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(Pharmacokinetic Studies of Antibody Drug Conjugate)
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TE (systemic exposure) DAREHIEREHENSZEES - TXIBRASEEYISEEMRR SR
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FEE{IER (Antibody-dependent cell-mediated cytotoxicity, ADCC)ERfHEEIR N #HER S R EF
(complement-dependent cytotoxicity) °

Table 1. Tvpesof currentlv used ADC components

Component Type Desired characteristics

Payloads Microtubule inhibitors Potent cytotoxic amenable to linking
* Auristatins (MMAE, MMAF)
* Maytansinoids (DM1, DM4)
DNA-damaging agents
e Calicheamicin
* Ducaramycins
* Pyrolobenzodiazepines (PBD)
RNA polymerase (alpha-amanitin}
Linkers. Cleavable Stable in circulation but released in tumor
* Protease cleavable e.g. valine-citruline
 Acid labile e.g. hydrazone
* Disulfide linkers e.g. SPDB, SP'I”
Non-cleavable (e.g. MCC)
Conjugation chemistry  Via lysine residues Homogenous mixture, stable
Via cysteines derived from reduced interchain disulfides
Site specific conjugation
* Engineered cysteines
* Unnatural amino acids
* Enzymatic conjugation

F—. BalE BAVADCHER 2 1](Biopharmaceutics& Drug Disposition, 2016, 37: 66—74)
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(Biopharmaceutics& Drug Disposition, 2016,37: 66—74)
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[2](Pharmaceutical Research,2012, 29: 2354—2366)
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BRIEFERNDM7SES © ELISA ~ LC-MSFISPECT/CT
1. ELISA(Enzyme-Linked ImmunoSorbent Assay)

a b
Anti-human antibody/ Labeled ECD Receptor/
detection } detection
ADC/Tab é _. ADC
ECD Receptor < | : - Anti-Drug MAb
| ee——r <i—"
Total Ab Assay Conjugate Ab Assay

B3. ELISAD RS
(Tab: Total antibody; ECD: extracellar domain)[2](Pharmaceutical Research, 2012, 29: 2354—2366)

a. ERIFEERIEE (Total antibody, Tab)
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b. EREREEYIINESREE (Conjugated antibody)
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c. EHERENEEIEYRE (Antibody conjugated drug)
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B 4. EAEIEYE E R RSk B [2](Pharmaceutical Research, 2012, 29: 2354—2366)
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2. LC-MS
a. 1SRIEEA(in vivo) HEEEY)E & 2 (payloads)iE# : affinity capture-LC-MS

B FEEEERE A R streptavidin) BB AVSRRER ] E £ MR (biotilated) B
IR - FLEEEINIREPRIADCIESHEBEENR L fEtRmp oLk - &Rt & RIEE
o IEREEPADCEYpayloadZ fh(E5) - EtEREIRFEREYIEENDARKM payload 3 fhEVEHE,

B5.Affinity capture LC-MSTREE®!
(ECD: extracellar domain) (Analytical Biochemistry, 2011, 412: 56—66)
b. 158)/)\3FEER{EIEY - SPE(Solid phase extraction)-LC-MS/MS[5]
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c. ERINDFEYTEADCLEVERENIE - BERKBEIILLC-MS/MS (7]
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3. SPECT(Single Photon Emission Computed Tomography)/

PET(Positron Emission Tomography) : SHSBI4¥)5E 1453 fi(Biodistribution)[8]
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