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N li i d ff d li f d i h N VI 2 0P P di ti h k i l ti di t ib ti f i l t d di f C b t d dNonlinear mixed effects modelingwas performed with Nonmem VI 2 0;Purpose Predictive check simulations: distributions of simulated medians of Cmax by study doseNonlinear mixed-effects modelingwas performed with Nonmem VI 2 0; Table 1 Pop lation Parameters of the Final Pop lation PK ModelPurpose Predictive check simulations: distributions of simulated medians of Cmax by study, doseNonlinear mixed effects modelingwas performed  with Nonmem VI 2.0; Table 1 Population Parameters of the Final Population PK ModelPurpose. Predictive check simulations: distributions of simulated medians of  Cmax by study, doseg p ; Table 1. Population Parameters of the Final Population PK Modelp y y,ab e . opu at o a a ete s o t e a opu at o ode

i i h l i h ki i ( ) f A G 31To investigate the population pharmacokinetics (PK) of AMG 317 d t f d i i t tiTo investigate the population pharmacokinetics (PK) of AMG 317 and route of administrationFOCEI th d l d f ll d lTo investigate the population pharmacokinetics (PK) of AMG 317. and route of administrationFOCEI method was employed for all model runs;g p p p ( )
P t V l B t t M di (95% CI) V i bilit Sh i k

and route of administrationFOCEI method was employed for all model runs; Parameter Value Bootstrap Median (95% CI) Variability ShrinkageFOCEI method was employed for all model runs;Methods Parameter Value Bootstrap Median (95% CI) Variability Shrinkagep y ;Methods Parameter Value Bootstrap Median (95% CI) Variability ShrinkageMethods. p ( ) y gMethods.
Q i St d St t (QSS) d Mi h li M t (MM) d l [1 2] l d tTh d t t i l d d 2184 AMG 317 t ti f 295 bj t i f 12 t 64 Quasi Steady State (QSS) and Michaelis Menten (MM) models [1 2] were employed toThe dataset included 2184 AMG 317 concentrations from 295 subjects; age ranging from 12 to 64 Quasi-Steady-State (QSS) and Michaelis - Menten (MM) models [1, 2] were employed toThe dataset included 2184 AMG 317 concentrations from 295 subjects; age ranging from 12 to 64 Quasi Steady State (QSS) and Michaelis Menten (MM) models [1, 2]  were employed to The dataset included 2184 AMG 317 concentrations from 295 subjects; age ranging from 12 to 64 Q y (Q ) ( ) [ ] p yj g g g

CL ( L/h ) 41 3 41 2 (36 45)d ib t t di t d d di iti (TMDD) b h id i hi 44 t 256 k Of th 58% l d 84% th ti ti t Al CL (mL/hr) 41 3 41 2 (36 ; 45)describe target mediated drug disposition (TMDD) behavior;years and weighing 44 to 256 kg Of them 58% were males and 84% were asthmatic patients Also CL (mL/hr) 41 3 41 2 (36 ; 45)describe target-mediated drug disposition (TMDD) behavior;years and weighing 44 to 256 kg. Of them, 58% were males and 84% were asthmatic patients. Also, CL (mL/hr) 41.3 41.2 (36 ; 45)describe target mediated drug disposition (TMDD) behavior;years and weighing 44 to 256 kg. Of them, 58% were males and 84% were asthmatic patients. Also, ( ) ( ; )g g p ( ) ;y g g g , p ,
9 8% d i i t d i l IV d i f 10 t 1000 d 90 2% d i i t d9 8% were administered single IV doses ranging from 10 to 1000 mg and 90 2% were administered V ( L) 2100 2080 (1760 2270)9 8% were administered single IV doses ranging from 10 to 1000 mg and 90 2% were administered V (mL) 2100 2080 (1760 ; 2270)F ll d l i t d li h i l t d9.8% were administered single IV doses ranging from 10 to 1000 mg, and 90.2% were administered V (mL) 2100 2080 (1760 ; 2270)Full-model covariate modeling approach was implemented;g g g g, Vc (mL) 2100 2080 (1760 ; 2270)Full-model covariate modeling approach was implemented;i l l i l ( 12 k f kl ) SC d i f 30 600 D

