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INTRODUCTION RESULTS

Posdinemab (JNJ-63733657) is a humanized IgG; monoclonal anti-tau antibody in clinical develop-  Table 1. Parameter estimates (RSE, %) for the mechanism-based PK/PD model for JNJ-
ment for the treatment of Alzheimer’s Disease (AD)'%. JNJ-63733657 binds to human phosphory- 63733657 and pTau in CSF.

lated tau at threonine 217+ (pTau), which is hypothesized to prevent the spreading of tauopathy -
in the brain by interacting with and neutralizing pTau seeds in the interstitial fluid (ISF)>. Structural Model Parameters va _:"Lt_f_:"“(dl';’\"d‘éa\; %)
riability ; (
‘OBJECTIVES A _ e _
To describe the time-course of INJ-63733657 concentrations in serum and cerebrospinal fluid Parameters (units) (RSE %) Estimate (RSE %)
(CSF) after intravenous (IV) administration using the available clinical data from a Phase 1 study, CL x1073(L/h) 9.21 (6.60) 23.3 (21.3)
and characterize the relationship between INJ-63733657 and free and total pTau levels in CSF in PK Vi (L) 3.12 (5.84) 17.7 (44.1)
\healthy and AD subjects. . serum Q x107 (L/h) 24.8 (8.42) 44.5 (25.4)
V> (L) . 2.87 (5.05) 22.2 (44.7)
QSCFx10°(L/h) 3.42 (6.40) 27.3 (33.4)
METHODS | | _ _ | VSCFx107>(L) 1.93 (8.59) 27.1 (92.0)
A total of 69 subjects were included in the study, 53 (76.8%) subjects received IV INJ- PK csr QISFx 1075 (L/h) 1.57 (6.40) ]
63733657 at dosages ranging from 1 to 60 mg/kg given as a single dose or multiple doses eve- VISFx1073 (L) 350 (8.55) 83.8 (94.0)
ry 28 days (Q4W) for 13 weeks whereas the remaining 16 subjects (23.2%) were assignhed to Baseliney (pmol/L) 0.813 (8.14) 67.6 (30.9)
placebo. From the 69 subjects, 56 (81.2%) were healthy and the remaining 13 (18.8%) were Basel_ilnep(pmoI/L) 5.98 (17.6) ' '
AD subjects. A mechanism-based pharmacokinetic-pharmacodynamic (PK/PD) model was de- PD prau Ec (?h'g) 832‘21 Egiji 22317 ((518132))
loped using NONMEM® VII soft . int - - - -
veloped using software Ko (pmol/L) 1970 (4.07) :
CPK.LL T Residual variability (CV%)
| ISF i o] INJ-63733657ccrum 8.71 (4.01)
: Free seeds O3 P TaUtotal 11.6 (9.18)
: 04 pTanree 13.7 (20.6)

