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32P41-2 Control of Excipients/ L-Histidine hydrochloride monohydrate R

3.2P.4 2 RERA & (D A%) (Ton—Y mid#E A100 mg. SE5H])
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3.2P.4 3 REBRA & (D AE) DN T—2ar (ToN\—Y miEsHEFA100 mg. E513%))

32P41-3 Control of Excipients/ Sucrose R
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3.2P4 FMEIQEE (T/N—Y a4 EA100 ma. F5H|) Polvsorbate 80
3.2 P41 BB RUBREBAE (T2 /\—Y AT 100 mg. SE5H)

32P41-4 Control of Excipients/ Polysorbate 80 R
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32P45 Excipients of Human or Animal Origin R

3.2 P.4 6 FRAFMA (T \—Y R EFHEFA100 mg. T5THI)

32P46 Novel Excipients R

32P5 HWHNEE (T o/N—YsiEETA100 ma, F5H])
3.2 P.5.1 R RURER A A (ToN\—Y gils £ 100 mg. ;55

32P51 Specifications R

3.2P.52 RERA & (D A%) (ToN—Y mid#iE A100 mg. E5H])

32P52 Analytical Procedures R
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32P53 Validation of Analytical Procedures R
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Injection 100 mg
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2 A
32P53-4  Analytical Validation of Purity Test for DS-8201a wilh_ [ ] 2]% ~ ﬁ*)':/”i [l Rl
I ?
32P53-5  Report Amendment Analytical Validation of Purity Test for DS-8201a with | N l lll B R ﬁ*)':/”:— [E2] R
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Visible Spectroscopy 2 A ()
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3.2 P.5.4 OYrSH (To/\—Y s EEE 100 mg. SE5H5D
32P54 Batch Analyses R
32P54-1 Analytical Validation of Assay Method for Polysorbate 80 in DS-8201a 2 H~ gk [E R
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3.2 P.5 5 RO (T2 /\—Y midFEEA100 mg. S5
32P55 Characterization of Impurities R
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32P56 Justification of Specifications R
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32P.8 REM (Ty/\—YmHiHTA100 ma, SE5HFD
3.2 P.8.1 REMDFELH RUHKER (T \—Y miliFeEA100 mg, SE5F)
32P81 LEEMED ELb K OV (T2~ — SR FHEM 100 mg, JEHF) A
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2 HBRBEE
4.2.1 FEHER
4211 MAEERMNTHHER
4211-1 Evaluation of binding activity of DS-8201a and MAAL-9001

200 R E~ P B
to human HER family and HER2 ortholog proteins _ Zmﬂl H =60 Bl AEil

2 A P
Zu J!I . (k) 10 i

42112 Evaluation of in vitro cell growth inhibition activity of DS-
8201a against human tumor cell lines

4211-3 Evaluation of inhibition activity of MAAA-1181c against 4 ~ . =
human topoisomerase I Y ¢ _ ;m E B =3 FEP AEl
4211-4 Evaluation of DNA damage and apoptosis by DS-8201a 4 ~ . =
treatment in a human breagst cancelr) czll line I}éPL—4 _ ;m; =) 7 Al
4211-5 Evaluation of inhibitory activity of DS-8201a against 4 ~ . =
intracellular phosphory)Iated Al)(lt ¢ - - ; B Hﬂ FlH =R & FHA
4211-6 A Study for Antibody-Dependent Cellular Cytotoxic Activity p
of DS-8201a using Human Peripheral Blood Mononuclear _ ;m ;‘H&HH’V _ " S
Cells L
4211-7 A‘Study for Amibody—Depenc.lem Cellular Cy.lotoxic Ac.livily _ Zm A~ _ " Al
of Two Lots of DS-8201a Using a Natural Killer Cell Line Wi K BE BB [ ]
4211-8 Evaluation of the anti-tumor efficacy of DS-8201a compared p
with MAAL-9001 and MAAA-9001b against a human gastric _ ;m ;‘H&HH’V H— =k () E3[] At
NCI-N87 xenograft model

42119 Evaluation of Anti-tumor Efficacy of DS-8201a against

Human Gastric Cancer Cell Line NCI-N87 xenografted Nude 4 ~ _ .
. ;m ,IL”J!.H ; [Py ¥

Mice and Measurement of Concentrations of DS-8201a and
200 IR~ . 5
=4 g8 2
8 il w T