c ( ) ( ; )Full model covariate modeling approach was implemented; single or multiple (up to 12 weeks of once weekly) SC doses ranging from 30 to 600 mg Doses g pp psingle or multiple (up to 12 weeks of once-weekly) SC doses ranging from 30 to 600 mg Dosessingle or multiple (up to 12 weeks of once weekly) SC doses ranging from 30 to 600 mg. Doses 
V ( L) 6150 6130 (5300 6840)

g p ( p y) g g g
V (mL) 6150 6130 (5300 ; 6840)M d l l i f d h h di i l ifi d b l i dd i i d 30 100 / L l i Th l i PK l i d d i V (mL) 6150 6130 (5300 ; 6840)Model evaluation was performed through diagnostic plots stratified bootstrap analysis andwere administered as 30 or 100 mg/mL solution The population PK analysis was conducted via Vp (mL) 6150 6130 (5300 ; 6840)Model evaluation was performed through diagnostic plots stratified bootstrap analysis andwere administered as 30 or 100 mg/mL solution The population PK analysis was conducted via p ( ) ( ; )Model evaluation was performed through  diagnostic plots, stratified bootstrap analysis, and were administered as 30 or 100 mg/mL solution. The population PK analysis was conducted via pp g g p , p y ,g p p y

di i h k i l ili i d ff d li i h predicti e check sim lationsnonlinear mi ed effects modeling ith Nonmem VI Q ( L/h ) 30 2 29 9 (26 2 33 8)predictive check simulationsnonlinear mixed effects modeling with Nonmem VI Q (mL/hr) 30 2 29 9 (26 2 ; 33 8)predictive check simulations.nonlinear mixed effects modeling with Nonmem VI. Q (mL/hr) 30.2 29.9 (26.2 ; 33.8)p ed ct ve c ec s u at o s.o ea ed e ects ode g w t No e V . Q (mL/hr) 30.2 29.9 (26.2 ; 33.8)
R ltResultsResults. K ( / L) 45 44 5 (36 2 55 3)Results. K (ng/mL) 45 44 5 (36 2 ; 55 3)KSS (ng/mL) 45 44.5 (36.2 ; 55.3)
A t t t d l ith i t d t t (QSS) i ti f th t t di t d d RESULTS

KSS (ng/mL) 45 44.5 (36.2 ; 55.3)
A two compartment model with quasi steady state (QSS) approximation of the target mediated drug RESULTS SS ( g ) ( )
A two-compartment model with quasi-steady-state (QSS) approximation of the target-mediated drug RESULTSA two compartment model with quasi steady state (QSS) approximation of the target mediated drug RESULTS k (1/h ) 0 17 0 171 (0 155 0 203)

p q y (Q ) pp g g RESULTS k (1/hr) 0 17 0 171 (0 155 ; 0 203)di iti d ib d AMG 317 PK C t l l l i t t t l l d RESULTS kint(1/hr) 0.17 0.171 (0.155 ; 0.203)disposition described AMG 317 PK Central volume clearance inter compartmental clearance and RESULTS kint(1/hr) 0.17 0.171 (0.155 ; 0.203)disposition described AMG 317 PK Central volume clearance inter-compartmental clearance and int( ) ( ; )disposition described AMG 317 PK. Central volume, clearance, inter compartmental clearance, and p , , p ,
i h l l f i l bj (WT 80 k AGE 40 SC R ( / L) 296 295 (249 331)peripheral compartment volume for a typical subject (WT=80 kg AGE=40 years SC R (ng/mL) 296 295 (249 ; 331)peripheral compartment volume for a typical subject (WT=80 kg AGE=40 years SC R (ng/mL) 296 295 (249 ; 331)peripheral compartment volume for a typical subject (WT 80 kg, AGE 40 years, SC A t t t TMDD d l (QSS MM i ti ) Rmax (ng/mL) 296 295 (249 ; 331)p p p yp j ( g, y , A two compartment TMDD model (QSS or MM approximations); max ( g ) ( ; )