RSE: relative standard error; CV: coefficient ; objective function value: -4042.09. The binding affinity between JNJ-
““““““““ 63733657 and Tau seeds in ISF (kss2) was fixed to be 20-fold lower than K (in-vitro data).
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Figure 1. Schematic of the mechanism-based PK/PD model for JNJ-63733657 and pTau in CSF and ISF. S 151 £ 2
S 0.5 1 L — 150
= . %) — 300
RESU LTS § 0.1+ CSF PK © — 375
S .
a) . % . y g - g - - 5 S < © 01- — 500
£ 3 | E 8 2 o 2 o 0 56 112 168 224 280 336 392 0 56 112 168 224 280 336 392
N - . . _ o k3 C) Time Since First Dose, days d) Time Since First Dose, days
o o o a9} o iy ~
ﬁ S o e ﬁ S dg; ° % e N o
z g 7] e Z 87 B 3 S~ 1001 S 100 —
— A f_m::r%g -— (}] (}] - ~ - 2
5 <R o S g g cu5 90+ I - % 90 + K —————————————————
¢ S K o 8 ] 5 5 O e |
- - s 7 s 7 S 80+ = 804 |
L L I Il I L L I @) L I I I @) CT.) GCJ
5000 100000 5000000 5000 100000 5000000 5000 100000 5000000 S 701 = 701 |
o) 0 |
Population predictions, pmol/L Individual predictions, pmol/L Population predictions, pmol/L § 60 - 8 60 - \ Dose Level (mg/kg):
0 o £ 9507 % 50 5.0
A - S - 8 O = '
- | 2 8- A5 R c s & e
g RGE £ © A S I Pl S 30- £ 30- — 15.0
o - R 2 - e _ 1 o e%0 °H ol o 8 O = |
% § T "‘;\_}q 0 % E _ g.’ © %@O;‘@J l“—tc{}{:j -S) % 20- 8 20- o 300
. > O , v o o8~ 98000 HEth ® o L - B
2 1 58 z - ke o oO®e oo B | = = S 10+ ® 10 375
% 34 g 34 g v - wo@?‘?aﬁ g = . < § . — 50.0
o E;Ok (@) / % N © © Jo o % o o l . . ; . | | : : w ) : : : : . : : :
- [ — S ‘i}'/ I — (_S) —o |O|G — § | oo | 0 56 112 168 224 280 336 392 0 56 112 168 224 280 336 392
10 50 500 5000 10 50 500 5000 10 50 500 5000 0 50 100 150 Time Since First Dose, days Time Since First Dose, days
Population predictions, pmol/L Individual predictions, pmol/L Population predictions, pmol/L Figure 4. Deterministic simulations using the mechanistic PK/PD model to evaluate the
b) _ _ & @ time course of JNJ-63733657 in serum and CSF (a), free pTau in CSF (b), total reduction of
= . C - g = - . . . . . .
S o - % | S o - =B =JNN , pTau in CSF (c) and total reduction of Tau seeds in ISF (d) across different dosing regimens
s B o . . S < gt to guide the IV dose selection for Phase 2 study (AUTONOMY)?.
5 © BRI 5 © _ 3 g
< N . @9 < W < < e & 2=0-0)
S 8 mauees 5 S : . 2o lgod 2§ Table 2. Model-based deterministic simulations calculating the maximum free pTau and
A B - 5 o+ § o o7 Tau seeds reduction from baseline across the different IV dosing regimens evaluated after
8 s 1/%% 8 S 92 2 o] o o 2 o g 1 year dosing.
o b | o b [ O I | I o o I | I I - - - =
01 05 20 100 04 05 20 100 01 05 20 100 0 50 100 150 Dose Level Model-predlcted maximum Model-predlcted maximum
Population predictions, pmol/L Individual predictions, pmol/L Population predictions, pmol/L Time since last dose, days pTau redUCtlon from basellne Tau Seeds redUCtlon frOm
. . (mg/kg) in CSF (%) baseline in ISF (%)
O § o § O
3 - 2R S o- : 5.0 83.4 94.2
s 8. S e | 5 8- 3 5 12.5° 92.7 96.5
= L a8 ’ > o 2 o} E " L
< 7 < E - 2 -
: e s 5 15.0 93.8 96.9
o o & o (0] o (0] o ] ] ]
o 8 | O G0 o b 8 - E E _ )
r © _ ok O r © I - S - (@g¥eS oo © 300 968 982
" g W S S S °° g0
) - b %) 1 .© 2 N s o o " o b 97.5 98.5
© s 4/05° © S / -g | 00 -g | o ° 5 3 7 . 5 - .
o T T T T T T T T o T TTT T TTT TT O T T T T T T 17T O | | | |
002 020 200 002 020 200 002 020 200 0 50 100 150 0.0 28.1 98.8
_ o N o _ o S °A 1000 mg flat dose will provide a 96.5% Tau seeds reduction in ISF corresponding to a 12.5 mg/kg for a 80 kg subject.
Population predictions, pmol/L Individual predictions, pmol/L Population predictions, pmol/L Time since last dose, days bA 3000 mg flat dose will provide a 98.5% Tau seeds reduction in ISF corresponding to a 37.5 mg/kg for a 80 kg subject.
.Flgure 2. (?:IOOdI’IESS-dOIEfNIZC pIOtS (()Z|f the lmecha_nlsm—based PK/PD model developed for a) INJ-63733657 The Tau seed reduction needed for efficacy in AD subjects is currently unknown, thus the current model does not establish
in serum and CSF, and b) free and total pTau in CSF. any direct relationship with efficacy outcomes. Given ks> assumption, a 90% Tau seeds reduction in ISF is achieved earlier
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