Total Antibody in Plasma
20054 R A~ B
LU "
200 IR~ e — =
ZMHI q I (B 3] Gl

4211-10 Evaluation of efficacy of DS-8201a in mice xenograft model
of human breast cancer cell line KPL-4

4211-11 In Vivo Evaluation of Daiichi Sankyo Agent, DS-8201a, in
Low Passage Champions TumorGraft® Models of Human
Breast Cancer in Immunocompromised Mice

4211-12 In vivo evaluation of DS-8201a in patient-derived xenograft
models of human breast cancer

R

4211-13 Evaluation of HER2 protein expression of mouse xenograft Zm H~ _ [ Tt
models 20 4 HIl B ||
4211-14 In vivo evaluation of DS-8201a in a mouse xenograft model 200 R E~ e — e
of HER2-positive human breast cancer cell line, JIMT-1 zm/'::l Hrﬂ —=30) Ele Al
4211-15 In vivo evaluation of DS-8201a in a patient-derived xenograft T 7 A~
model of HER2-positive human gastric cancer NIBIO G016 - zm/‘::l HI B H— =k () [EH At
4211-16 In vivo evaluation of DS-8201a in a HER2 heterogeneous p
mouse xenograft model of HER2-positive (NCI-N87) and _ zm/‘::l Hr A~ H— =k () [EH At
HER2-negative (MKN45) human gastric cancer cells 2 2 I
4213 REUEEHR
4213-1 Safety Pharmacology Study of MAAA-1181d on hERG 200 R E~ =y
Channels in hRERG Transfected CHO Cells _ 20 4 il B I s AEl
42132 Safety Pharmacology Study on the Cardiovascular, p
Respiratory, and Central Nervous Systems in Monkeys _ zm/‘::l HI A~ I [EH At
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4.22 EYHEHR
4221 HWERUN)T—2 3 U BES
4221-1 Validation of Gyrolab Quantification Method to Determine O~
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Pharmacokinetic Study of DS-8201a .
42212 Validation of ELISA Method to Determine Total Antibody O~
and DS-8201a in Rat Plasma for Kinetic Analysis of DS- _ zm/‘::l HL B _ [EH At
8201a L
4221-3 Validation of ELISA Method to Determine Total Antibody O~
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Analysis of DS-8201a .
4221-4 Validation of ECL Method to Detect Anti-DS-8201a 200 A B~ _ P Al
Antibody and Anti-MAAL-9001 Antibody in Rat Plasma 200 ~ Hil A - "
4221-5 Validation of ECL Method to Detect Anti-DS-8201a p
Antibody and Anti-MAAL-9001 Antibody in Cynomolgus h zm /‘:‘HI.H -~ _ N At
Monkey Plasma 2 2 I .
4221-6 Validation of LC-MS/MS Method to Determine MAAA- 2008 FIR B~ _ -
1181a in Plasma and Buffer for Stability Study of DS-8201a _ Zmﬂl H || Bl A¥
4221-7 Validation of LC-MS/MS Method to Determine MAAA- 20054 R A~ _ -
1181a in Plasma Supernatant for Protein Binding Assay _ Zmﬂl H || Bl A¥
4221-8 Validation of LC/MS/MS Method to Determine MAAA- O~
1181a in Rat Plasma for Kinetic Analysis of Antibody Drug _ zm/‘::l HI B _ [EPN FAHi
Conjugate .
42219 Validation of LC/MS/MS Method to Determine MAAA- O~
1181a in Monkey Plasma for Kinetic Analysis of Antibody _ zm/‘::l HI B _ [EPN FAHi
Drug Conjugate .
4221-10 Partial Validation of LC/MS/MS Method to Determine p
MAAA-1181a in Rat and Monkey Plasma for Kinetic Analysis _ zm/‘::l HI A~ _ [EH At
of Antibody Drug Conjugate 2 g b .
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4222-1 A Pharmacokinetic Study of DS-8201a after Single _ 2 - [ Tt
Intravenous Administration to Male Cynomolgus Monkeys 20 -
4223 nH
4223-1 Plasma Concentrations of Radioactivity, Excretion of
Radioactivity in Urine and Feces, and Whole-body 200 Sl P~ [ -
Autoradiography after a Single Intravenous Administration of _ zm /v::r )z G ] Py i
[’H]DS-8201a to Male Monkeys