d i i i ) i d V2 2100 (95%CI 1760 2270) L CL 41 3 (36 45) L/h A two-compartment TMDD model (QSS or MM approximations);administration) were estimated as V2=2100 (95%CI: 1760 2270) mL CL=41 3 (36 45) mL/hr A two compartment TMDD model (QSS or MM approximations);
k (1/h ) 0 00853 0 00831 (0 00662 0 00876)administration) were estimated as V2=2100 (95%CI: 1760-2270) mL CL=41 3 (36-45) mL/hr p (Q pp )
k (1/hr) 0 00853 0 00831 (0 00662 ; 0 00876)administration) were estimated as V2 2100 (95%CI: 1760 2270) mL, CL 41.3 (36 45) mL/hr, k (1/hr) 0 00853 0 00831 (0 00662 ; 0 00876)) ( ) , ( ) , ka(1/hr) 0.00853 0.00831 (0.00662 ; 0.00876)

( ) /h d ( ) i l h l h d l i h ll l li d li i i d ib d h d b /
a( ) ( ; )

Q 30 2 (26 2 33 8) mL/hr and V3 6150 (5300 6840) mL respecti el The total receptor The MM model ith parallel linear and MM elimination described the data abo e 300 ng/mL;Q=30 2 (26 2-33 8) mL/hr and V3=6150 (5300-6840) mL respectively The total receptor The MM model with parallel linear and MM elimination described the data above 300 ng/mL; 0 282 0 2 8 (0 244 0 29 )Q 30.2 (26.2-33.8) mL/hr, and V3 6150 (5300-6840) mL, respectively. The total receptor The MM model with parallel linear and MM elimination described the data above 300 ng/mL; F 0 282 0 278 (0 244 ; 0 297)Q 30. ( 6. 33.8) / , d V3 6 50 (5300 68 0) , espec ve y. e o ecep o e ode w p e e d e o desc bed e d bove 300 g/ ; FSC 0 282 0 278 (0 244 ; 0 297)FSC 0.282 0.278 (0.244 ; 0.297)
t ti ti t d R 296 (249 331) / L Th QSS t t ti t d SC ( ; )

concentration was estimated as Rmax=296 (249-331) ng/mL The QSS constant was estimated asconcentration was estimated as Rmax=296 (249-331) ng/mL. The QSS constant was estimated as Th QSS d l d ib d h i f h b d dconcentration was estimated as Rmax 296 (249 331) ng/mL. The QSS constant was estimated as The QSS model described the entire range of the observed data: k 0 447 0 508 ( 0 844 0 349)
( ) g The QSS model described the entire range of the observed data: k -0 447 -0 508 (-0 844 ; -0 349)KSS 45 (36 55) / L i il t i it di i ti t t (KD 27 / L) Bi il bilit f The QSS model described the entire range of the observed data: ka AGE -0.447 -0.508 (-0.844 ; -0.349)KSS=45 (36 55) ng/mL similar to in vitro dissociation constant (KD=27 ng/mL) Bioavailability of Q g ka,AGE 0.447 0.508 ( 0.844 ; 0.349)KSS=45 (36-55) ng/mL, similar to in-vitro dissociation constant (KD=27 ng/mL). Bioavailability of , GKSS 45 (36 55) ng/mL, similar to in vitro dissociation constant (KD 27 ng/mL). Bioavailability of ( ) g ( g ) y

th SC f l ti ti t d F1 28 2 (24 4 29 7) % Ab ti l ith h lf lif 1 ⎤⎡ V 0 568 0 562 (0 421 / 0 737)the SC formulation was estimated as F1=28 2 (24 4 29 7) % Absorption was slow with half life 1 ⎤⎡ V 0 568 0 562 (0 421 / 0 737)the SC formulation was estimated as F1=28 2 (24 4-29 7) % Absorption was slow with half-life ( ) ( )1 2 ⎤⎡ V2 FORM 0.568 0.562 (0.421 / 0.737)the SC formulation was estimated as F1 28.2 (24.4 29.7) %. Absorption was slow, with half life ( ) ( ) 41 2 ⎤⎡ CKKRCKRCC
V2,FORM 0.568 0.562 (0.421 / 0.737)( ) p , ( ) ( ) ;42

