
  L mh node, imented macro-hates
Bone marrow,l m-hoid _erminal center

dd dose-dependent
nd not determined

Reversibility of findings at 100 mkd HD afier 2 wks (3‘mo study), or 4 wks (1-year study):

Reversible were: body weight changes, RBC/Hb/Hct changes (partial in l-yr study), serum Ca, serum P (partial),

ALT, AST, cholesterol, triglyceride, CK changes, urine changes in f (1-year study), thymus involution, liver
necrosis

Not reversible were: RBC/Hb/Hct changes in 3-mo study
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EXPOSURE MULTIPLES ARENT DRUG IN RAT AND MONKEY TOXICITY STUDIES 

 
 

 
  

  

 
 
 
 

 
 
 

 
 
 

  
 

 
 

 
 
 
 

  
  

 

  

AUG parem AUC AUC multiple
(ngxh/mL) metabolite M7 RAT:HUMAN*

. ‘ (ngxh/mL) (parent)
M/F

___—___—
___—___—
___ ___—
___ ___—
___ ___—
__ Ell—___”-
——— ___—
—__ ___—
_—_ ___—

__EE__-
'___ ___—
_—— ——m_—
___ ___—

#|00001 ___—
n-— ——m—
___ ___—
__— ___—
—_— ___—

___-—
___ ___—

u- ”—-- 4840(m+ m+
___ ___—

-_— 0.7x/0-6x
___ ___—
—_— ___—

———Ill_
___ —— —
___ __II_—

  
MONKEY oral toxicit studies
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(mg/ks/day) ,
m/ f

  
Cmax AUC AUC multiple
(ng/mL) parent DOG:HUMAN*

n 1 Xh/mL
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HUMAN PK data

PK of parent drug was evaluated in human subjects with chronic renal failure in an ascending,
multiple-dose, double-blind, randomized, placebo-controlled study (#20000187). Each subject
received a dose for days (once daily), starting with 25 mg or placebo, and ifno dose-limiting

toxicity occurred afier >= 7 doses, the dose was increased by 25 mg. Maximum dose was 300

mg. Doses were given sequentially; Blood samples were taken on study days 4, 6, 7 of each
period, and at 0.5, 1, 2, 3, 4, 6, 8, 12, 24h after dosing. N=22 (4f, 18m). Total dosing time was

up to 12 weeks. N=17 received AMG073, and N=5 received placebo. N=8 completed all dose
levels. '

Results: T max was 2-3h. Exposure (Cmax, AUC) was linear with. dose up to \— . This
suggests doses >200 mg may not provide additional clinical benefit. Steady state

concentrations (trough) were achieved by Day 4 of each period.

Pharmacoklnetic Results:
Large intervlndivldual variations were observed In subjects' pharmacoklnetic
parameters, with some apparent outlying values. For this reason, median
pharmacokinetlc values were examined and are presented in the following table:

Auqe24) ;

(ng-hr/mL) l (ng/mL) ’
N Median Range EMedian Range

 
Values are presented as 3 significant figures. '
NOTE Pharmaooklnetlc parameters were not calculated for Subjects 14. 18. and 110 at the
175-. 150-. and 250-mg doses. respectivety. because no day 7 profile was obtained.
Parameters for Subfect 18 were also not calculated at the 125mg dose because sample tubes
were broken. No parameters at doses > 175 mg were determined lor Subject 4 because
AMG 073 concentrations were very low or undetectable, The 200mg dose parameters for
Subbct 9 were not used In the determlnation o! summary statistics because the day 6 dose
was missed.
Source: Appendix 13
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MAIN TOXICITIES: SUMMARY
Tabulation of main toxici findin and LOAELs in chronic > l-mo studies

“m“

LOAEL LOAEL
m_ ; da m_ 1 da
5 Phairnacologic drug effect (hypocalcemia)Clinical signs: abnormal breathing, 2

deli diation, salivation
Clinical signs: abnormal feces, poor appetite, -
emesxs '
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Albumin and/or nrotein decrease 100
Creatinine increase IOO
Creatine kinase increase

Testosterone decrease
VitD decrease, T3 decrease T4 increase
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Liver toxici
Liver toxici
Liver toxicit
Renal toxici
Muscle/cardiac toxici
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He atic P450 content increase

Kidne wei_ht increase
Testis wei_ tdecrease

Heart necrosis
Kidne mineralization
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