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Figure 4: Piot of Mean + SEM for Percent Change from @asaline in IPTH by Weekly iPTH Lab Draw
for All Treated Patients (Cross Refersnce: Appandix 40.0, Figurs 1a)
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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 13 for the [TRADE NAME] treatment group and Week 19 for the Calcijex treatment
group. At Week 13, the mean percent change was -36.7% for the Calcijex treatment group. After
achieving a mean 50 % iPTH reduction, both treatment group means stayed consistently below the -50 %
iPTH reference line. At Treatment Week 24, the mean percent change from last baseline in iPTH levels
for all treated patients was -57.4% for the [TRADE NAME] treatment group and -53.7% for the Calcijex
treatment group.

A significantly greater reduction in percent change from baseline in iPTH occurred in the [TRADE
NAME] treatment group at Treatment Weeks 11 through 14, The [TRADE NAME] treatment group had
a mean percent change greater than -50% at Weeks 13 and 14. The maximum percent change for the
Calcijex group during this period was -40 at Week 14.
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{Cross Reference: Appendix 10.0, Figure 219)
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A minimum serum iPTH level of 300 pg/mL was required for entry into the Treatment Phase. In this
graph for all treated patients, the baseline treatment group means for iPTH were approximately 670
pg/mL and 620 pg/mL for the [TRADE NAME] and Calcijex treatment groups respectively. At
Treatment Week 19, the mean iPTH response for the [TRADE NAME] treatment group was below 300
and remained below 300 through Treatment Week 24. The mean iPTH response for the Calcijex group
did not drop below 300.
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Table 15: Statistically Significant Change from Last Baseline In IPTH for All Trested
Patients (Cross Refersnce 10.3.4.2.a)
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A significantly greater reduction in the [TRADE NAME] treatment group begins at Treatment Week 11

and continues through Week 13 (p < 0.032). A between group comparison of last baseline means was not
statistically significant.

The previous Figures and Tables suggest that [TRADE NAME] was reducing 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 in the next Figure , the
time to the first incidence of four consecutive 50% decreases in iPTH was not significant between
treatment groups (p = 0.2500).
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Figurw 6: Kapian-Meler Curves for Time (Days) to Pirst Period of Four Corssoutive 50%
Dearsases in iPTH (Cross Refersnce Appendix 10.0, Figure 133)
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Primary Efficacy Variables, Serum Calcium and Calcium x Phosphorus Product

Serum Ca and Ca x P levels were evaluated to determine whether the incidence of hypercalcemia and/or
elevated Ca x P was lower in patients receiving [TRADE NAME] than in patients receiving Calcijex.
Testing was done prior to dialysis at the first and second dialysis sessions of the week, but the results
were not available to the Investigator until at least the following dialysis session. Thus, the patient would
have received at least two doses of drug and two calcium determinations prior to dose reduction for
hypercalcemia, although per the protocol, a patient should have been dose reduced upon a single
incidence of hypercalcemia for safety purposes. Therefore, two consecutive instances of hypercalcemia
were chosen as an endpoint for analysis, to better approximate the clinical scenario of hypercalcemia
upon which most dosing changes for drug were actually based. The same rationale led to choosing two
measurements of Ca x P> 75 as evidence of clinically significant product elevation.

The following Table is a summary of all treated patients meeting the protocol specified Ca and/or Ca x P
elevation endpoints.
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Table 18: Summaery of Calolum and Caloium x Phosphorus Elevation for All Treated Patients

(Cross Reference 10.2.1.a)
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For all treated patients, an analysis of serum Ca and P data indicated that the clinically relevant Ca and/or
Ca x P elevation endpoints in the above tables were met without significant difference between treatment
groups. Only the incidence of a single elevation of Ca and/or Ca x P was significantly higher in the
[TRADE NAME] group (p < 0.040). This was not considered clinically relevant by the Sponsor. For all
evaluable patients, the analysis of serum Ca and P data also showed a single incidence of an elevation of
Ca and/or Ca x P was significantly higher in the [TRADE NAME] group (p < 0.025). This was not
considered clinically

relevant.
Table 17: Summary of Caleium and Calolum x Phospherus Elevation In Relation to IPTH
Endpoint for All Treatad Patients®
{Crozs Reference 10.2.1.a)
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For all treated patients, the Ca and/or Ca x P endpoint criteria in relation to the iPTH endpoint were not
significantly different in incidence between treatment groups.
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For all evaluable patients the analysis of serum Ca and P data also indicate that the Ca and/or Ca x P
product endpoint criteria in relation to iPTH showed no significant differences