⎥
⎤

⎢
⎡ ++= CKKRCKRCC 2,FORM ( )

1/2 3 4 (3 3 4 4) d C l l f ll i IV d i i i i d 70 (52 99)% ( ) ( ) ;4 ⎥⎦
⎤

⎢⎣
⎡ +−−+−−= CKKRCKRCCt1/2=3 4 (3 3 4 4) days Central volume following IV administration was estimated as 70 (52 99)% ( ) ( ) ;4maxmax ⎥⎦⎢⎣

++= totSSSStotSStot CKKRCKRCC V 1 7 1 71 (1 52 1 99)t1/2=3 4 (3 3-4 4) days Central volume following IV administration was estimated as 70 (52-99)% ( ) ( ) ;
2 maxmax ⎥⎦⎢⎣ totSSSStotSStot V 1 7 1 71 (1 52 ; 1 99)t1/2 3.4 (3.3 4.4) days. Central volume following IV administration was estimated as 70 (52 99)% ( ) ( )
2 maxmax ⎥⎦⎢⎣ totSSSStotSStot VIV 1.7 1.71 (1.52 ; 1.99)( ) y g ( ) 2 ⎥⎦⎢⎣ VIV 1.7 1.71 (1.52 ; 1.99)

hi h h f ll i SC d i i i Th i bj i bili f CL Q V2 d KA 2 ⎦⎣ IV ( ; )
higher than following SC administration The inter subject variability of CL Q V2 and KA washigher than following SC administration The inter-subject variability of CL Q V2 and KA was dhigher than following SC administration. The inter subject variability of CL, Q, V2, and KA was dA 2 2 0 166 0 17 (0 136 0 233) CV 40 8% 22 4%g g j y , Q, , dA ω2 =ω2 0 166 0 17 (0 136 ; 0 233) CV=40 8% 22 4%d i f ll i d l f li l d l l 1dA ω2

CL=ω2
Q 0 166 0 17 (0 136 ; 0 233) CV=40 8% 22 4%moderate ranging from 33 to 41% An allometric model for linear clearance and central volume 1 AkdA ω CL ω Q 0.166 0.17 (0.136 ; 0.233) CV 40.8% 22.4%moderate ranging from 33 to 41% An allometric model for linear clearance and central volume ;1 Ak−= CL Q ( ; )moderate, ranging from 33 to 41%. An allometric model for linear clearance and central volume ;1Ak−= Q, g g % ;1a Ak

d
;1adt 2 0 107 0 104 (0 0755 0 125) CV 32 7% 20 5%d ib d th d d f t b d i Ab ti t d d ith dt ω2 0 107 0 104 (0 0755 ; 0 125) CV=32 7% 20 5%described the dependence of parameters on body size measures Absorption rate decreased with age dt ω2

V 0 107 0 104 (0 0755 ; 0 125) CV=32 7% 20 5%described the dependence of parameters on body size measures. Absorption rate decreased with age. dt ω Vc 0.107 0.104 (0.0755 ; 0.125) CV 32.7% 20.5%described the dependence of parameters on body size measures. Absorption rate decreased with age. Vc ( ; )p p y p g
dIt 36 (27 80) % hi h f 20 ld d 17 (13 29)% l f 60 ld ti l dA Si l t d AMG 317 C t ti F ll i 12 W k f 300 SC QW 300 IV QWIt was 36 (27 80) % higher for a 20 year old and 17 (13 29)% lower for a 60 year old respectively ( )dA 2 0 1 9 0 14 (0 09 8 0 214) C 39 8% 31 4% Simulated AMG 317 Concentrations Following 12 Weeks of 300 mg SC QW 300 mg IV QWIt was 36 (27–80) % higher for a 20-year old and 17 (13-29)% lower for a 60-year old, respectively, ( ) /2 kkkdA ω2 0 159 0 14 (0 0958 ; 0 214) CV 39 8% 31 4% Simulated AMG 317 Concentrations Following 12 Weeks of 300 mg SC QW, 300 mg IV QW,It was 36 (27 80) % higher for a 20 year old and 17 (13 29)% lower for a 60 year old, respectively, ( ) /2 VQAQCCVkCLAkAkFdA