42232 Plasma Concentrations of Radioactivity, Excretion of
Radioactivity in Urine and Feces, and Quantitative Whole- 200 Sl P~ [ -
body Autoradiography after a Single Intravenous _ zm /v::r )z G ] Py i
Administration of ["'C]DS-82013 to Male Monkeys
42233 In Vitro Plasma Protein Binding of MAAA-1181a in Mice, 2000 B~ _ -
Rats, Monkeys, and Humans 21 £ bi| IE - FEIP AEfl
42234 In Vitro Distribution of ['*C]MAAA-1181a to Blood Cells in 2004 B~ ] -
Mice, Rats, Cynomolgu[s Mlnkeys‘ and Humans _ 200 Il B | ] Bl A¥
4224 R#H
42241 Study on DS-8201a stability in mouse, rat, monkey and 2000 BB~ _ -
human plasma and buffer _ bl K B IE || FEP AEl
42242 Structure elucidation of metabolites of DS-8201a with 2 - ~ e — =
cryopreserved hepatocytes from rats, monkeys and humans _ Zm E —=A) Bl A¥
42243 Elucidation of Metabolite Profiles in Plasma, Urine and Feces P
After Intravenous Administration of a Single Dose of _ zm/‘::l HI A~ H— =k (k) [EH FEAM
['“CIDS-8201a to a Monkey 2 JpH
42244 Metabolic Profiles in Urine, Feces, and Bile After Single _ Zmﬂ ~ [ ] A Tl
Intravenous Administration of ['*CIMAAA-1181a to Rats K Ei B | ]
4225 HEitt
42251 Excretion of Radioactivity in Urine, Feces, and Expired Air P
after a Single Intravenous Administration of ['*CIMAAA- _ ;m /'::rﬂilﬂ A~ -_ A ST
1181a to Male Rats
42252 Excretion of Radioactivity in Bile after a Single Intravenous O~ )
Administration of ['"CIMAAA-1181a to the Bile Duct- [ ] zm Zfrﬂllﬂ -_ " T4
Cannulated Male Rats
4.22.7 T DEYEREHAR
4227-1 Pharmacokinetic Study for Two Formulations of DS-8201a P
After Single Intravenous Administration to Male Cynomolgus _ zm ;‘H‘H -~ I [EH At
Monkeys 2 2 I
42272 Pharmacokinetic Study for DS-8201a _) After P
Single Intravenous Administration to Male Cynomolgus _ ;m/‘::l EI E ~ I [EH At
Monkeys
423 HHHR
4232 RERSEHHAR
4232-1 Intermittent Dose Toxicity Study in Rats Treated P
Intravenously with DS-8201a Once per 3 Weeks for 6 Weeks _ ;m/‘::l EI E ~ I [EH At
Followed by a 9-Week Recovery Period
42322 Intermittent Dose Toxicity Study in Monkeys Treated P
Intravenously with DS-8201a Once per 3 Weeks for 6 Weeks - ;m/‘::l EL HN ] [N At
Followed by a 6-Week Recovery Period
42323 Intermittent Dose Toxicity Study in Monkeys Treated P
Intravenously with DS-8201a _) Once per 3 - ;m/‘::l EI E ~ ] [N At
Weeks for 6 Weeks
42324 Intermittent Dose Toxicity Study in Monkeys Treated P
Intravenously with DS-8201a Once per 3 Weeks for 3 Months - ;m/‘::l EI E ~ ] [N At
Followed by a 3-Month Recovery Period
4.233 BEEEMEHR
4.233.1 Invitro ;8
. - y: —
42331-1 Bacterial Reverse Mutation Study of MAAA-1181d _ ;mﬁﬂ [ -
423312 Chromosome Aberration Study of MAAA-1181d with 2 - ~ =
Mammalian Cultured Cells Y _ 2 £ E E I s AEl
42332 Invivo i85
42332-1 Micronucleus Study in Bone Marrow of Rats Treated 2 - ~ =
Intravenously WiIh)II\/IAAA—l 181d _ 21 £ E HFl I FEP AEl
4.23.7 ZOMDEEFR
42377 ZTOHDOHER
423771 A Tissue Cross-Reactivity Study of DS-8201a with Human 2 - ~ =
Tissues g Y _ 2004 HH FlH - = B
423772 A Tissue Cross-Reactivity Study of DS-8201a with 2 - ~ =
Cynomolgus Monkey Tis}s/ues Y _ ZmHFI - 4 FHA
423773 Intermittent Dose Toxicity Study in Rats Treated P
Intravenously with MAAA-1181d Once a Week for 4 Weeks _ ;m/‘::l EI E ~ I [EH At
Followed by a 4-Week Recovery Period
423774 Intermittent Dose Toxicity Study in Monkeys Treated P
Intravenously with MAAA-1181d Once a Week for 4 Weeks - ;m/‘::l EI E ~ ] [N At
Followed by a 4-Week Recovery Period