The following F igure presents the mean change from last baseline in Ca levels by twice weekly lab draw
for all treated patients.

Figure 7: Plot of Mean & SEM for Percent Change from Last Basefine in Normakzed Calcium by
Twios Weekly Lab Draw for AN Treated Patients (Cross Reference: Appendix 10,0, Figure %)
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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 38 (Week 19) for the [TRADE NAME] treatment group and also
approximately 12 percent at Lab Draw 44 (Week 22) for the Calcijex treatment group.
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Figure 8: Plot of Mean + SEM for Normaitzad Calclum by Twice Waekly Lab Draw for All Treated
Patients
(Cross Reterence: Appendix 10.0, Figure 4s)
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A serum Ca level of no more than 11.5 mg/dL was required for entry into the Treatment Phase.
In this graph for all treated patients, the treatment group means for Ca were approximately 9.0 mg/dL for
both treatment groups at last baseline. A horizontal reference line at 11.5 m g/dL is shown on the plot.

The maximum [TRADE NAME] group mean for Ca was 10 mg/dL at Lab Draw 39 (Week 19) and was
10 mg/dL at Lab Draw 49 (Week 24) for the Calcijex treatment group
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Table 18: Statistically Significant Changes from Last Baseline in Calolum for ANl Treated
Patients {Cross Reference 10.5.4.2.0)
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A significant difference between treatment groups for the change from baseline in calcium occurs at
Treatment Week 1, draw 2; and is also observed at Treatment Week 2, draw 2; Treatment Week 6, draw

1; Treatment Week 10, draw 2; Treatment Week 12, draws 1 and 2; Treatment Week 13, draw 1; (p<
0.045).

Figure 8: Plot of Mean ¢ SEM for Percent Change from Baseiing in Calcium X P by Twica Weelkdy
Lab Oraw for All Treated Patients (Cross Referencs: Appendix 10.0, Figure §3)
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For all treated patients, the maximum mean for percent change from last baseline in serum Ca x P was

approximately 35% at Lab Draw 35 (Week 17) for the [TRADE NAME] treatment group and 30% at
Lab Draw 47 (Week 23) for the Calcijex treatment group.
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Figure 10: Plot of Mesn + SEM for Calclum x P by Twice Weekly Lah Draw for All Trested Patiants
(Croas Reference: Appendix 10.0, Figure ta)
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A serum Ca x P level of no more than 75 was required for entry into the Treatment Phase. In this graph
for all treated patients, the treatment group means for Ca x P were approximately 50 and 52 at last
baseline. The maximum [TRADE NAME] group mean for Ca x P was 64 at Lab Draw 36 (Week 18) and
was 61 at Lab Draw 48 (Week 24) for the Calcijex treatment group. Similar results were obtained for all

evaluable patients. There was no statistically significant difference between treatment groups in Ca x P
product at any weekly visit,
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Figure 11: Plot of Mean ¢ SEM for Percent Changs from Basedine in Phosphorus by Twice Weskly
Lab Draw for Al Treated Patients (Cross Reference: Appendix 10.0 Figure Ta)

45 ) .

]

p

- T APPT.