+ ω2
k 0 159 0 14 (0 0958 ; 0 214) CV=39 8% 31 4% Simulated AMG 317 Concentrations Following 12 Weeks of 300 mg SC QW, 300 mg IV QW, ( ) g y ( ) y p y ( ) ;/2 VQAQCCVkCLAkAkF +−−−−= ω ka 0.159 0.14 (0.0958 ; 0.214) CV 39.8% 31.4% g g Q , g Q ,

th f 40 ld bj t AMG 317 t ti li htl l i bj t ith ( ) ;/3i t2i t1SC VQAQCCVkCLAkAkF +−−−−= ka ( ; ) % %
300 IV Q3W S i L S lthan for a 40 year old subject AMG 317 concentrations were slightly lower in subjects with ( ) ;/3int2int1 pcaSC VQAQCCVkCLAkAkF

d
+ 300 mg IV Q3W Semi Log Scalethan for a 40-year old subject. AMG 317 concentrations were slightly lower in subjects with ( ) ;3int2int1 pcaSC QQ

dt 2 300 mg IV Q3W Semi-Log Scalethan for a 40 year old subject. AMG 317 concentrations were slightly lower in subjects with pdt 2 985 1010 (725 2530) SD 31 4 300 mg IV Q3W, Semi Log Scaley j g y j dt σ2 985 1010 (725 ; 2530) SD=31 4 g Q , g
d d i AMG 317 ib di b l d i di i ifi d l i d

dt σ add 985 1010 (725 ; 2530) SD=31.4detected anti AMG 317 antibodies but results do not indicate any significant and unexplained σ add 985 1010 (725 ; 2530) SD 31.4detected anti-AMG 317 antibodies but results do not indicate any significant and unexplained dA
add

R d M di S lid bl k 25th d 75th til D h d bl k 5th d 95th tildetected anti AMG 317 antibodies, but results do not indicate any significant and unexplained dA Red: Median; Solid black: 25th and 75th percentiles; Dashed black: 5th and 95th percentiles, y g p dA 2 Red: Median; Solid black: 25th and 75th percentiles; Dashed black: 5th and 95th percentiles.
d li i h b d i f h bj /3dA 2 0 0646 0 0632 (0 0479 0 0677) CV 25 4%

Red: Median; Solid black: 25th and 75th percentiles; Dashed black: 5th and 95th percentiles.
decline in the observed concentrations for these subjects /3 VQAQCdA σ2 0 0646 0 0632 (0 0479 ; 0 0677) CV=25 4%

p p
decline in the observed concentrations for these subjects /3 VQAQC −= σ exp 0.0646 0.0632 (0.0479 ; 0.0677) CV=25.4%decline in the observed concentrations for these subjects. ./3 VQAQC −= σ exp 0.0646 0.0632 (0.0479 ; 0.0677) CV 25.4%j ./3 pVQAQC

d
exp ( )

