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|- Comax tna Crmax AUCHay AUCHaw
tizz (First dose) (First dase) iLast dase) (Last doss) (First dase) (hast dose)
Study Dosing N2 (days) (days) (pg/mL) (days) (pg/mL) | (day *pgé/mL) | (day “pg/mL) | AR_AUCt. | AR_Cmax
SC 35 mg /5 NA 6.67 3.70 6.92 629 78.9 136 1.82 1.79
Q4w ' (2.90-6.96) | (1.16) | (2.86-7.33) | (2.02) (23.4) (35.9) (0.262) (0.392)
SC105mg | g s NA 298 10.7 299 16.6 237 333 1.64 1.66
Q4W e (293-696) | (3.13) | (295-696) | (2.02) (50.5) (28.8) (0.0883) (0.0901)
SC 210 mg o/ NA 492 236 6.96 37.4 481 799 1.59 1.59
Q4w ' (2.86-6.92) | (9.50) | (2.89-7.00) | (17.5) (171) (338) (0.242) (0.288)
0390 [ SC210mg /6 NA 295 238 277 63.8 263 787 289 284
QIW ' (2.91-7.00) | (5400 | (2.71-6.75) | (13.5) (49.2) (180) (0.892) (0.965)
SC 210 mg 2/ NA 6.83 120 31 117 843 732 %23 6.74
ow = (2.79-6.88) | (4.58) | (2.75-6.83) | (45.6) (34.9) 224) (1.93) (1.69)
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Q4w isain | @8 | (90 | 749 (395) (1270) (0.314) (0.176)
; 21 2.0
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1183 04w 16714 1 19y t'ﬂ‘gﬂ f!] (73) [[l":’j‘:‘(l] (81) (700) (1250) (0.25) (0.25)

N for first/last dose
N = 6 for twa and Cmnm ; N =5 for AUCux,
e TEported as median (minimum to maximum range)

AR, Accumulation ratio based on AUCuw of Crax; AUCxus, Area under the concentration-time curve over the dosing interval; Cie, Maximum observed
concentration; IV, Intravenous; N, Number of subjects summarised; NA, Not applicable; QW, Weekly; Q2W, Every 2 weeks; Q4W, Every 4 weeks;
SC, Subcutaneous; SD, Standard deviation; ti2 ., Elimination half-life during terminal phase; tmax, time to maximum observed serum concentration
Sources: Table 10-1 in the Study 0390 CSR in Module 5.3.3.1; Table 11-3in the Study 1183 CSR in Module 5.3.4.2.
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Table 4. Estimated Tezepelumab PK Parameters From the Final PK-AER and PK-FeNO Models

Interindividual
Variabdty (% RSE)

Parameters Estimate (% RSE) 9sxcr [cvx)
PK-AER model
Baselne hazard (log hazard) -673(1.87) ~698to ~648 —
Evuae (ratio) 0292 (16.5*) 0.196.0.435 -
ECy, (ug/ml) 170 (193%) 023.128 -
Effect of >3 prior exacerbations on baseline hazard (log hazard)® 1.46 (9.93) 1.18:1.744 -
PK-FeNO model
Baseline FeNO (ppb) 201 (11%) 19.7.226 0.483 (7.24) [69.5)
Evuue (ratio) 0722 (99") 0.678.0.769 0.125 (22.6) [35.4)
ECss (ug/ml) 250(37.9°) 127493 -
Residual variability (CV%) 35.7 (1.30) 348.366 —
Effect of baseline eosinophil count on:

Baseline FeNO (log ppbicel/mL)* 0.00076 (13.2) 5.64 x 1040956 x 104 —

€, (1eelimL)* ~0.00045 (16.9) ~6.03E x 10~ to ~3.03 x -

104

Effect of baseline persostin on baseline FeNO (log ppb/ng/mL)* 0010 (26.2) 490 x 107 0 151 x 107 -
Correlation of individual variability estimate b baseline ~0.168 (16.0) -0221 o ~0.115 —

and £,

AER, asthma exacerbation rate; Cl, confidence interval: CV, coefficient of variation; ECy,. drug concentration producing half of the maximal drug effect €.
" The 95%C1 was calculated using the mean + 1.96 x SE.

'xmmmamnqmawm
'm:whemd%lwbremm:mmhmdmmhdu:msm+0..whenLlASE.,,nmeqpidhud-\c!uxxd
value of an individual with <3 prior exacerbations. and @, is the difference in baseline hazard value for an individual with > 3 prior exacerbations compared with
the typical value.
'mmmﬂ;mmmhﬂ\e&mwmmoﬁdubﬁm=Iq(!A§.,.)+N.~(:ov-¢m~).MMS£hhbueﬁm
FeNO value, BASE,;, is the typical value of FeNO baseline at the reference covariate, and 0, is the coefficient that represents the covariate effect on the BASE.
*The covariate effect of a given ker on the effect was modeled as: log(E,,,..) = 10g(Eppuryy) + @ , *(cOVv-cOv, ). where E,, is the maximum
effect value, Evuey i the typical value of the maximum effect at the ref and 0, i the coeffi that rep. the covariate effect on the
Evee
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X4 : Tezepelumab in adults and adolescents with severe, uncontrolled asthma. New England Journal of

Medicine, 384(19), 1800-1809. PMID: 33979488

2EZ¥E ¥ STUDY PROTOCOL & LT3R EIN/-FX : NAVIGATOR: a phase 3 multicentre, randomized, double-blind,
placebocontrolled, parallel-group trial to evaluate the efficacy and safety of tezepelumab in adults and adolescents with
severe, uncontrolled asthma. Respir Res 2020; 21: 266.
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