FE~QaJUsDL2TY 3= Am3nrn A
-
w
i
.
-
E—

Treatraent Group — W-NOR ¢

# Lab draw | ix the Bassloe Iaborsiony determirmiaon,
Wobd . HMZenta owoncs in s gt 0.

For all treated patients, the maximum mean for percent change from last baseline in serum P was -
approximately 25 percent at Lab Draw 35 (Week 17) for the [TRADE NAME] treatment group and
approximately 25 percent at Lab Draw 21 (Week 10) for the Calcijex treatment group.
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Figure 12: Pict of Mean + SEM for Phosphorus by Twice Weakly Lab Draw for All Treated Patients
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In this graph for all treated patients, the treatment group means for phosphorus were approximately 5.65
for the Calcijex treatment group and 5.8 for the [TRADE NAME] treatment group. The maximum
[TRADE NAME] group mean for phosphorus was 6.53 mg/dL at lab draw 36 (Week 18) and 6.34 mg/dL
at lab draw 22 (Week 11) for the Calcijex treatment group.

For each treatment group, an analysis of changes from last baseline to Treatment Week 12 and Follow-up
evaluation in chemistry determinations was performed for all treated patients.

A complete laboratory profile was to be obtained at Treatment Week 12 and Follow-up (per protocol).
For analysis, the Week 12 laboratory draw was obtained as the lab draw obtained closest to Week 12 for
patients who had at least [0 weeks of treatment. The Follow-up lab draw was identified as such by the
site and was not used for the Week 12 determination. '

The next Table presents an analysis of the change from last baseline to Treatment Week 12 and Follow-
up evaluation, for all treated patients, for Ca, Ca x P, P, and iPTH, '
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Tabie 19: Changes from Basaeline to Week 12¢ Lab Draw and Follow-up in Efficacy Relntad
Chemistry Determinations for All Treated Patients

{Crozs Referencs 10.3.4.3.a)
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Table 19: Changes from Baseline to Week 12 Lab Draw and Follow-up in Efficacy Related
Chemistry Detsrminstions for All Treated Patients
{Cross Reference 10.3.4.3.a) (Continued)

PAGE No. 88
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A between group comparison for mean changes from baseline to Week 12 and Follow-up evaluation
showed that treatment groups demonstrated a statistically significant difference for Ca and iPTH at Week
12 only (p < 0.042). A between group comparison of baselines was not statistically significant.

Statistical/Analytical Issues

APprAnT T
OR OV

Adjustments for Covariates

There were no adjustments made for covariates.
Handling of Dropouts or Missing Data i

The “All Treated Patients” analyses (intent to treat) used all available patient data in the efficacy
analysis. Serum iPTH was collected weekly while Ca, P and albumin were collected twice weekly. A
consecutive collection period excludes periods for which data are missing. Analyses were performed to
examine the first occurrence of a 50 % decrease from baseline in iPTH (which was collected once a
week) in relation to the first incidences of hypercalcemia and/or Ca x P greater than 75 (collected twice
weekly). A patient may have realized their first incidence of hypercalcemia and/or a Ca x P greater than
75 while the iPTH result for this time point was not done, as specified in the protocol for laboratory
procedures.
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Summary of Efficacy Results

Three-hundred-thirty patients were enrolled into the study, with 197 randomized (98 [TRADE NAME],
99 Calcijex). In the study, the only clinically relevant statistically significant differences were the
[TRADE NAME] treatment group percent changes from baseline iPTH which were significantly greater
than the Calcijex group beginning at Treatment Week 11; this significant reduction lasted through Week
14 (p <0.032). The safety of [TRADE NAME] in all treated patients was characterized by the following

parameters: AFPr oS e il
- adverse events throughout the study* o

. . UN U\h"qhu‘\h
+ chemistry and hematology results

-vital signs results

*All adverse events are included, such as transplantations, parathyroidectomies and their associated patient work-
ups.

Treatment Phase Discontinuations Due to an Adverse Event

APPRARA T NN

Y

Brief Summary of Adverse Events Uad vl i

The analysis of Pretreatment Phase adverse events indicated that the overall, Body System and
COSTART term incidence rates were not significantly different between treatment groups. Forty five %
(44/98) of [TRADE NAME] treatment group patients and 43 percent (43/99) of Calcijex treatment group
patients were reported to have at least one adverse event during the Pretreatment Phase (p=0.886).