C i
3 pQQ

dtConclusion
pdtConclusion dtConclusion. dt

Th l ti PK d l bl t d t l d ib AMG 317 h ki ti i th ti B i Di ti Pl tThe population PK model was able to adequately describe AMG 317 pharmacokinetics in the entire Basic Diagnostic PlotsThe population PK model was able to adequately describe AMG 317 pharmacokinetics in the entire H R i h l i K i QSS k i i li i Basic Diagnostic PlotsThe population PK model was able to adequately describe AMG 317 pharmacokinetics in the entire Here R is the total receptor concentration; K is QSS constant; k is internalization Basic Diagnostic PlotsHere R is the total receptor concentration; KSS is QSS constant; ki t is internalization g
f il bl d ith 2 d i t th lti l t di i h lth l t Here Rmax is the total receptor concentration; KSS is QSS constant; kint is internalization range of available doses with 2 dosing strengths across multiple studies covering healthy volunteers max p ; SS Q ; intrange of available doses with 2 dosing strengths, across multiple studies covering healthy volunteers ( li i i f h d l ) A A d A h d irange of available doses with 2 dosing strengths, across multiple studies covering healthy volunteers (elimination of the drug receptor complex) rate constant; A A and A are the drug amounts ing g g p g y (elimination of the drug-receptor complex) rate constant; A1 A2 and A3 are the drug amounts ind bj t ith diff t iti f th t f d i i t ti i ht d (elimination of the drug receptor complex) rate constant; A1, A2 and A3 are the drug amounts in and subjects with different severities of asthma routes of administration weight and age ranges ( g p p ) ; 1, 2 3 gand subjects with different severities of asthma, routes of administration, weight and age ranges. h d l d i h l i l d / d h land subjects with different severities of asthma, routes of administration, weight and age ranges. the depot central and peripheral compartments respecti el and C A /V and C are the totalj , , g g g the depot central and peripheral compartments respectively and C =A /V and C are the totalthe depot, central and peripheral compartments, respectively, and Ctot A2/Vc and C are the total e depo , ce d pe p e co p e s, espec ve y, d Ctot 2/Vc d C e e otot 2 c 

d f AMG 317 l t ti ti land free AMG 317 plasma concentrations respectivelyand free AMG 317 plasma concentrations, respectively.and free AMG 317 plasma concentrations, respectively.
BACKGROUND

p p y
BACKGROUNDBACKGROUNDBACKGROUND h f h d l ( bl 1) i di dBACKGROUND The parameters of the model (Table 1) indicated:BACKGROUND The parameters of the model (Table 1) indicated:BACKGROUND The parameters of the model (Table 1) indicated:p ( )

R 296 / L l h l li i f h i h h dA f ll h G2 l l ib d i h bili bl k 4 d 13 i i i R =296 ng/mL was close to the lower limit of the concentration range where the dataA fully human IgG2 monoclonal antibody with potent ability to block IL 4 and IL 13 activity in R =296 ng/mL was close to the lower limit of the concentration range where the dataA fully human IgG2 monoclonal antibody with potent ability to block IL-4 and IL-13 activity in- Rmax 296 ng/mL was close to the lower limit of the concentration range where the data A fully human IgG2 monoclonal antibody with potent ability to block IL-4 and IL-13 activity in- max g gy g y p y y
ll d ib d b h MM d l Thi i i i h h i h MM d lwere well described by the MM model This is consistent with the notion that MM modelit b bi di t IL 4R were well-described by the MM model This is consistent with the notion that MM modelvitro by binding to IL-4Rα; were well described by the MM model. This is consistent with the notion that MM model vitro by binding to IL-4Rα; yvitro by binding to IL 4Rα; 

h ld l b bl d ib i h h hi h hshould only be able to describe concentrations that are much higher than R ;should only be able to describe concentrations that are much higher than R ;should only be able to describe concentrations that are much higher than Rmax;T d f h i f Ph 1 2 di
y g max;Tested as a treatment for asthma in four Phase 1 2 studies; aTested as a treatment for asthma in four Phase 1-2 studies;Tested as a treatment for asthma in four Phase 1 2 studies;;

K K k /k 45 / L i i h h i i di i iK =K +k /k =45 ng/mL was in agreement with the in vitro dissociation constantKSS =KD+ki /k =45 ng/mL was in agreement with the in-vitro dissociation constantKSS KD+kint/kon 45 ng/mL  was in agreement with the in vitro dissociation constant  
295 bj t ith i l IV d f 10 1000 d i l lti l SC d f 75 600 SS D int on g g

