iPTH levels. APPEARS TH'S "WAY

Analysis of Efficacy ON ORIGIAL
For statistical analyses, the baseline evaluation was defined as the last laboratory evaluation obtained
prior to the first dose of study drug administration. The study was designed such that the laboratory value
obtained prior to dialysis on Treatment Day One would serve as baseline. However, in such cases where
the Treatment Day One results were not available (e.g. the iPTH sample was severely hemolyzed and
could not be analyzed by the central laboratory) or did not satisfy the prior to first dose of study drug
administration criterion, the last laboratory result obtained prior to Treatment served as baseline. The
laboratory evaluations at Enrollment were excluded from the baseline assessment. The Follow-up
laboratory determinations (defined in the protocol) were from the final or last lab draw for all patients
unless this Follow-up procedure was not performed. For patients in which the Follow-up procedure was
not performed, the final lab draw is the last lab draw the patient underwent.
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The efficacy of treatment groups was assessed by determining the incidence of hypercalcemia and/or
incidence of a Ca x P product > 75. A 2x2 Fisher’ s Exact test was used to test for a difference between
treatment groups in the number of patients who became hypercalcemic and/or had a Ca x P product > 75,
In addition, the number of patients who became hypercalcemic for two consecutive lab draws and/or had
a Ca x P product > 75 for 4 consecutive lab draws, the number of patients who became hypercalcemic at
least once during treatment, the number of patients who became hypercalcemic for a period of two
consecutive lab draws, the number of patients who became hypercalcemic at the final lab draw, the
number of patients who had a Ca x P product > 75 and the number of patients who had a Ca x P product
> 75 for 4 consecutive lab draws were compared with a 2x2 Fisher’ s Exact Test.

Although a patient was dose reduced upon a single incidence of hypercalcemia for safety purposes, two
consecutive instances of hypercalcemia were chosen as an elevation endpoint for analysis, to
approximate the clinical scenario of hypercalcemia upon which most dosing changes for Calcijex are
actually based. The same rationale led to choosing 2 weeks of Ca x P > 75 as evidence of clinically
significant product elevation.

The time (in days) to the first occurrence of 4 consecutive 50% decreases from last baseline in iPTH was
modeled using the Kapian-Meier method of generating survival curves. The log-rank test was used to test
for the equality of survival curves between treatment groups.

: . . , APPELLS 0h and
Major Factor Affecting Efficacy and Primary Efficacy Variables - ON Giigliint
Major Factor Affecting Efficacy, Serum iPTH
The purpose of using an iPTH reduction endpoint of 50% in this study was to provide a reference point
to gauge the potential hypercalcemic and hyperphosphatemic activity of Calcijex and [TRADE NAME]:
a similar reduction in iPTH for all patients would suggest an equivalent treatment of the disease and any
differences in serum Ca and P (P, a factor in Ca x P) would reflect the different effects of the drugs.

The following Table is a summary of all treated patients meeting the iPTH reduction endpoint.

Table 13: All Treated Pationts With a 50 Percent or Greater Decreass from Last Easeline in
IPTH Levails (Cross Referance: 10.2.1.a)

Captiwol Calchax
Nt NP
Criteria Acheved by Patient: ramber porcan RO porcont P APP‘ NIRRT \(
Dl 1delw s

Al loast ong 30 parcent deradee i IPTH Gung = a7 L] 8 01 e TR
Tresment UN L"l"\l‘u‘llh\l—
A 50 DOrcant SoTease W IPTH IOr Bt Gast one penayg = 71 % 2s 0.588 ’
of lour coraacuive FTH lab dtawe
A 50 percar cecrodes 1 FTH 3 ¥ fingd leb v = nz n Ms 181 -4

" Pavshie defiverd fm 2 Faher's Exact .

For all treated patients, the analysis of serum iPTH data shows no statistically significant difference
between treatment groups.

For all evaluable patients (not shown), serum iPTH data show a similar result.

The next Figure presents the mean percent change from last baseline in iPTH levels by weekly lab draw
for all treated patients. :

BEST POSSIBLE copy