For adverse events reported after the Treatment Phase began, there was no statistically significant
difference (p = 0.227) between the number of patients reporting one or more adverse events between
treatment groups. Eighty three % (81/98) of [TRADE NAME)] treatment group patients and 89 % (88/99)
of Calcijex treatment group patients were reported to have at least one adverse event after the Treatment
Phase began. The analysis of Treatment Phase adverse events indicated that the overall, Body System
and COSTART term incidences were not significantly different between treatment groups (p=0.227)..
The analysis of Treatment Phase adverse events, excluding those not related to study drug, indicated that
the overall and COSTART term incidence rates were not significantly different between treatment
groups. However, the difference in the Body System incidence rate for “Body as a Whole” between the
two treatment groups was statistically significant (p = 0.048), the Calcijex treatment group had a higher
incidence in this category than the [TRADE NAME] treatment group. All of the individual COSTART
term incidences within this Body System category were not significantly different between treatment
groups. Nineteen percent (19/98) of [TRADE NAME] treatment group patients and 27 percent (27/99) of

Calcijex treatment group patients were reported to have at least one adverse event after the Treatment
Phase began (p = 0.239).
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Table 23: Adverse Events Assessed * Probable” by the investigator
(Crozs Reference Appendix 12.2.24.b)

Study drug Putiars num b Adverm Event
Captrol 1102104 iryociion e pain
Capltral 1102104 injcsion aike pEn
Capthncl 107108 mparcal cameg
Captri 1118112 hygsrcaicemia
Capswrot 1118912 yporCElcemin ..
Cepthiral 11168112 eclan sl pan _ F rre
Calcigx 1111140 faigue {
Calcyen ATIOM T wsh
Calcijax 171EMI70 facinl pweding
Calcipex " T10¥ 01 akin dbciorason
Calepn 211839 )

Table 24;: Adverss Events Assessed " Definite” by the Investigsator

Study drug Patient number Adverse Evemt
Capthrol 1410717402 tesie ateration ﬂ‘”' CERRRRE .
Capthrol 1411171408 sppotite loss -
Capthrol 14111/1408 burting skin L
Capthrol 1411311409 tante parversion
Calchex 51044504 typercalcemia
Caicex 5115501 fypercaicema

Of these patients, only patient number 17103/1701 T-G (37 year old, female) discontinued the study due
to a body rash with pruritus and facial swelling and discoloration during the fifth week of Calcijex :
treatment at dose level 2. The symptoms were considered probably related to the study drug and resolved -
upon withholding study drug.

APPEARS THIS WAY

Listing and Narratives of Deaths ON ORIAIEAL

Table 26: Patient Dewths (Safety Update, 1997)

Trastiveni  PatisntNe. Age  Sen Evand Cande of Daath Retation 40

tyre) (WM Study

.. ]
Pro- LAF ) 74 F Cardac aest TR IMRUMCInCY dul 0 JCss myocars MR API- T
Capthrod &1 23000 o) [ *] cardha et Cuiac airend GLE3 WD ACLEE MYYOCHE MR (‘,‘1; o
nharccn v
Cuptiwol 110808 ] Sepai ek saplie Shwick NR
Capsitwd 10ICVI10T 74 P ibee sl infecion wilh L 4 NR
]
Capliwed 1N = "] eyl e NR
Calcipx anm 37 F cardia: svest cardkac arext NR
Calcgx 2N % E nrmcrari blaed waracranial bl MR
Calcyax DUTIR W ] CARROMpTSinTY s CarAQROIFSIOry amest secordary 10 NR
' toyrerialemia

Wi« Nrd At
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Table 29: Statistically Significant Changes from Last Baseline to Week 12 Lab Draw and
Follow-up in Chemistry Detarminations for All Traated Patiants

