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Antibody therapeutics in early-stage o
clinical studies

The remarkable focus on antibodies developed for cancer
(~80% of the total in 2018)

Start of clinical studies: Cancer only
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Drug Metab Dispos (2016) 44:617-623
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Types of in vitro and in vivo studies for characterization of ADC ADME

Molecule ADME Data

ADC In vitro stability in plasma or serum from animals and humans

ADC” PK in pharmacology and toxicology species

ADC* Animal (rodent) ADME: PK, excretion, and metabolism

ADC Identific: of circulating ibol formed from the
released drug in patients

Drug Rodent PK

Drug Plasma protein binding across species

Drug cierization of metabolites formed from the released

species and human)

Drug Reaction phenotyping

Drug Passive/active (uptake or efflux) transport (as substrate)

Drug P450 inhibition and induction

“Analytes that could be measured as appropriate include Tab, ADC, and unconjugated drug.
"This evaluation is recommended 10 be conducted with an ADC bearing a radiolabel on the
drug
ADCIMESFEFUEDE S DIFIEETL TVBIEH,
ADCEEWTRS, ERF (AO—K) IKOVWTERFMBADMET — I BT
(H1£ZADC, nakedfitk, A1 O—KRENTNDIHIR)

—

Bioanalysis for ADC W/

——
— HEM T ADCOPK SO J7-f)|,  Biopharm. Drug Dispos. 37: 6674 (2016)

Abtinty Caspugated Dig

[

Total Ab ADCM ADA ~AfO-Fk

o i I

Ligand <«—LC-MS/MS —
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ADCOPKIF, MU N-OEEECLT,
total antibodyt ADCRIDMIE R EHERS ICARRIATE S
Ehizsh, ADALSH T, Rid4fEDBioanalysis methodHprofilelfiElc e

ADCOE FPKFfI(Linear range®d)
Accuracy of allometric scaling of human clearance (CL) of total antibody analytes
for 11 ADCs and that of conjugate analytes for 8 ADCs Clin Trans] Sci{2013) 12, 534-844

Total antibody ADC
- S 00
-
-
L N U — —
g z
I i
£ §°
. %
L. s Fercentage rdicuon &
s e
- & nchdual PE for ADCs
with positive PE
- - #; indnidual PE for ADCs
- with negative PE |
e nia s o s nn nin 2]
ey et U Bt om0 v
Allometric scaling (E) (F) (&)
{A) Multiplaspacies Scaling from cynomolgus monkey
(B) Maximum life potential as correction factar (E} Fhfﬂd exponant of CLof 0.75
of CL o

(C) Brain welght as corraction factar
(D) Based on rule of exponent

NakediiFEEHECHILDPKT —445, linear ra ngefDPKiLbU?.»
total antibody# &L FADCOE FCLOFARNBHEBRTET NG

FDA analysis: #£¢EX5N3ADCE MIEIAE |
(20 separate INDs) Rty oy gy 7 G0i) iz

Correlation between Human MTD/RP2D/AD (03W) and HNSTD in Cyno with HED conversion
5

-

S | ST Tox regimen
bs s 7 12 INDs " snele
51 P ve-MMAE: 7 amw
22 . aT . DM4: 3 . oaw
i Unknown: 2 .o

£

°
o 1 2 3 a 5

A1l data obtained from

HNETD in Cyne with HED [3.1] conversian Rogulatary Taxicolgy and Phasmacalogy 71 (2015) 443-452
Imgtg)

# Acceprable balance of safety and efficiency in dose escalation
1/6 HNSTD in cynomolgus menkeys based on body surface area (BSA) or

1/10 STD,, in rodents based on BSA

# Other acceptable approaches (conservative):
1/10 HNSTD in eynomolgus monkeys based on BSA
1/10 MOAEL in rodents or monkeys based on body weight (BW)
# Not acceptable (FIH dose was above the MTD or too close to the human MTD):
L/10-1/6 HNSTD in mankeys based on BW, 1/10 STDy, in redents based on BW,
Doses based on the unconjugated antibody
ADCOEIERA0- FEtE. (EFRERICR S, ADCOL DI BE T
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