42377-5 Intermittent Dose Toxicity Study in Rats Treated P
Intravenously with MAAL-9001 _) Once _ ;m /‘::rHJ?HH ~ — 5P T
per 3 Weeks for 6 Weeks
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42377-6 Intermittent Dose Toxicity Study in Monkeys Treated p
Intravenously with MAAL-9001 _ Once - zm/‘::r }? A~ ] ] 5] At
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423777 In vitro 3T3 NRU Phototoxicity Test with MAAA-1181d _ 2 : AR A~ [ Tt
2 i L  —
42377-8 Single Dose Phqtotoxicity Study in Pigmented Rats Treated _ Zm H~ [ Tt
Intravenously with MAAA-1181d 20 43 il B I
4.3 BEXH
4.3.1 2.4 SFERARABROBIETM T3IALLESEXH
431-1 Abou-Alfa GK, Letourneau R, Harker G, et al Randomized phase III study of exatecan and gemcitabine compared with gemcitabine alone in untreated advanced
pancreatic cancer J Clin Oncol 2006;24(27):4441-7
4312 Cheverton P, Friess H, Andras C, et al Phase III results of exatecan (DX-8951f) versus gemcitabine (Gem) in chemotherapy-naive patients with advanced
pancreatic cancer (APC) J Clin Oncol 2004;22(14 suppl):(abstr 4005)
431-3 De Jager R, Cheverton P, Tamanoi K, et al DX-8951f: summary of phase I clinical trials Ann N'Y Acad Sci 2000;922:260-73
4314 Shiose Y, Ochi Y, Kuga H, et al Relationship between drug release of DE-310, macromolecular prodrug of DX-8951f, and cathepsins activity in several tumors
Biol Pharm Bull 2007;30(12):2365-70
431-5 Nakada T, Masuda T, Naito H, et al Novel antibody drug conjugates containing exatecan derivative-based cytotoxic payloads Bioorg Med Chem Lett
2016;26(6):1542-5
431-6 AN—E T F TR 150 HH EOEMEEE [Internet] TFAMRIERRRNA L Pk 134£4 7 /KR [cited 2019 Mar 16] Available from:
http://www pmda go jp/drugs/2001/P200100003/index html
431-7 Trail PA, Dubowchik GM, and Lowinger TB Antibody drug conjugates for treatment of breast cancer: Novel targets and diverse approaches in ADC design
Pharmacol Ther 2018;181:126-42
431-8 Ogitani Y, Hagihara K, Oitate M, et al Bystander killing effect of DS-8201a, a novel anti-human epidermal growth factor receptor 2 antibody-drug conjugate, in
tumors with human epidermal growth factor receptor 2 heterogeneity Cancer Sci 2016;107(7):1039-46
4319 Pitot HC, Goldberg RM, Reid JM, et al Phase I dose-finding and pharmacokinetic trial of irinotecan hydrochloride (CPT-11) using a once-every-three week
dosing schedule for patients with advanced solid tumor malignancy Clin Cancer Res 2000;6(6):2236-44
431-10 Hecht JR Gastrointestinal toxicity of irinotecan Oncology 1998;12(8 Suppl 6):72-8
431-11 Kang HJ, Park JS, Kim DW, et al Adverse pulmonary reactions associated with the use of monoclonal antibodies in cancer patients Respir Med
2012;106(3):443-50
431-12 Kadcyla [pharmacology review(s)] South San Francisco, CA: Genentech, Inc ; 2013
431-13 Satoh H, Uesugi Y, Kawabata T, et al Morphological classification of dental lesions induced by various antitumor drugs in mice Toxicol Pathol
2001;29(3):292-9
432 126 FFERKRSEBROBEN) TIALLEEXH
432-1 Shiose Y, Ochi Y, Kuga H, et al Relationship between drug release of DE-310, macromolecular prodrug of DX-8951f, and cathepsins activity in several tumors
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4322 Nakada T, Masuda T, Naito H, et al Novel antibody drug conjugates containing exatecan derivative-based cytotoxic payloads Bioorg Med Chem Lett
2016;26(6):1542-5
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