(Cross Reference 10.3.4.3.a) o,
Between Geoup Comparieons fer Hlve o
Eaniivn Last Basating L RN ™
Mean Rangm s Rangm Maan s ] P Muan  pvalus
E8  wakw SF
| Trowtment Weok 12 ARbunin (ghiL) |
Cxpthvol | 280 388 40 00 911 003 . 008 0372
N=8Y —_— — 0.050 0052
Caije 334 16 0, Y T
N=83 e —
l ) Follow-us Alburnin (gfdL) I
Captvol | 361 asa 404 0435 00 0813 007 01
N=8y —_— - nase 0042
Cacljen | 353 ase ;003
Na#o —
| Traaument Weak 12: Blood Ui Nitregen (mg/dl ) ] .
Capttwed | 819 8.4 C | ae FAT) 12 0am 08 o.8x2 !
ol ECN O — o8, APPEARS TH!S WAY
L .1 ez 2 ON ORIGINAL
N=T2 — —
[ Follow-up: Blood Uree Nirogen (mariL) |
Cmxivol | 642 ’ 6.9 5 zar~ |41 00310 29 0.185
N 85 s —— 283 P2
Cakcyex | 609 w7 |z 158
Yy — I
The wasek 12 (8 deres were (e Wb driswe OBLAINed Cioteat (0 B Arsl CLNyS SEIIEN OF YWWesk 12 for patents with ot el 10
wiacks of troatment

A between group comparison for changes from last baseline mean to Week 12 or Follow-up evaluation
indicates that treatment groups demonstrated a statistically significant difference for albumin and blood
urea nitrogen only.

Albumin: There was a statistically significant difference in albumin between the [TRADE NAME] and
the Calcijex treatment groups at Treatment Week 12 (p = 0.031). A between group comparison at
baseline indicated that both treatment groups were not significantly different.

BUN: There was a statistically significant difference in BUN between the [TRADE NAME] and the
Calcijex treatment groups at Follow-up (p = 0.031). A between group comparison for baseline indicated
that both treatment groups were not significantly different at baseline.

Table 30 Stutistically Significant Normal Range Category Change From Last Basaline

paced to Follow-up: Urie Acid (mg/dL) (Cross Refersnce: 10.3.4.3.b) APPEARJ TVIG WAY
Assmsassie o Tos! Pane ON GRIGINAL
Captivol 12 14(16%) S5(007%) X3%) 88
Cadcijox 10 15(179%) 82(70°%) 12 13%) ] 0.0
hm\Zlﬁmm“ﬂmmmhhhmmd“ﬂ'ﬂmmﬂu‘0
wagiy of woETmant

A frequency summary of changes from last baseline to Week 12 and to Follow-up evaluation indicates
that both treatment groups were not significantly different after study drug administration for chemistry
variables (excluding Ca ,Ca x P, P, and iPTH levels), with the exception of uric acid at Follow-up (p=
0.028). The Calcijex treatment group showed more increases in uric acid than the [TRADE NAME]
treatment group. For each treatrnent group, an analysis of changes from Enrollment to the last baseline
evaluation in hematology determinations was performed for all treated patients. A between group
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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 all hematology variables.
There were no significant between group differences.

Table 31: Statistically Significant Changes from Last Baseline to Week 12 Lab Draw and
Foliow-up in Hematology Determinations for All Treated Patients

(Cress Refervnos 10.3.6.2.a)
Betwese Group Comparisons for
Group Ranadirey Lab Oraw Chamge from Changs from Lant Baseiine PR S Gy v s
caseing Last Gosalins APPEARE} Pidiy VAY
] Range Mesn  Rangs | Wea SE " e ' :
- " Y e ON ORIGINAL
[ Folkowanp: Basophits (x 40° fuL) |
Copitvel 0024 - 0.8t 9008 0RUF 4O 0T 001 00T
Ns=0d —— —_— Q.00 Qo
Calcix 0043 Y. . 0003 0003
asd o —_—— )
The weck 12 ot draws wWirg 1he Wb raws oblames comast 10 T firsd dialyes session o YWeaK 12 for patents with i least 10
weshs. of tregiment .