CONCLUSIONS295 subjects with single IV doses of 10 1000 mg and single or multiple SC doses of 75 600 mg; l K 27 / L CONCLUSIONS295 subjects with single IV doses of 10-1000 mg and single or multiple SC doses of 75-600 mg; value K = 27 ng/mL; CONCLUSIONS295 subjects with single IV doses of 10 1000 mg, and single or multiple SC doses of 75 600 mg; value KD= 27 ng/mL; CONCLUSIONSj g g, g p g; value KD  27 ng/mL; CONCLUSIONSD g ; CONCLUSIONSCONCLUSIONS
Th d hibit t t di t d h ki tiThe drug exhibits target mediated pharmacokinetics Bi il bili f h SC f l i i d 28 2%The drug exhibits target-mediated pharmacokinetics. Bioavailability of the SC formulation was estimated at 28 2% ;The drug exhibits target mediated pharmacokinetics. Bioavailability of the SC formulation was estimated at 28 2% ;g g p Bioavailability of the SC formulation was estimated at 28.2% ;y ;

Th l i PK QSS d l d l d ib d h ki i f AMG 317 i h iThe population PK QSS model adequately described pharmacokinetics of AMG 317 in the entireThe population PK QSS model adequately described pharmacokinetics of AMG 317 in the entireThe population PK QSS model adequately described  pharmacokinetics of AMG 317 in the entire Sl b ti ith b ti h lf lif f 3 4 d (95% CI 3 3 4 4 d ) p p Q q y pSlow absorption with absorption half life of 3 4 days (95% CI: 3 3 4 4 days); f il bl d f d i i i i h dSlow absorption with absorption half-life of 3.4 days (95% CI: 3.3 - 4.4 days); range of available doses routes of administration weights and agesSlow absorption with absorption half life of 3.4 days (95% CI: 3.3 4.4 days); range of available doses routes of administration weights and agesp p y ( y ); range of available doses, routes of administration, weights and ages. g , , g g
V f ll i IV d 70% hi h th V f ll i SC dOBJECTIVES V following IV dose was 70% higher than V following SC dose;OBJECTIVES Vc following IV dose was 70% higher than Vc following SC dose;OBJECTIVES Vc following IV dose was 70%  higher than Vc following SC dose;OBJECTIVES c c

REFERENCESOBJECTIVES REFERENCESOBJECTIVES REFERENCESO J C V S
All i i h d l f CL d V REFERENCESAllometric weight model for CL and V ; REFERENCESAllometric weight model for CL and V ; REFERENCESAllometric weight model for CL and Vc ; REFERENCESg c ;

T d l d l t l ti d l th t d ib AMG 317 h ki ti i th Ab ti t d d ithTo develop and evaluate a population model that describes AMG 317 pharmacokinetics in the Absorption rate decreased with ageTo develop and evaluate a population model that describes AMG 317 pharmacokinetics in the Absorption rate decreased with age [1] M DE K ki W Q i ilib i h ki ti d l f d hibiti
To develop and evaluate a population model that describes AMG 317 pharmacokinetics in the Absorption rate decreased with age. [1] Mager DE Krzyzanski W Quasi-equilibrium pharmacokinetic model for drugs exhibiting

p p p p p g [1] Mager DE, Krzyzanski W. Quasi-equilibrium pharmacokinetic model for drugs exhibitingti f il bl d t f d i i t ti i ht d [1] Mager DE, Krzyzanski W. Quasi equilibrium pharmacokinetic model for drugs exhibiting entire range of available doses routes of administration weight and age ranges g y q p g gentire range of available doses routes of administration weight and age ranges
t t di t d d di iti Ph R 22 (10) 2005

entire range of available doses, routes of administration, weight and age ranges.
AMG 317 t ti li htl l i bj t ith ti AMG 317 tib di b t target mediated drug disposition Pharm Res 22 (10) 2005

g , , g g g
AMG 317 concentrations were slightly lower in subjects with anti AMG 317 antibodies but target-mediated drug disposition. Pharm. Res, 22 (10), 2005.AMG 317 concentrations were slightly lower in subjects with anti-AMG 317 antibodies, but target mediated drug disposition. Pharm. Res, 22 (10), 2005.AMG 317 concentrations were slightly lower in subjects with anti AMG 317 antibodies, but g g p ( )g y j
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