A between group comparison for changes from last baseline mean to Week 12 or Follow-up evaluation
indicates that treatment groups demonstrated a statistically significant difference for basophil count only
Although abnormally elevated values are present in both treatment groups, a closer review of SGOT and
SGPT level results is indicated as follows with focus on the [TRADE NAME] treatment group: Patients
24102/2404 and 4101/401 had mildly elevated SGOT and SGPT levels at Follow-up only. The Week 12
data does not support a study drug relationship. APPES 2

Summary of Safety Results ON v ot

In the study, the only statistically significant differences were as follows:

+ Adverse Events During Treatment Excluding Those Not Related to Study Drug: there was a statistical
significance between treatment groups for Body System incidences for “Body as a Whole”, p = 0.048; all
of the individual COSTART term incidences within this Body System category were not significantly
different between treatment groups

- in Change from Last Baseline to Treatment Week 12 and Follow-up (Chemistry): for all treated

* patients, chemistry determinations were not significantly different between treatment groups with the
exception of albumin at Week 12 ([ TRADE NAME] treatment group mean change -0.01 g/dL, Calcijex
treatment group mean change +0.09 g/dL, p = 0.031) and BUN at Follow-up ([TRADE NAME]
treatment group mean change -7.3 mg/dL, Calcijex treatment group mean change -1.2 mg/dL, p=0.031)
- in Change from Last Baseline to Treatment Week 12 and Follow-up (Hematology):for all treated
patients, hematology determinations were not significantly different between treatment groups with the
exception of basophil count at Follow-up ((TRADE NAME] treatment group mean change -0.006 x 10 3
/mcL, Calcijex treatment group mean change +0.003 x 10 3 /mcL, p=0.027)

- in Vital Signs, Physical Findings, and Other Observations Related to Safety: for all treated patients,
prestudy to Follow-up changes in vital signs and weight were not significantly different between
treatment groups with the exception of mean systolic blood pressure ((TRADE NAME] treatment group
mean change -9 mmHg, Calcijex treatment group mean change +2 mmHg, p = 0.010) and diastolic blood
pressures ((TRADE NAME] treatment group mean change -6 mmHg, Calcijex treatment group mean
change 0 mmHg, p = 0.036).
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Efficacy

Previous studies had determined [TRADE NAME] to be safe and effective in reducing iPTH levels in
ESRD patients undergoing hemodialysis. The objective of this study was to determine whether the
incidence of hypercalcemia and/or elevated Ca x P level were lower in patients receiving [TRADE
NAME] than in patients receiving Calcijex. In this study, the doses of [TRADE NAME] and Calcijex
were to be escalated every four weeks for a maximum of five dose escalations or until one of the
following conditions occurred:

* 50% 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

The dose of study drug could be reduced to the previous level if hypercalcemia, elevated Ca x P, or low
iPTH levels occurred. If any of these events occurred at the first dose level, the patient was considered to
have completed the study and was withdrawn.

The purpose of using an iPTH endpoint of 50% reduction from baseline 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.

A 50% decrease in iPTH sustained over four consecutive lab draws observations was considered a
clinically relevant improvement.

Labs were drawn prior to dialysis at the first and second dialysis sessions of the week and the results
were not available to the Investigator until at least the following dialysis session. Thus, the patient would
have received at least two doses of drug and two calcium determinations prior to dose reduction for
hypercalcemia, although per the protocol, a patient was dose reduced upon a single incidence of
hypercalcemia for safety purposes. Therefore, two consecutive instances of hypercalcemia were chosen
as an endpoint for analysis, to better approximate the clinical scenario of hypercalcemia upon which
most dosing changes for drug were actually based. The same rationale led to choosing two weeks of Ca x
P> 75 as evidence of clinically significant product elevation.

A between group comparison for last baseline means indicated that the treatment groups were not
significantly different prior to study drug administration for Ca ,Cax P, P, and iPTH levels. The last
baseline means for iPTH for both treatment groups were within__ __, arange characteristic of
patients with moderate secondary hyperparathyroidism. ' _
For all treated patients, the analysis of serum iPTH data indicated that the iPTH endpoint criteria (a 50%
decrease in iPTH at the final lab draw, at least one 50% decrease in iIPTH during Treatment, and a 50%
decrease in iPTH for at least one period of four consecutive iPTH lab draws) were met without
significant difference between groups, providing a clinical reference point by which to judge Ca and P
activity. At study’ s end, both treatment groups had a similar percent change in iPTH (-57.4 versus -
53.7% for the [TRADE NAME] and Calcijex treatment groups, respectively).

For all treated patients, the analysis of serum Ca and P data indicated that the incidence of hypercalcemia

and/or elevated Ca x P level was not statistically different between treatment groups for clinically
relevant endpoints.
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However, the treatment group mean for percent change from last baseline of -50% in iPTH, was met
approximately six weeks earlier for the [TRADE NAME] treatment group than that for Calcijex (Week
13 vs. Week 19), as shown in the figure below. In addition, between group comparisons in change from
last baseline mean were significant for iPTH at Weeks 11 through 13; the [TRADE NAME] group had a
consistently greater decrease from baseline than the Calcijex group.

Figure 14: Plot of Mean + SEM for Percet Change from Last Baseline
Draw for Al Treatsd Patients
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As shown below in the Table, the percent of patients with hypercalcemia prior to or concomitant to the
first 50% iPTH reduction is low in both treatment groups; hypercalcemia largely occurred after the first
iPTH reduction endpoint had been met.

Table 44: Summary of Caleium and Calcium x Phospharus Elevation from Last Baseline in
Relation to iFTH Endpoint for All Treated Patisnts® (Cross Reference 10.2.0.8) -

Capthvol Calelian

Ne D) N=TS
Critaria Achieved by Patint: Po—— percactt o omiue’ Appra R5 T R
Patiert hadd 2 S0% ceoresse in °TH tut became 1 12 1 13 1.000 CON LR
IYDHCICRMIC prer i LR RN Y
Palient had 8 50% devresse in 7TH cociderd wilh 2 24 4 53 Qa4 .
paIICem . -
Patiert twd & 50% decresme i iPTH sl tecame r] »ns 12 14q 0124
hypercalcarmic sler
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As seen below in the next Table, elevation in Ca x P also largely occurred after the first iPTH reduction
endpoint had been met:
APPEARS THIS WAy
ON ORIGINAL
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Table 46: Summary of Calolum and Caloium x P Elevation from Last Batsline in Relation to
IPTH Endpoint for All Treated Patients®

(Cress Reference 10.2.1.a)
Ne B W=7 APPEL™S (10wl
Patiant hadl 8 0% darresss iniPTH but fusd olcvelod 1 1.2 4 [ | 8 1]
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Patlant hixd 3 20% decreesd inIFTH but nad alevetod 1 nr 1% 00 0.t
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Safety Endpoints

APPEALS ThI

Safety ON Gt

In this comparative study, [TRADE NAME] displayed an excellent safety profile, consistent with
previous placebo studies. Compared to the Calcijex treatment group, the [TRADE NAME] treatment
group demonstrated no significant differences for overall, Body System and individual COSTART term
incidence rates. No patient from the [TRADE NAME)] treatment group was discontinued prematurely
due to an adverse event. Patient deaths were reported in similar numbers, four for the [TRADE NAME)
treatment group and three for the Calcijex treatment group; none of the deaths in either treatment group
were assessed as related to study drug. Thirty-five serious adverse events excluding deaths were reported
for the [TRADE NAME] treatment group and 55 for the Calcijex treatment group. Only one of the 35
serious adverse events in the [TRADE NAME] treatment group was assessed as possibly related to study
drug by the Investigator as follows: i
Patient number 20105/2007, a 70 year old male was hospitalized on 02 Oct 96 (Treatment Week Two,
Dose Level One) for rectal bleeding during dialysis. Pertinent medical history includes diverticulosis (Jul
1995), anemia, alcohol abuse, colon cancer (1989) and sigmoidectomy. The patient’ s prestudy medical
history notes blood per rectum last in Dec 1995. A colonoscopy revealed active gastrointestinal bleeding
from approximately ten centimeters above the anal fissure. He was treated with vasopressin. [TRADE
NAME] had been started on 27 Sep 96 and not interrupted by event, the patient having successfully
received his last dose at Week 24 on 7 Mar 97. No other routine adverse events were reported during
treatment. The Abbott Medical Safety Officer opinion of this serious adverse event was assessed as not
related and remains so in light of the patient’s history and absence of further similar events upon
rechallenge. Another serious adverse event reported one day post-study for non-bloody diarrhea and
dehydration occurring on 11 Mar 97 was considered by the Investigator to be not related to the study
drug.

Changes in chemistry and hematology laboratory variables from Enroliment to last baseline were not
significantly different between treatment groups indicating similar patient population values prior to
study drug administration.

The statistically significant between group changes seen in chemistry and hematology determinations
other than calcium and phosphorus from last baseline to Treatment Week 12 and Follow-up were of no
clinical significance. In review of individual patient out-of-range laboratory data, all chemistry and
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hematology values demonstrated no apparent trends that suggested a study drug relationship. Abnormal
values were identified in both treatment groups as well as prior to study drug administration and were
considered to be the result of non-study drug etiologies.

Changes in vital signs and weight during treatment were not significantly different between treatment
groups with the exception of mean systolic and diastolic blood pressures: the [TRADE NAME] treatment
group had a mean systolic change of -9 mmHg and the Calcijex treatment group, a mean change of +2
mmHg; the [TRADE NAME] treatment group had a mean diastolic change of -6 mmHg and the Calcijex
treatment group,

without mean change.

Changes in volume status are characteristic of this patient population; hypertension or hypotension are
generally multifactorial, and often respond to intravenous fluid infusion, dialyzer blood flow, or
ultrafiltration rate adjustment. Review of all hypotension and hypertension events during the Treatment
Phase demonstrated no significant difference in incidence for these events in either treatment group. The
mean changes in treatment group blood pressure parameters do not appear clinically significant.

Conclusion

[TRADE NAME] safely reduced intact parathyroid hormone levels in end-stage renal disease patients on
hemodialysis without clinically significant differences in serum calcium and/or calcium x phosphorus
product relative to Calcijex. The percent change from last baseline of a 50% decrease in intact
parathyroid hormone was met six weeks earlier for the [TRADE NAME] group. A statistically
significant greater decrease for the percent change in intact parathyroid hormone was observed at Weeks
11 through 14 in the [TRADE NAME] group. APPEARS 118 iy

7.3.1.3 Other Studies ON ORiTAL

The only other completed study, not discussed in previous sections, is a controlled, Phase II study,
95022: Multidose Evaluation of 19-nor-1 alpha, 25-dihydroxyvitamin D7 in End Stage Renal Disease
Patients Undergoing Hemodialysis :

Objective: The objective of this study was to evaluate the safety of Paracalcin Injection, and the dose
required to achieve one or more the following effects within a dosage group of 10 patients with chronic
renal failure (CRF) undergoing hemodialysis:

Decrease serum intact PTH (iPTH) by at least 30% in 75% of patients

Increase the serum Ca to greater than 11.5 mg/dL in 50% of patients

Increase the Ca x P product to greater than 70 in 50% of patients

Methodology: This was a double-blind, placebo-concurrent controlled, randomized (three active drug:
two placebo), multi-Investigator study evaluating escalating dose levels of Paracalcin Injection in CRF
patients undergoing hemodialysis.

The study was conducted by S Investigators, with one group per Investigator, and a maximum of 10
patients randomized per group. Each group received different dosages: Group 1, 0.04 mcg/kg; Group 2,
0.08 mcg/kg; Group 3, 0.16 mcg/kg; Group 4 0.24 mcg/kg; Group 5, 0.32 meg/kg.

The study was performed in two phases: a pretreatment phase and a treatment phase. The first two weeks
of pretreatment served as a washout phase for any patient previously receiving calcitriol or any other
vitamin D therapy prior to enrollment in the study. The last two weeks of the pretreatment phase served
as a baseline period during which time baseline values for Ca, P, and iPTH were determined. Any patient
not previously receiving calcitriol or vitamin D therapy may have entered the study at the baseline
period.




